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Disclaimer ‐ Please read before continuing
All content found within this document, including was compiled for
informational purposes only. Offerings for continuing education credits
are clearly identified and the appropriate target audience is identified.
The Content is not intended to be a substitute for professional medical
advice, diagnosis, or treatment. Always seek the advice of your physician
or other qualified health provider with any questions you may have
regarding a medical condition. Never disregard professional medical
advice or delay in seeking it because of something you have read in this
document or any of the links included.
If you think you may have a medical emergency, call your doctor, go to
the emergency department, or call 911 immediately (999 in the UK). The
authors do not recommend or endorse any specific tests, physicians,
products, procedures, opinions, or other information that may be
mentioned herein. Reliance on any information provided in this
document, contracted writers, or medical professionals presenting
content for this publication is solely at your own risk.
The Site may contain health ‐ or medical ‐ related materials or
discussions regarding sexually explicit disease states. If you find these
materials offensive, you may not want to use this document. The
document and its Content are provided on an "as is" basis.
Links to educational content not created by the authors, and are taken
at your own risk. The authors are not responsible for the claims of
external websites and education companies.

FishingHat (FH) & InvalidUsername (IUN)
http://www.cymbaltawithdrawal.com
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• B complex
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• B2 (riboflavin)
• B3 (niacin)
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• Flavonoid‐Rich Foods and GABA Receptors
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• Lemon Balm Tea
• Feverfew
• Linden flowers
• Passionflower
• Flavonoid supplements
• Gaba Supplements
• Phenibut
• Picamilon
• GABA Calm
• GABA Plus
• Medicines that react with the Gaba receptors
• Vitamin C
• Antihistamines
• Antidepressants
• Supplements that effect Gaba
• Thiamine (Vitamin B1)
• B6 (pyridoxine)
• Benzodiazepines
• L‐theanine

Increasing Production of Endorphins
• Vanilla oil
• Lavender oil
• Essential oils
• Ginseng
• Exercise
• Laughter
• Sex
• Chocolate (unsweetened cocoa)
• Music
• Eat something spicy
• Eat your very favorite food
• Meditation
• Increased exposure to sunlight.
• Certain touches (hugs, massages...etc)
• Acupuncture
• Deep breathing, sighs, yawns
• Conditioned Response
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• Walks in Bright Sunlight

Increasing Dopamine Levels
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• Mucuna pruriens
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• Ginkgo biloba
• L‐theanine
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• Meditation
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• Sleep
• Inhibition of dopamine release by melatonin
• Dopamine‐Weight Loss Connection
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• Achieving Results

Reading Material and Treatment Programs
• Informational Reading
• A Mind Of Your Own
• The Gifts of Imperfection
• The Antidepressant Solution
• Full Catastrophe Living
• Walking with God through Pain and Suffering
• The Ragamuffin Gospel
• Anatomy of an Epidemic
• The Mood Cure
• At Last A Life
• The Healing Power of Vitamins, Minerals, and Herbs
• Essential Help for your nerves
• Other Various Suggested reading by members
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• Surviving Panic Disorder: What You Need to Know
• The Power of Anxious Thinking
• Functional Medicine
• Claire Weekes
• The Power of Now (Eckhart Tolle)
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• Vagus Nerve
• Dr Caroline Leaf
• The Untethered Soul
• Mindfulness: An Eight‐week Plan
• Headspace

Programs
• The Road Back

Psychological Therapies
• General
• REBT (rational emotive behavioral therapy)
• Cognitive Behavioral Therapy
• Cranial Electrotherapy Stimulation (CES)
• Mindfulness

Home Care
• Sleep
• Diet
• Blood pressure monitoring
• Taking Meds
• GI Disturbances
• Keeping a Journal
• Cravings
• Stimulants (Make anxiety worse)
• Things containing caffeine..
• Depressants (Make depression worse)
• Mammalian diving reflex
• Reiki
• Taking Meds
• Exercise

Major Natural Human Supplements
• SAMe ‐ S‐Adenosyl methionine
• 5HTP
• L‐theanine
• L‐Tryptophan
• L‐Tyrosine
• Lifespan Extension
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Nutritional Causes of Anxiety and Depression
• Amino Acids
• Tryptophan
• Threonine
• Isoleucine
• Methionine
• Phenylalanine
• SAMe
• Tyrosine

Vitamins, Deficiency and Toxicity
• Vitamin C
• Vitamin D
• Vitamin E
• B Vitamins
• Thiamine (B1)
• Niacin (B3)
• Vitamin B6 (pyridoxine)
• Folate (Folic Acid, Vitamin B9)
• Vitamin B12 (cobalamin)
• Pantothenic Acid (Vitamin B5)
• Choline

Minerals/Metals, Deficiency and Toxicity
• Calcium
• Iron
• Magnesium
• Potassium/Sodium
• Zinc
• Manganese
• Selenium
• Fluoride
• Cholesterol /Triglyceride

Surgical Causes of Anxiety
Nutritional Blood Tests for Causes for Anxiety and/or Depression
Competition of Minerals and Vitamins in the body
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List of Medical/Medicinal Causes of Anxiety not Including Stress
• Antibiotics

List of Causes of Depressive/Anxious Symptoms
• Low Testosterone
• Respiratory Acidosis
• Gut Bacteria & Depression
• Estrogen

Prescription Meds
• Cimetidine (Tagamet)
• Clonidine
• Prokinetics
• Hydroxyzine (Vistaril, Atarax)
• Atenolol
• Buspirone (Buspar)
• Benzodiazepines and Z‐Drugs
• Xanax/Alprazolam
• Valium/Diazepam
• Klonopin/Clonazepam
• Ativan/Lorazepam
• Oxazepam
• Effects of Discontinuation/Withdrawal
• Protracted withdrawal syndromes from benzodiazepines
• Flumazenil
• Cyamemazine (antihistamine)
• Gabapentin (Neurontin)
• Afobazole (fabomotizole)
• Phenobarbital
• βCCT
• GB‐115 dipeptide
• Captodiamine
• Dothiepin
• Buspirone
• Tianeptine and Carbamazepine
• Carbamazepine
• Alpidem
• Progesterone
• Ipsapirone
• Propranolol (Beta‐Blocker)
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• Hydroxyzine (Atarax) (antihistamine)
• Z Drugs
• Eszopiclone (Lunesta) (Zopiclone)
• Zaleplon (Sonata)
• Zolpidem (Ambien)
• Benzodiazepines and Z Drugs
• Ambien (Zolpidem)
• Lunesta
• Vyvanse
• Lamotrigine/Lamictal
• Naltrexone
• Desvenlafaxine/Pristiq
• Pregabalin (Lyrica)
• Valsartan (Diovan)
• Deplin
• Paxil
• Strattera
• Cyproheptadine
• Chlorpromazine
• Esketamine
• Ketamine
• Anticholinergic drugs
• Lexapro (Escitalopram)
• Flecainide
• Mirtazapine
• Pepcid
• Ritalin (Methylphenidate)
• Fluoxetine (Prozac)
• Zyprexa (Olanzapine)
• Xyrem (Sodium Oxybate)
• Remeron
• Oxymetazoline
• Antidepressants for Pain
• Salbutamol
• PPIs (Protein Pump Inhibitors)
• Reinstatement of Antidepressant Medication
• Nortriptyline
• Fluconazole
• Antidepressants & Beta Blockers
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Effects of Cymbalta on the Body
• Hypothyroidism
• Tinnitus
• Restless Leg Syndrome
• Pregnancy
• Heart
• High blood pressure
• Cymbalta's Damages/Effects
• Bone metabolism
• Organ development
• Cardiovascular growth factor
• Damaged red blood cells
• Cymbalta downregulates the activity of the bladder control nerves
• Cymbalta did not cause DNA damage.
• Cymbalta regulates DNA product manufacturing in the frontal lobe and
hippocampus.
• Change the structure of Glutamate receptors in the prefrontal cortex
• Cymbalta and Alcohol
• Hyperglycemia
• Mania/Sexual effects while taking Cymbalta.
• Liver
• Skin
• Seizures and Sodium
• Hyponatremia
• Cymbalta's effect on neurotransmitters in the brain
• Receptor Alterations
• Cymbalta Fat soluble & tissue absorption
• PSSD (Post ssri Sexual Dysfunction)
• Dystonia
• Dyskenisia
• Akathisia
• Edema
• Cymbalta Toxicity
• Hand Sanitizers
• Cymbalta‐Induced Parkinson's
• Cymbalta Histamine Reactions
• Cancer
• Neck and Shoulder Pain (during withdrawal)
• Lymes Disease (inc. C8 MCT Oil & ACG Glutathione spray)
• Heartburn/Upset Stomach
• Cymbalta Effectiveness
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• Degradation of Cymbalta
• Cymbalta & Nerve Cell Damage
• Cymbalta During Breast Feeding
• Cymbalta & Cardiac Events

What is Anxiety?
• Chronic Adrenergic State
• Conditions Associated with a Chronic Adrenergic State
• Symptoms
• Definitions
• History
• Aggravating Agents and Vulnerability
• Chemistry
• Physiology
• Genetics
• Treatments

Methods of Getting off Cymbalta
• Cold turkey
• Cross tapering
• Bead counting
• Opening capsules
• Duration of withdrawal
• SSRI Discontinuation syndrome
• Cymbalta Discontinuation Syndrome
• Support
• Every other day Withdrawal
• Cross Tapering Details
• Gov guidelines
• New Zealand Guidelines
• Australian Guidelines
• Surviving Antidepressant website recommendations
• Cymbalta Capsules
• Difficulties controlling Neurotransmitters
• Tapering Strips
• Weighing Beads
• Water Titration
• Consistent Taper

Compounding Pharmacies
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Post Acute Withdrawal Syndrome (PAWS, Protracted Withdrawal)
• Causes, Symptoms, Treatment
• What is post‐acute withdrawal syndrome (PAWS)?

Probiotics
• Introduction
• Research
• Allergies
• Diarrhea
• Antibiotic‐associated Diarrhea
• Lactose intolerance
• Cholesterol
• Blood pressure
• Immune Function and Infections
• Helicobacter pylori
• Inflammation
• Irritable Bowel Syndrome and Colitis
• Necrotizing Enterocolitis
• Vitamin Production
• Eczema
• Bacterial Vaginosis
• Side Effects
• Member Discussions
• Probiotic and Serotonin
• Psychiatric Conditions
• Bacterial Endotoxins
• Probiotics & Mental Health
• Probiotics & Histamine

Prebiotics
Repetitive Transcranial Magnetic Stimulation (rTMS)
• Anxiety
• Depression
• Anxiety and Depression
• Members Comments

ECT ‐ Electroconvulsive therapy
• Members Comments
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Feedback Mechanisms
• Neurofeedback
• Biofeedback
• Research

NAMI ‐ National Alliance on Mental Illness
• Area Agencies for Aging

Peripheral Neuropathy
• Omega 3 Supplements
• Neurovascular Support/Nerve Health/Brain Health Supplements
• Vitamins and Minerals
• Notes

Adrenal insufficiency
• Symptoms

Adrenal fatigue
• Definition
• Dr. Tracy

Treatment Resistant Anxiety/Depression
Blood Brain Barrier
Brain Zaps
Genetics
Phantosmia
SSRIs and Vision
Research Articles on ssris being Anxiogenic
Tachyphylaxis
Tardive Dyskinesia
Trazodone
Trintellix Withdrawal
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Valsartan
Zoloft and Hypothyroidism and Leucopenia
Zoloft Withdrawal
Ritalin Withdrawal
Miscellaneous Publications and Member Comments and Information
• Publications
• Member Comments and Information

Cymbalta Drug Interactions
• Wellbutrin
• Adderall
• Diphenhydramine
• Magenesium
• Lansoprazole (Prevacid)
• Curcurbitacins

BDNF/Nerve Cell Atrophy
• BDNF during withdrawal
• BDNF related diseases

Anti‐aging
Things that make withdrawal worse
Pharmacobezoars
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Over the Counter Medications used to Treat Cymbalta
Withdrawal Symptoms
• Dramamine
71 member mentions... 2 positive, 7 no help, 2 intermittent help, 13 says causes
sleepiness, Helps with lightheadedness, jolts, dizzy spells, sleep, nausea, brain
swooshes, calming, motion sickness, brain zaps, Sloshy head, and anxiety.
Active Ingredient
Dimenhydrinate ‐ an antihistamine ‐ Tell your doctor or pharmacist if you are taking
other products that cause drowsiness such as opiod pain or cough relievers (such as
codeine, hydrocodone), alcohol, drugs for sleep or anxiety (such as alprazolam,
lorazepam, zolpidem), muscle relaxants (such as carisoprodol, cyclobenzaprine), or
other antihistamines (such as cetirizine, diphenhydramine, hydroxyzine).
Caution ‐ some members state that "dramamine did..." but as listed below there is a
difference in ingredients and dosing for different kinds of dramamine.
Please follow label directions. Dimenhydrinate is available in 98 products approved
in the USA other than dramamine so please check label ingredients before using with
other products. Nearly all nausea, cold, flu, sleep aides and dizziness medicines
contain antihistamines and are incompatible with each other. Check ingredient list
closely. These drugs Will NOT contribute to Serotonin Syndrome.
Seven members admit to taking two or more of these products at the same time OR
taking double doses. This has lead to comments like...
"...and chucked my guts all day"
"and afterward had stomach cramps for hours"
Tips from members
1) Careful with the Benadryl and the Dramamine together. (causes you to be sick)
Also one member warned of 'DO NOT take both NyQuil and Dramamine.... '
2) Be careful taking dramamine during the day ‐ it knocks me out!
3) Dramamine can also be doubled up at the initial dose. It all depends on your size
and what you may or may not be sensitive to.
4) ORIGINAL FORMULA DRAMAMINE. (NOT THE NONDROWSY), just hypes you up
and makes the dizziness worse.)
5) One said it can cause nightmares.
6) One said it does not cause nightmares
7) So, I was taking this ginger gravol and it did nothing for my nausea. I started taking
half of a regular gravol (same as Dramamine) and its finally working
8) 2 said ‐ the ginger gravol version does not cause sleepiness
9) if taken on a regular basis, it stops working
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Contents
Original Dramamine ‐ Active Ingredient (in each tablet) Dimenhydrinate 50 mg.
Dramamine Motion Sickness Relief Less Drowsy Formula ‐ Active Ingredient (in each
tablet) Meclizine HCI 25 mg.
Dramamine Non‐Drowsy Naturals with Natural Ginger ‐ Active ingredients ‐ Ginger
1000 mg.Take 2 capsules; do not take more than 4 capsules in 24 hours.
Dramamine All Day Less Drwsy Tab Size 8 Ct Dramamine Less Drwsy ‐ Extended
release Meclizine 25 mg.

• Bonine
Active ingredients (in each tablet) Meclizine HCI 25 mg.
Taken for headaches, nausea, dizziness, brain zaps.
Meclizine (an antihistamine) is available in 104 products approved in the USA other
than Bonine so please check label ingredients before using with other products.
Will NOT contribute to Serotonin Syndrome.
Caution ‐ Tell your doctor about all medicines you use, and those you start or stop
using during your treatment with meclizine, especially the antidepressants
bupropion, duloxetine, fluoxetine, paroxetine, or sertraline.
Using meclizine together with duloxetine may increase side effects such as dizziness,
drowsiness, confusion, and difficulty concentrating. Some people, especially the
elderly, may also experience impairment in thinking, judgment, and motor
coordination. (Drugs.com)
15 members have used this product, 6 positive, 4 negative, 4 helps intermittently. 2
said it makes them sleepy/groggy.
Common side effects include blurred vision, dry mouth, constipation, dizziness,
drowsiness, headache, vomiting, or tiredness.
Before using this medication, tell your doctor or pharmacist your medical history,
especially of: breathing problems (such as asthma, emphysema), high pressure in the
eye (glaucoma), heart problems, high blood pressure, seizures, stomach/intestine
problems (such as ulcers, blockage), overactive thyroid (hyperthyroidism), difficulty
urinate, liver problems, kidney problems.
Sarah ‐ "Dramamine II (not the original Dramamine) contains the same active
ingredient as Bonine. Some places also sell generic Meclizine and I have found it at
CVS. Some very closely related drugs are buclizine, and cyclizine."
Some brand names that contain meclizine, buclizine, or cyclizine are:
• Bonine
• Bonamine
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• Dramamine
• Marezine
• Marzine
• Meclicot
• Medivert

• Rugby Travel Med
Meclizine HCI 25 mg and they contain the artificial sweetener Aspartame, also
contains Phenylalanine 0.28 mg per tablet (can cause anxiety and nervousness in
some people).
TruckPrincess ‐ "I have found that taking the Rugby travel sickness med 25mg took
away ALL my withdrawal symptoms for the majority. I don't get any brain zaps,
dizziness, head swooshing, none of that. Also with the Rugby it's 24hrs so you only
take one or two. The Rugby I took because of the nausea was so bad and just
discovered it really got rid of most of the withdrawals and I didn't get the crying
spells like you and others have."
This may partly be due to the fact it also contains Phenylalanine which other
members report as helping their symptoms.
Caution ‐ Many of the above products contain Lactose, a concern if you are lactose
intolerant. They may also contain artificial colors that may irritate the nervous
system and artificial sweeteners that can irritate the stomach in some people.

• Zofran
Zofran is a medication used to prevent nausea and vomiting) and is a serotonin 5‐
HT3 receptor antagonist (reduces the activity of serotonin receptors). Decreases
serotonin production in the intestinal tract.
Most members commented that the Zofran was very helpful with their nausea.
JustJulz ‐ However, Zofran is a nice one, dissolves in your mouth, and does not mess
with your center of well‐being (serotonin, etc.). I had no problems at all when I
needed to stop using it. Only drawback is that it is constipating.
From the drug insert for Zofran;
Caution ‐ 5.3 Serotonin Syndrome
The development of serotonin syndrome has been reported with 5‐HT3 receptor
antagonists alone. Most reports have been associated with concomitant use of
serotonergic drugs (e.g., selective serotonin reuptake inhibitors (SSRIs), serotonin
and norepinephrine reuptake inhibitors (SNRIs), monoamine oxidase inhibitors,
mirtazapine, fentanyl, lithium, tramadol, and intravenous methylene blue). Some of
the reported cases were fatal. Serotonin syndrome occurring with overdose of
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ZOFRAN alone has also been reported. The majority of reports of serotonin
syndrome related to 5‐HT3 receptor antagonist use occurred in a post‐anesthesia
care unit or an infusion center.
Symptoms associated with serotonin syndrome may include the following
combination of signs and symptoms: mental status changes (e.g., agitation,
hallucinations, delirium, and coma), autonomic instability (e.g., tachycardia, labile
blood pressure, dizziness, diaphoresis, flushing, hyperthermia), neuromuscular
symptoms (e.g., tremor, rigidity, myoclonus, hyperreflexia, incoordination), seizures,
with or without gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea).
Patients should be monitored for the emergence of serotonin syndrome, especially
with concomitant use of ZOFRAN and other serotonergic drugs. If symptoms of
serotonin syndrome occur, discontinue ZOFRAN and initiate supportive treatment.
Patients should be informed of the increased risk of serotonin syndrome, especially if
ZOFRAN is used concomitantly with other serotonergic drugs [see Drug Interactions.
7.1 Overdosage
Medical research articles which show that Zofran can help with anxiety.
https://www.ncbi.nlm...pubmed/26188166
https://www.ncbi.nlm...pubmed/22374255
https://www.ncbi.nlm...pubmed/25284215
https://www.ncbi.nlm.../pubmed/9151286
https://www.ncbi.nlm...pubmed/10650519
and more....

• Excedrin
Caution ‐ Most Excedrin contains caffeine and may make anxiety worse.
Extra Strength Excedrin ‐ Acetaminophen 250 mg, Aspirin 250 mg, Caffeine 65 mg.
Excedrin Migraine ‐ Acetaminophen 250 mg, Aspirin 250 mg Caffeine 65 mg
Excedrin Tension Headaches ‐ Acetaminophen 500 mg Caffeine 65 mg

• Naproxin, advil, tylenol, ibuprofen, aleve, aspirin, motrin,
acetaminophen, excedrin and other over the counter analgesics
All do not fair well for body aches and headaches. Just as many say they don't work
as say they help. No clear cut option here.

• Imodium AD
Members report it is very effective for dry heaves and diarrhea.
Fishinghat ‐ If the dry heaves are bothering her you might try a half dose of Imodium.
It helps relax the GI muscles but don't use it if constipation is an issue. In the case of
constipation you can have her suck on a peppermint lozenge. This relaxes the
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esophagus/stomach but does not affect the lower intestines and does not aggravate
constipation or diarrhea. Be sure it has real peppermint not peppermint flavoring. I
have occasional esophageal spasms (a weaker form of dry heaves) and they work
well for me. I buy mine at a health food store for about $3 for 10 lozenges.
When I went through mine I lived off of Imodium and Pepto for the digestive issues.

• Pepto
Fishinghat ‐ I know I lived off of pepto, Imodium and antacids. I had some good
success with Pepto. I used it for occasional relief as too much can cause constipation,
black stools and ringing in the ears. Many members report using it successfully for
stomach issues including nausea, cramping, and diarrhea.

• Diaper Rash Cream
Note ‐ most contain zinc oxide
Pitbullmama‐ The diaper rash cream actually helped soothe the itch some.
Runni ‐ Anyway, back to itching I found that Calamine Lotion was helpful, Pure Aloe
Vera gel was very cooling and also cream that can be bought for diaper rash in
babies is especially good.
Vickif ‐ hey even diaper rash cream works(by generic it cheaper)

• AproDerm Emoillent cream
Katherine ‐ (Red Face Rash) If anyone else is suffering from this I just wanted to give
hope that this side effect only lasted a few days and that I eased it with AproDerm
Emoillent cream.
Ingredients
White soft paraffin, liquid paraffin, cetostearyl alcohol, macrogol cetostearyl ether,
ceteareth‐20, purified water, sodium hydrogen phosphate, euxyl PE 9010,
phosphoric acid / sodium hydroxide.

• Nauzene
Contains ‐ Sodium citrate dihydrate 230 mg
The following information from;
https://pubchem.ncbi.nlm.nih.gov/compound/Sodium‐citrate
A pH buffer used to neutralize acids. Also functiuons as an electrolyte providing
sodium and Citrate ions to the body.
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Industry Uses
Agricultural chemicals (non‐pesticidal)
Consumer Uses
Agricultural products (non‐pesticidal)
Automotive care products
Building/construction materials
Cleaning and furnishing care products
Foods
Sodium citrate is chiefly used as a food additive, usually for flavor or as a
preservative. Its E number is E331. Sodium citrate is employed as a flavoring agent in
certain varieties of club soda. Sodium citrate is common as an ingredient in
Bratwurst, and is also used in commercial ready to drink beverages and drink mixes,
contributing a tart flavor. It is found in gelatin mix, ice‐cream, yogurt, jams, sweets,
milk powder, processed cheeses, carbonated beverages, and wine, amongst others.
Sodium Citrate can be used as an emulsifier when making cheese. It allows the
cheese to melt without becoming greasy.
Buffer
As a conjugate base of a weak acid, citrate can perform as a buffering agent or
acidity regulator, resisting changes in pH. Sodium citrate is used to control acidity in
some substances, such as gelatin desserts. It can be found in the mini milk containers
used with coffee machines. The compound is the product of antacids, such as Alka‐
Seltzer, when they are dissolved in water. The pH of a solution of 5 g/100 ml water at
25 °C is 7.5 – 9.0.
Medical uses
In 1914, the Belgian doctor Albert Hustin and the Argentine physician and researcher
Luis Agote successfully used sodium citrate as an anticoagulant in blood transfusions,
with Richard Lewisohn determining its correct concentration in 1915. It continues to
be used today in blood collection tubes and for the preservation of blood in blood
banks. The citrate ion chelates calcium ions in the blood by forming calcium citrate
complexes, disrupting the blood clotting mechanism. Recently Tri‐sodium citrate has
also been used as a locking agent in vascath and haemodialysis lines instead of
heparin due to its lower risk of systemic anticoagulation.
In 2003, Ööpik et al. showed the use of sodium citrate (0.5 grams per kilogram of
body weight) improved running performance over 5 km by 30 seconds.
Sodium citrate is used to relieve discomfort in urinary tract infections, such as
cystitis, to reduce the acidosis seen in distal renal tubular acidosis, and can also be
used as an osmotic laxative. It is a major component of the WHO Oral Rehydration
Solution.
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It is used as an antacid, especially prior to anaesthesia, for caesarian section
procedures to reduce the risks associated with the aspiration of gastric contents.
Boiler descaling
Sodium citrate is a particularly effective agent for removal of carbonate scale from
boilers without removing them from operation and for cleaning automobile
radiators.
https://www.webmd.com/drugs/2/drug‐3023/sodium‐citrate‐citric‐acid‐oral/details
Do not use with antacids containing aluminum, aspirin, salicylates, lithium or
quinidine.
Check https://www.drugs.com/international/sodium‐citrate.html
information.

for

further

Vinpin ‐ Took 2 chewable tablets of Nauzene, and that eased the nausea somewhat.
Fishinghat ‐ A little info on Nauzene. FDA considers it generally safe to consume.

• Dolovent
A typical multivitamin. Items to watch for include that magnesium and Vitamin D
both will lower serum calcium. It contains Selenium which is the most common
ingredient in multivitamins that people are allergic to.
I do like the fact that the levels of Vitamin B5 are within safe limits. In recent years
there have been a rise in severe side effects to Vitamin B6 as megadosing has
become popular.
4 Capsules
400 mg riboflavin (vitamin B2)
600 mg magnesium
150 mg coenzyme Q10
750 μg vitamin A
200 mg vitamin C
134 mg vitamin E
5 mg thiamin
20 mg niacin
5 mg vitamin B6
6 μg vitamin B12
400 μg folic acid
5 μg vitamin D
10 mg pantothenic acid
165 μg biotin
0.8 mg iron
5 mg zinc
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2 mg manganese
0.5 mg copper
30 μg chromium
60 μg molybdenum
50 μg selenium
5 mg bioflavonoides
As with any multivitamin I would recommend starting with a 1/3 tablet a day first
and lowly working your way up to the recommended dose. Also have your serum
calcium checked every 6 months.
Vinpin ‐ One final note: Before the migraine subsided, I bought Dolovent, which is
suppose to reduce both the frequency and severity of the migraines. Dolovent is
basically a powerful regimen of Riboflavin (Vitamin B2), Magnesium and Coenzyme
Q10. The combination of these three ingredients were found (in a 2015 NIH Study) to
show promise in reducing the frequency and severity of the migraines vs. a placebo
group.
Study summary can be found at:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4393401/

• Diphenhydramine
Diphenhydramine (Benadryl) acts primarily as an inverse agonist of the histamine H1
receptor. Diphenhydramine has also been shown to inhibit the reuptake of
serotonin.
Diphenhydramine binds to the serotonin receptor and produces a reaction the
opposite of serotonin.
Severe overdoses of Diphenhydramine produces symptoms similar to serotonin
syndrome.

Cold and Flu Medications
• Pseudoephedrine/Phenylephrine containing meds
Used to treat nearly all withdrawal symptoms.
Caution ‐ Pseudoephedrine can raise blood pressure and cause nervousness in some
people.
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• Tylenol Cold and Flu
Active ingredients
Dextromethorphan HBr 10 mg in each caplet
Guaifenesin 200 mg in each caplet
Phenylephrine HCl 5 mg in each caplet
Not to be taken with Cymbalta
gail ‐ Tylenol flu is good for the brain zaps.
hailsmarie ‐ Tylenol Cold and Flu completely took away my brain zaps.
dstanek ‐ My husband said try some Nyquil I didn't have any but tried tylenol cold
nighttime. In 20 min symptoms disappeared. I slept great no soaking night sweats.
No nightmares. Zaps gone, I even had to shake my head to be sure. Woke up this
morning feeling normal. I am going to get non drowsy version today and see if this
truly is the miracle helper.
Caution ‐ Tylenol cold nighttime contains
Acetaminophen 325 mg in each 15 mL
Dextromethorphan HBr 10 mg in each 15 mL
Doxylamine succinate 6.25 mg in 15 mL
Phenylephrine HCl 5 mg in each 15 mL
As such it should not be taken with Cymbalta (because of the Dextromethorphan) or
diphenhydramine (because of Doxylamine).

• Mucinex D
Active Ingredients: Guaifenesin (600 mg), Pseudoephedrine HCl (60 mg).
Coastgirl ‐ Just wanna say I ran out of Mucinex D and got Advil Cold And Flu (behind
the counter with pseudophedrine) and it also works to combat the brain zaps for me.
My vertigo and zaps are 98% gone.

• Sudafed PE
Dextromethorphan HBr 10 mg
Guaifenesin 100 mg
Phenylephrine HCl 5 mg
Caution ‐ As such it should not be taken with Cymbalta (because of the
Dextromethorphan)
Coastgirl ‐ Tried to not take sudafed this morning and I feel so messed up! Just dizzy
and can't think straight. I feel so out out of it. (I mentioned in another post the
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Sudafed helps with the brain zaps....unfortunately it doesn't help too much with the
mild nausea feeling).
Houdi ‐ some days I had to take sudafed, the REAL sudafed and only 1/2 the dose cuz
it revs me up.
Johnnyz ‐ earlier today I read a topic in here about pseudoephedrine and its
supposed effectiveness to alleviate SSRI withdrawal symptoms. I take 12‐hour
sudafed (the real, behind the counter sudafed) 1‐2x daily as I have persistent nasal
congestion. Yesterday evening, soon after the morning sudafed tab had worn off, I
had a very stressful situation which caused an emotional low that had me sitting for
10 minutes feeling very depressed. I was able to talk myself out of that stupor and
continue on in a neutrally emotional state until bedtime. I took a 12‐hr sudafed
around 11pm and woke up at 6am this morning feeling very good physically and
emotionally, like I had a decent sleep. My point here is that, looking back at the
previous 5 days of my Cymbalta/ Trintillex withdrawal plan and its relative low and
tolerable symptoms, I wonder how much my daily use of sudafed has been a factor in
my light symptoms.

• Claritin‐D 24 hour extended release tablets
10 mg loratadine for immediate release. 240 mg pseudoephedrine sulfate is released
slowly allowing for once‐daily administration.
ittybittysmitty ‐ WHAM, today I got blasted with three times as much dizziness and
zapping...I feel zombie‐like. Thinking it was part allergy symptoms I took a
Claritin...that helped somewhat...less dizziness while seated.
irritableme ‐ I started taking a Claritin‐D and that seems to help. When I don't take
the Claritin‐D the brain swooshes and zaps return.

• Advil Cold & Sinus
Ibuprofen 200 mg
Pseudoephedrine Hydrochloride 30 mg
Chlorpheniramine Maleate 2 mg
Coastgirl ‐ Just wanna say I ran out of Mucinex D and got Advil Cold And Flu (behind
the counter with pseudophedrine) and it also works to combat the brain zaps for me.
My vertigo and zaps are 98% gone.
Carleeta ‐ Have been taking advil cold and sinus daily.. Seems to work.

• Zertec
Cetirizine HCl 10 mg (antihistamine)
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https://www.ncbi.nlm...pubmed/23673913
Cetirizine linked to depression.

• Advil Liquid Blue Gel Caps Cocktail
Heartfeatherss ‐ Try taking 4 (yes 4) Advil LIQUID BLUE GELCAPs with a Coke. It has
to be the blue gel caps and it cannot be a diet Coke. My neurologist told me to do this
and I was so miffed, thinking he was just not understanding how bad it hurt... but
dang! It works!! Hope this gives you relief. Contains ibuprofen and dihydramine.
Should not be taken with other amines like benadryl.
Indian J Exp Biol. 2003 Nov;41(11):1322‐4.
Influence of acidic beverage (Coca‐Cola) on pharmacokinetics of ibuprofen in healthy
rabbits.
https://www.ncbi.nlm...pubmed/15332505
The Cmax and AUC0‐alpha of ibuprofen were significantly increased after single and
multiple doses of Coca‐Cola, thereby indicating increased extent of absorption of
ibuprofen. The results warrant the reduction of ibuprofen daily dosage, frequency
when administered with Coca‐Cola.
Note ‐ This sure sounds like it puts a lot of Advil into the system. The articles I read
from migraine users all say the same thing it must be coke a cola and name brand
Advil liquicaps.
Information on the cold and flu medicine ingredients

• Chlorpheniramine
Chlorpheniramine (over the counter) is an antihistamine {H(1)R antagonist} used to
treat allergy symptoms. It does cause sleepiness like other antihistamines and has
significant anxiolytic effects.
Caution ‐ It has also been shown to function as an ssri and snri. As such it should
never be taken in combination with those medications as it can cause seratonin
syndrome. Due to its anticholenergic effects it frequently causes constipation. As
with diphenhydramine do not take with other medicines that can cause sleepiness.
Recommended dose is 4 mg every 4 to 6 hrs not to exceed 32 mg/day. Widely sold as
an allergy treatment.
Begins working in 30 minutes to an hour
Peak levels ‐ 2 to 4 hrs
Half Life – 12 to 43 hrs
https://www.ncbi.nlm...les/PMC3854398/
https://www.ncbi.nlm...pubmed/16876927
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https://www.ncbi.nlm...pubmed/16156843
https://www.ncbi.nlm...pubmed/12951198
https://www.ncbi.nlm...pubmed/10541737

• Dextromethorophan
FiveNotions ‐ I didn't check, but my bet is that Tylenol Cold contains DMX ‐‐
"dextromethorphan" .... it's a serotonin agonist (enhancer ‐ reuptake inhibitor) ...
Nyquil contains a lot of it, which is why someone taking Cymbalta (duloxetine) or any
other SSRI shouldn't use Nyquil ... there are case studies about the combo causing
severe serotonin syndrome ...

• Loratadine
https://www.ncbi.nlm.nih.gov/pubmed/10444229
Loratadine, No effect on 'mood'.
While this is the only research I found it is interesting to note that around 4% of
people taking loratadine report anxiety as a side effect. This is about the same
number of diphenhydramine (Benadryl) users that report depression as a side effect.
(FDA)
From Drugs.com
Cardiovascular side effects have included hypertension, hypotension, palpitation,
supraventricular tachyarrhythmias, syncope and tachycardia.
As a "nonsedating" antihistamine, loratadine causes less (but still significant, in some
cases) sedation and psychomotor retardation than the older antihistamines because
it penetrates the blood/brain barrier to a smaller extent.[14]
Note ‐ Inability to significantly penetrate the blood brain barrier would make it an
unlikely anxiolytic medicine.
Do not take with Tagamet or other antihistamines.
Half life ‐ 8 hours.
Metabolism ‐ Loratadine is an H1 receptor antagonist (blocks the action of histamine
on the H1 histamine receptor). Does NOT cross the blood brain barrier.

• Pseudoephedrine
Patients who are prone to anxiety or panic attacks should use pseudoephedrine with
caution, as anxiety and restlessness are common side effects, mostly due to the
drug's stimulant properties. Pseudoephedrine should not be taken with beta‐
blockers.
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https://www.sciencedirect.com/topics/medicine‐and‐dentistry/pseudoephedrine
Can cause anxiety as a side effect.
https://toxnet.nlm.nih.gov/cgi‐bin/sis/search/a?dbs+hsdb:@term+@DOCNO+3177
Adverse effects
Common adverse drug reactions (ADRs) associated with pseudoephedrine therapy
include: CNS stimulation, insomnia, nervousness, excitability, dizziness and anxiety.
Infrequent ADRs include: tachycardia or palpitations.
https://www.ncbi.nlm.nih.gov/pubmed/10999495
"...the drug tended to increase anxiety scores. Depth resulted in a significant
increase in anxiety scores and a significant decrease in verbal fluency test scores."
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4518702/
Over‐the‐counter
cold
preparations
contain
phenylpropylamine
and
pseudoephedrine, obvious stimulants. Yet patients with unexplained dyspnea may
believe they have allergies and take these medications frequently in order to treat
their anxiety symptom, further exacerbating their dyspnea and anxiety symptoms.
The use of energy drinks with combinations of both caffeine and stimulants is
another important example.
(FDA website)
140 people reported to have side effects when taking Pseudoephedrine
Hydrochloride. Among them, 12 people (8.57%) had Anxiety as a side effect.
Pseudoephedrine is an agonist at both alpha and, to a lesser degree, beta‐adrenergic
receptors. Like ephedrine, pseudoephedrine also has an indirect effect by releasing
norepinephrine from its storage sites. By stimulating alpha‐adrenergic receptors in
the mucosa of the respiratory tract, pseudoephedrine shrinks swollen nasal mucous
membranes; reduces tissue hyperemia, edema, and nasal congestion; and increases
nasal airway patency. Also, drainage of sinus secretions is increased, and obstructed
eustachian ostia may be opened. Oral administration of pseudoephedrine usually
produces negligible effects on blood pressure. In some patients, especially those
with pre‐existing cardiac disease receiving higher doses, pseudoephedrine may
increase blood pressure or irritability of the heart muscle and may affect ventricular
conduction. Wiki

• Phenylephrine
Phenylephrine is a selective α1‐adrenergic receptor agonist of the phenethylamine
class used primarily as a decongestant, as an agent to dilate the pupil, and to
increase blood pressure. Phenylephrine is a sympathomimetic drug, which means
that it mimics the actions of epinephrine (commonly known as adrenaline) or
norepinephrine. Phenylephrine selectively binds to alpha receptors which cause
blood vessels to constrict. Phenylephrine may cause side effects such as headache,
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reflex bradycardia, excitability, restlessness and cardiac arrhythmias. Phenylephrine
is not suggested for use in patients with hypertension.
Available as Oral and nasal spray.
Medical research emphasizing that phenylephrine can cause anxiety.
https://www.ncbi.nlm...pubmed/20937329
https://pubchem.ncbi...d/phenylephrine
https://everipedia.o.../Phenylephrine/
People with a history of anxiety or panic disorders, or on anticonvulsant medication
for epilepsy should not take this substance.
While considerable medical research indicates that Phenylephrine can cause anxiety
the following research indicates differently.
https://www.ncbi.nlm...pubmed/20937329
Helps with anxiety
https://mdanderson.i...amatergic‐synap
https://mdanderson.i...tially‐regulate
Contains Ranitidine is an H2 histamine receptor antagonist that works by blocking
histamine and thus decreasing the amount of acid released by cells of the stomach.
http://www.cymbaltaw...tion#entry66071

• Zantac (Ranitidine)
For Anxiety And Depression
https://www.yahoo.co...‐055123122.html
Lab finds new clues in Zantac's possible cancer link
A team of researchers at the California lab, Emery Pharma, thinks it is closer to an
answer whu some Zantac shows levels of MDNA and others do not. Emery has been
trying to figure out why FDA testing revealed some batches of ranitidine had
unacceptable levels of NDMA. Now, its chemist Ron Najafi thinks his team has found
a clue.
Najafi's lab looked at the effect of heat on the drug over 12 days. At room
temperature, a standard dose of ranitidine rose to 25 nanograms of NDMA — below
the FDA daily acceptable limit of 96. But when ranitidine was heated to a 158
degrees, the level rose to 142 nanograms.
FiveNotions ‐ I've stumbled onto the discovery that Zantac, which I'd been taking for
severe acid reflux, seems to help my post‐crapalta anxiety ... did some research, and
found a number of old (really old) articles that seem to confirm this ... here's one of
the freely available ones...
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jimmcg ‐ Now, with a week on the Zantac, I feel much more in control of these
feelings. I may wake up worrying about something in the middle of the night, but,
unlike before, I can talk myself through it and go back to sleep.
Sparkybird ‐ FYI I some research on Zantac and found it was the source of the
depression and anxiety I had this morning. This might help others along te way.
https://www.ehealthm...tac/depression/
54,938 people reported to have side effects when taking Zantac. Among them, 1,859
people (3.38%) have Depression
https://www.ehealthm...zantac/anxiety/
54,938 people reported to have side effects when taking Zantac. Among them, 2,370
people (4.31%) have Anxiety.
https://livertox.nlm.../Ranitidine.htm
Caution: but be aware that new research is showing that extended use of Zantac,
and / or use of the highest dose, may cause liver damage.
https://pmj.bmj.com/content/60/703/353
Effect of the H2‐receptor antagonist ranitidine on depression and anxiety in
duodenal ulcer patients. (150 mg twice daily0 In both groups there was a highly
significant and progressive decrease in depression and anxiety scores over the 4
weeks of treatment.
https://www.ncbi.nlm.nih.gov/pubmed/9833631
The H1‐ and H2‐histamine blockers chlorpheniramine and ranitidine show that H1‐
and H2‐receptor antagonists differentially modulate reinforcement and fear‐related
processes in the NBM and thus, provide the first evidence for a behavioral relevance
for the histaminergic innervation of this brain site.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3854398/
H1 but not H2 histamine antagonist receptors mediate anxiety‐related behaviors and
emotional memory deficit in mice subjected to elevated plus‐maze testing
https://www.fda.gov/...ntac‐ranitidine
Update [10/2/19] ‐ FDA varified that the lab method used in the analysis of ranitidine
by the original testers was an inapproprite test procedure. It used too high an
analytical temperature which lead to the production of NDMA. The correct
procedure has been issued.
https://www.drugs.co.../1991‐1283.html
September 25, 2019 ‐‐ Apotex Corp. is voluntarily, on a precautionary basis, recalling
Ranitidine Tablets 75mg and 150mg (All pack sizes and Formats) to the Retail level.
Apotex has learned from the U.S. Food and Drug Administration and other Global
regulators that some ranitidine medicines including brand and generic formulations
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of ranitidine regardless of the manufacturer, contain a nitrosamine impurity called
N‐nitrosodimethylamine (NDMA) at low levels. To date, Apotex has not received any
reports of adverse events related to use of the product.
As well as...
https://www.ncbi.nlm...pubmed/18275952
https://www.ncbi.nlm...pubmed/17109942
https://www.ncbi.nlm...pubmed/16600315
https://www.ncbi.nlm...pubmed/23535246
https://www.ncbi.nlm...pubmed/22952484
Plus many more....
Drug interactions
Zantac (Ranitidine) may significantly increase the blood levels of loperamide
(Imodium). This can lead to serious and potentially fatal complications such as
irregular heart rhythm and cardiac arrest, especially if you use more than the
recommended doses of loperamide.
Zantac CAN be taken with benadryl. They are different types of antihistamines.
Drugs.com
IUN ‐ NDMA is a carcinogenic contaminant in the Zantac (potentially).
Lyla ‐ So far the FDA has only found this contaminant in two brands from India. You
might check the manufacturer of your brand. One should always be concerned about
pharmaceuticals from India as they do not have the equivalent of an FDA over there
and quality control is left up to the distributors who market their products.
Zantac (Ranitidine) is a histamine H2 receptor antagonist which means it blocks
those receptors and leads to less acid being produced in the stomach.
Interesting that the theoretical and preliminary information has been available since
2012 with more detailed analysis starting in 2014. I know when I was working the
FDA was about 12 years behind in their independent testing. I am sure it is probably
worse now.
The most recent research demonstrates two ways of changing the production of
Zantac that almost eliminates the NMDA contamination.
https://www.ncbi.nlm...pubmed/28774600
Characterization of N‐nitrosodimethylamine formation from the ozonation of
ranitidine.
2017 May 28.
Abstract
32

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

N‐nitrosodimethylamine (NDMA) is an emerging disinfection by‐product which is
formed during water disinfection in the presence of amine‐based precursors.
Ranitidine, as one kind of amine‐based pharmaceuticals, has been identified as
NDMA precursor with high NDMA molar conversion during chloramination. This
study focused on the characterization of NDMA formation during ozonation of
ranitidine. Influences of operational variables (ozone dose, pH value) and water
matrix on NDMA generation as well as ranitidine degradation were evaluated. The
results indicate high reactivity of ranitidine with ozone. Dimethylamine (DMA) and
NDMA were generated due to ranitidine oxidation. High pH value caused more
NDMA accumulation. NDMA formation was inhibited under acid conditions (pH≤5)
mainly due to the protonation of amines. Water matrix such as HCO3‐ and humic
acid impacted NDMA generation due to OH scavenging. Compared with OH, ozone
molecules dominated the productions of DMA and NDMA. However, OH was a
critical factor in NDMA degradation. Transformation products of ranitidine during
ozonation were identified using gas chromatography‐mass spectrometry. Among
these products, just DMA and N,N‐dimethylformamide could contribute to NDMA
formation due to the DMA group in the molecular structures. The NDMA formation
pathway from ranitidine ozonation was also proposed.
Note ‐ Basically it says that the formation of NDMA is determined by the pH during
ozonation (part of production process).
https://www.ncbi.nlm...pubmed/26992900
Oral intake of ranitidine increases urinary excretion of N‐nitrosodimethylamine.
2016 Mar 18.
Abstract
The H2‐receptor antagonist, ranitidine, is among the most widely used
pharmaceuticals to treat gastroesophageal reflux disease and peptic ulcers. While
previous studies have demonstrated that amines can form N‐nitrosamines when
exposed to nitrite at stomach‐relevant pH, N‐nitrosamine formation from ranitidine,
an amine‐based pharmaceutical, has not been demonstrated under these
conditions. In this work, we confirmed the production of N‐nitrosodimethylamine
(NDMA), a potent carcinogen, by nitrosation of ranitidine under stomach‐relevant
pH conditions in vitro We also evaluated the urinary NDMA excretion attributable to
ingestion of clinically used ranitidine doses. Urine samples collected from five female
and five male, healthy adult volunteers over 24‐h periods before and after
consumption of 150mg ranitidine were analyzed for residual ranitidine, ranitidine
metabolites, NDMA, total N‐nitrosamines and dimethylamine. Following ranitidine
intake, the urinary NDMA excreted over 24h increased 400‐folds from 110 to 47
600ng, while total N‐nitrosamines increased 5‐folds. NDMA excretion rates after
ranitidine intake equaled or exceeded those observed previously in patients with
schistosomiasis, a disease wherein N‐nitrosamines are implicated as the etiological
agents for bladder cancer. Due to metabolism within the body, urinary NDMA
measurements represent a lower‐bound estimate of systemic NDMA exposure. Our
results suggest a need to evaluate the risks attributable to NDMA associated with
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chronic consumption of ranitidine, and to identify alternative treatments that
minimize exposure to N‐nitrosamines.
NOTE ‐ Neither research refers to what brand of ranitidine was used and if the
NDMA was formed in the stomach after ingestion of the ranitidine or if the NDMA
was already present in the ranitidine before ingesting it.
https://www.ncbi.nlm...pubmed/29492817
Reduction of N‐nitrosodimethylamine formation from ranitidine by ozonation
preceding chloramination: influencing factors and mechanisms.
2018 Feb 28.
Abstract
Formation of toxic N‐nitrosodimethylamine (NDMA) by chloramination of ranitidine,
a drug to block histamine, was still an ongoing issue and posed a risk to human
health. In this study, the effect of ozonation prior to chloramination on NDMA
formation and the transformation pathway were determined. Influencing factors,
including ozone dosages, pH, hydroxyl radical scavenger, bromide, and NOM, were
studied. The results demonstrated that small ozone dosage (0.5 mg/L) could
effectively control NDMA formation from subsequent chloramination (from 40 to
0.8%). The NDMA molar conversion was not only influenced by pH but also by ozone
dosages at various pre‐ozonation pH (reached the highest value of 5% at pH 8 with
0.5 mg/L O3 but decreased with the increasing pH with 1 mg/L O3). The NDMA molar
yield by chloramination of ranitidine without pre‐ozonation was reduced by the
presence of bromide ion due to the decomposition of disinfectant. However, due to
the formation of brominated intermediate substances (i.e., dimethylamine (DMA),
dimethyl‐aminomethyl furfuryl alcohol (DFUR)) with higher NDMA molar yield than
their parent substances, more NDMA was formed than that without bromide ion
upon ozonation. Natural organic matter (NOM) and hydroxyl radical scavenger (tert‐
butyl alcohol, tBA) enhanced NDMA generation because of the competition of ozone
and more ranitidine left. The NDMA reduction mechanism by pre‐ozonation during
chloramination of ranitidine may be due to the production of oxidation products
with less NDMA yield (such as DMA) than parent compound. Based on the result of
Q‐TOF and GC‐MS/MS analysis, three possible transformation pathways were
proposed. Different influences of oxidation conditions and water quality parameters
suggest that strategies to reduce NDMA formation should vary with drinking water
sources and choose optimal ozone dosage.
https://www.ncbi.nlm...pubmed/29597157
Nitrite ion mitigates the formation of N‐nitrosodimethylamine (NDMA) during
chloramination of ranitidine.
2018 Mar 28.
Abstract
Ranitidine (RNT) has been an important tertiary amine precursor of N‐
nitrosodimethylamine (NDMA) in chlorine‐based water treatment, due to reaction
with monochloramine (NH2Cl) with exceptionally high molar yields up to 90%. This
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study examined the effects of nitrite ions (NO2‐) on the kinetics of NDMA formation
during the chloramination of RNT under variable concentrations of dissolved oxygen
(DO, 0.7‐7.5mg/L), RNT (5‐30μM), NH2Cl (5‐20mM), NO2‐ or NO3‐ (0‐2mM) and pH
(5.6‐8.6). In the absence of the NO2‐, the ultimate molar yield of NDMA after 6h of
reaction was primarily influenced by [DO] and pH, while marginally affected by initial
[RNT] and [NH2Cl]. A kinetic model, prepared in accordance with the reaction
sequence of NDMA formation, suggested that the rate determining step was
accelerated with increasing [NH2Cl]0, [DO], and pH. A Kinetic study together with
ultra‐performance liquid chromatography‐quadrupole‐time of flight mass
spectrometer (UPLC‐Q‐TOF MS) and gas chromatography (GC)/TOF MS analyses in
parallel demonstrated that the nitrite ion inhibited the nucleophilic substitution of
the terminal amine on NH2Cl, and reduced the pseudo‐steady state concentration of
N‐peroxyl radicals, significantly decreasing the ultimate yields of NDMA.
https://www.ncbi.nlm...pubmed/24968236
Formation mechanism of NDMA from ranitidine, trimethylamine, and other
tertiary amines during chloramination: a computational study.
2014 Jul 9.
Abstract
Chloramination of drinking waters has been associated with N‐nitrosodimethylamine
(NDMA) formation as a disinfection byproduct. NDMA is classified as a probable
carcinogen and thus its formation during chloramination has recently become the
focus of considerable research interest. In this study, the formation mechanisms of
NDMA from ranitidine and trimethylamine (TMA), as models of tertiary amines,
during chloramination were investigated by using density functional theory (DFT). A
new four‐step formation pathway of NDMA was proposed involving nucleophilic
substitution by chloramine, oxidation, and dehydration followed by nitrosation. The
results suggested that nitrosation reaction is the rate‐limiting step and determines
the NDMA yield for tertiary amines. When 45 other tertiary amines were examined,
the proposed mechanism was found to be more applicable to aromatic tertiary
amines, and there may be still some additional factors or pathways that need to be
considered for aliphatic tertiary amines. The heterolytic ONN(Me)2‐R(+) bond
dissociation energy to release NDMA and carbocation R(+) was found to be a
criterion for evaluating the reactivity of aromatic tertiary amines. A structure‐activity
study indicates that tertiary amines with benzyl, aromatic heterocyclic ring, and
diene‐substituted methenyl adjacent to the DMA moiety are potentially significant
NDMA precursors. The findings of this study are helpful for understanding NDMA
formation mechanism and predicting NDMA yield of a precursor.
https://www.ncbi.nlm...pubmed/23182669
Formation of NDMA from ranitidine and sumatriptan: the role of pH.
2012 Nov 14.
Abstract
N‐nitrosodimethylamine (NDMA) is an emerging disinfection by‐product (DBP) which
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can be formed via the chloramination of amine‐based precursors. The formation of
NDMA is mainly determined by the speciation of chloramines and the precursor
amine groups, both of which are highly dependent on pH. The impact of pH on
NDMA formation has been studied for the model precursor dimethylamine (DMA)
and natural organic matter (NOM), but little is known for amine‐based
pharmaceuticals which have been newly identified as a group of potential NDMA
precursors, especially in waters impacted by treated wastewater effluents. This
study investigates the role of pH in the formation of NDMA from two amine‐based
pharmaceuticals, ranitidine and sumatriptan, under drinking water relevant
conditions. The results indicate that pH affects both the ultimate NDMA formation as
well as the reaction kinetics. The maximum NDMA formation typically occurs in the
pH range of 7‐8. At lower pH, the reaction is limited due to the lack of non‐
protonated amines. At higher pH, although the initial reaction is enhanced by the
increasing amount of non‐protonated amines, the ultimate NDMA formation is
limited because of the lack of dichloramine.
https://www.ncbi.nlm...pubmed/22967139
NDMA formation by chloramination of ranitidine: kinetics and mechanism.
2012 Sep 26.
Abstract
The kinetics of decomposition of the pharmaceutical ranitidine (a major precursor of
NDMA) during chloramination was investigated and some decomposition byproducts
were identified by using high performance liquid chromatography coupled with mass
spectrometry (HPLC‐MS). The reaction between monochloramine and ranitidine
followed second order kinetics and was acid‐catalyzed. Decomposition of ranitidine
formed different byproducts depending on the applied monochloramine
concentration. Most identified products were chlorinated and hydroxylated
analogues of ranitidine. In excess of monochloramine, nucleophilic substitution
between ranitidine and monochloramine led to byproducts that are critical
intermediates involved in the formation of NDMA, for example, a carbocation
formed from the decomposition of the methylfuran moiety of ranitidine. A complete
mechanism is proposed to explain the high formation yield of NDMA from
chloramination of ranitidine. These results are of great importance to understand
the formation of NDMA by chloramination of tertiary amines.
What is N‐Nitrosodimethylamine?
It is toxic to the liver and other organs and is a probable human carcinogen. It is also
used to create cancer in rats for cancer research. Wiki
Its occurrence has been documented in many drinking water sources.
When administered to rats, mice and rabbits, it is ... metabolized rapidly, with a half‐
life of approximately 4 hr.
Clayton, G. D. and F. E. Clayton (eds.). Patty's Industrial Hygiene and Toxicology:
Volume 2A, 2B, 2C: Toxicology. 3rd ed. New York: John Wiley Sons, 1981‐1982., p.
2787
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Toxicity
N‐Nitrosodimethylamine is highly toxic, especially to the liver, and is a known
carcinogen in lab animals. The EPA classifies NDMA as a probable human carcinogen.
The US Environmental Protection Agency has determined that the maximal
admissible concentration of NDMA in drinking water is 7 ng/L.[6] The EPA has not yet
set a regulatory maximal contaminant level (MCL) for drinking water. At high doses,
it is a "potent hepatotoxin that can cause fibrosis of the liver" in rats.[7] The
induction of liver tumors in rats after chronic exposure to low doses is well
documented.[8] Its toxic effects on humans are inferred from animal experiments
but not well‐established experimentally.
NDMA's contamination of drinking water is of particular concern due to the minute
concentrations at which it is harmful, the difficulty in detecting it at these
concentrations, and to the difficulty in removing it from drinking water. It does not
readily biodegrade, adsorb, or volatilize. As such, it cannot be removed by activated
carbon and travels easily through soils. Relatively high levels of UV radiation in the
200 to 260 nm range breaks the N–N bond and can thus be used to degrade NDMA.
Additionally, reverse osmosis is able to remove approximately 50% of NDMA.[9]
It is classified as an extremely hazardous substance in the United States as defined in
Section 302 of the U.S. Emergency Planning and Community Right‐to‐Know Act (42
U.S.C. 11002) and is subject to strict reporting requirements by facilities that
produce, store, or use it in significant quantities.[10] Wiki
https://www.scienced...sodimethylamine
Details on cancer causing effects of NMDA.
N‐Nitrosodimethylamine has been found in not only ranitidine but also in Valsartan.
The FDA has recalled all Valsartan.
https://www.fda.gov/...idine‐medicines
Current FDA policy on Zantac.
https://www.fda.gov/...ples‐ranitidine
Detailed information from the FDA.
"Although NDMA may cause harm in large amounts, the levels the FDA is finding in
ranitidine from preliminary tests barely exceed amounts you might expect to find in
common foods."
Note ‐ Very cancer causing and found in many many foods, drinking water and some
meds.

• Diphenhydramine
Diphenhydramine (over the counter) also known as Benadryl, is an antihistamine and
as such is not only used for allergies/colds but also as a sleep aide. It does have a
mild anxiolytic effect. May lower blood pressure and cause irregular heartbeats.
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Long‐term use of Benadryl often affects mental cognition, especially in the elderly.
Your body does build up tolerance to it after a few weeks. There is evidence of
dependence in cases of long‐term heavy uses, It is a histamine H(1)R antagonist in
the brain. Do not take this medicine with any other medicine that can cause
sleepiness including benzos, most blood pressure medicines, ssri/snri, buspar and
others. Please check for compatibility before using. This medicine has many drug
interactions.
Begins working in 15 to 30 minutes
Peak levels ‐ 2 to 2.5 hrs
Half Life – 4 to 6 hrs
Used by members for anxiety relief and to help sleep is too numerous to mention.
https://www.ncbi.nlm...pubmed/24530460
Moderately effective
https://www.ncbi.nlm...pubmed/19415242
(50mg dose)
https://www.ncbi.nlm...pubmed/16156843
Effective
https://www.ncbi.nlm...pubmed/16111835
Effective
Can cause dependence with constant heavy use. Some moderate withdrawal
symptoms possible.
Diphenhydramine should NOT be taken with hydroxyzine.
http://www.cymbaltaw...elps#entry68017
Technical information on Diphenhydramine (Benadryl) serendipity ‐ I found Benadryl
to produce hangover effects, and cause palpitations when taken long term. Even if
you wake up in the middle of the night, and can't get back to sleep, even a teeny
amount (say, 15mg) can induce sleep again.
Schmb ‐ Benadryl worked on a limited basis for me, because sometimes it makes me
jittery, and that only made the zaps much worse, so just use some caution in case you
are sensitive to it.
FishingHat ‐ One caution on benadryl. It is famous for bad reactions with other
medicine so check your compatibility closely. The maximum dosage of benadryl is 25
to 50 mg every 4 to 6 hours and do not surpass 300 mg in a day.
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• Benadryl Total
Medicinal ingredients:
• Acetaminophen, 500 mg
• Diphenhydramine Hydrochloride, 25 mg
• Pseudoephedrine Hydrochloride, 30 mg
It contains diphenhydramine which is the active ingredient in regular Benadryl and
also pseudoephedrine which is common in most cold medicines. The
Diphenhydramine helps with sleep and anxiety and the pseudoephedrine helps block
the action of adrenaline which produces a calming effect.
Brand Name: Tavist NightTime Allergy
Generic Drug: diphenhydramine‐pseudoephedrine
Active Ingredients: diphenhydramine hydrochloride; pseudoephedrine hydrochloride
Dose Form Description: tablet
Route Description: oral
Tavist NightTime Allergy Strength Description: 25 mg‐60 mg
Note ‐ Twice as much pseudoephedrine as Benadryl Total
Brand Name: Benylin Multi‐Symptom
Generic Drug: diphenhydramine‐pseudoephedrine
Active Ingredients: diphenhydramine hydrochloride; pseudoephedrine hydrochloride
Dose Form Description: liquid
Route Description: oral
Benylin Multi‐Symptom Strength Description: 12.5 mg‐30 mg/ 5 mL
Note ‐ Contains half of the diphenhydramine than Benadryl Total
Brand Name: Benadryl Allergy Decongestant
Generic Drug: diphenhydramine‐ pseudoephedrine
Active Ingredients: diphenhydramine hydrochloride; pseudoephedrine hydrochloride
Dose Form Descriptions: liquid; tablet
Route Description: oral
Benadryl Allergy Decongestant Strength Descriptions: 12.5 mg‐30 mg/ 5 mL; 25 mg
‐60 mg
Note ‐ Same as the two above
Brand Name: Actifed Allergy Day/ Night
Generic Drug: diphenhydramine‐pseudoephedrine
Active Ingredients: diphenhydramine hydrochloride; pseudoephedrine hydrochloride
Dose Form Description: tablet
Route Description: oral
Actifed Allergy Day/ Night Strength Description: 25 mg‐30 mg
Same as Benadryl Total
Brand Name: Benadryl Childrens Allergy and Cold
Generic Drug: diphenhydramine‐ pseudoephedrine
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Active Ingredients: diphenhydramine hydrochloride; pseudoephedrine hydrochloride
Dose Form Description: tablet, disintegrating
Route Description: oral
Benadryl Childrens Allergy and Cold Strength Description: 12.5 mg‐30 mg
Note ‐ Contains half of the diphenhydramine than Benadryl Total
Brand Name: Benadryl Child Allergy and Sinus
Generic Drug: diphenhydramine‐ pseudoephedrine
Active Ingredients: diphenhydramine hydrochloride; pseudoephedrine hydrochloride
Dose Form Description: liquid
Route Description: oral
Benadryl Child Allergy and Sinus Strength Description: 12.5 mg‐30 mg/ 5 mL
Note ‐ Contains half of the diphenhydramine than Benadryl Total
Brand Name: Benadryl Allergy Sinus
Generic Drug: diphenhydramine‐pseudoephedrine
Active Ingredients: diphenhydramine hydrochloride; pseudoephedrine hydrochloride
Dose Form Description: tablet
Route Description: oral
Benadryl Allergy Sinus Strength Description: 25 mg‐60 mg
Note ‐ Twice as much pseudoephedrine as Benadryl Total
Brand Name: Benadryl Allergy Sinus Fastmelt
Generic Drug: diphenhydramine‐ pseudoephedrine
Active Ingredients: diphenhydramine hydrochloride; pseudoephedrine hydrochloride
Dose Form Description: tablet, disintegrating
Route Description: oral
Benadryl Allergy Sinus Fastmelt Strength Description: 12.5 mg‐30 mg
Note ‐ Contains half of the diphenhydramine than Benadryl Total
There are at least 75 products sold in the USA that contain diphenhydramine.
Maddy777 ‐ News flash! I read somewhere on this forum that benadryl helped the
brain zaps & dizziness, IT DOES! One 25mg in the morning has lessened them a great
deal!
jujubean ‐ Hello, I found this post from googling brain zap remedies. I am going
through withdrawal from Venlafaxine. Just took a Benadryl about 20 mins ago and
already feel that the severity of my brain zaps has decreased. I hope this continues to
assist. Thank you to the person/people who suggested this!

• Omeprazole (Prilosec)
Significant drug interactions
omeprazole ↔ citalopram
Applies to omeprazole and Celexa (citalopram)
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Talk to your doctor before using citalopram together with omeprazole. Combining
these medications may increase the blood levels of citalopram and increase the risk
of certain side effects, including an irregular heart rhythm that may be serious or life‐
threatening.
Caution ‐ Omeprazole causes the increased absorbtion of nearly 500 medications. It
should NOT be taken with...
Benzos, Atenolol, Celexa, Lexapro and many other ssri and snri, st. john's wort, etc.
FH ‐ Omeprazole is metabolized by the cytochrome P450 system in the live. This is the
system that reacts with ssri and snri so taking them together can allow dangerous
levels of the antidepressant to build up in the blood stream.

• Phosphatidylserine
Theoretically reduces corticol.
Phosphatidylserine is an important phospholipid cellular membrane component
which plays a key role in cell cycle signaling, specifically in relationship to apoptosis
(programmed cell death). When the Phosphatidylserine in the cell membrane turns
around (The head of the molecule pointing out and the tail pointing in) it acts as a
signal for macrophages to engulf the cell.
In May, 2003 the FDA gave "qualified health claim" status to phosphatidylserine thus
allowing labels to state "consumption of phosphatidylserine may reduce the risk of
dementia and cognitive dysfunction in the elderly" along with the disclaimer "very
limited and preliminary scientific research suggests that phosphatidylserine may
reduce the risk of cognitive dysfunction in the elderly." FDA concludes that there is
little scientific evidence supporting this claim.
Originally acquired from the bovine brain, mad cow disease put an end to that. Most
is now extracted from soybeans. Phosphatidylserine can cause side effects including
insomnia and stomach upset, particularly at doses over 300 mg.
http://www.ncbi.nlm....pubmed/23312676
Well tolerated.
http://www.ncbi.nlm....pubmed/23723695
safe for human consumption.
http://www.ncbi.nlm....pubmed/21807480
Well tolerated
http://www.ncbi.nlm....pubmed/12385596
Soy derived Phosphatidylserine is safe for human consumption.
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http://www.ncbi.nlm....les/PMC4237891/
A Phosphatidylserine/phosphatidic acid complex normalized the hypothalmus‐
pituatary‐adrenal axis in acutely stressed males. It normalized cortisol levels. They
used PAS 200 (200 mg of both compounds) and PAS 400 (400 mg of both
compounds). Only the PAS 400 showed the beneficial response.
http://www.ncbi.nlm....les/PMC2503954/
Reduces cortisol levels after exercise.
Several of these studies showed that the compound Phosphatidylserine had no
effect on blood pressure or pulse. With the combination (PAS) returning the
hypothalmus‐pituatary‐adrenal axis to normal function in the chronically fatigued.
Adrenaline increases and cortisol decreases with an increase in energy levels. This
increase in energy is what causes the insomnia side effect. Should be taken in the
morning.
Not compatible with adrenergic agonists (eg. Clonidine). Most reviews of this
product are positive but do reflect that it is an adaptogen (your body adapts to it in
time and begins reducing its natural production). Many reviews state it only helps for
a couple months at a time. There are many who say it makes them sleep like a baby
and many who say it causes insomnia. This is probably due to whether or not the
person is suffering from a chronic adrenergic state (stress over a long period of time
elevating adrenaline levels) OR from adrenal insufficiency which is due to a relatively
short term intense stress which causes a burst of adrenaline followed by a drop in
adrenaline. This is what causes the knees to shake and a person to feel exhausted
after say a car accident.
Ramona ‐ I've read that there is a supplement called Phosphatidylserine that reduces
the amount of cortisol your adrenals are over‐producing. Anyone familiar with this? I
checked with a pharmacist over the weekend and he said I shouldn't take Seriphos
while on Cymbalta.
Bethhalffull ‐ I saw a new shrink. She recommended ... phosphatidylserine. When I
investigated the second ingredient it is supposed to limit cortisol.
Seriphos ‐ Phosphorylated Serine ‐ An amino acid not to be confused with
Phosphatidylserine although similar in structure and action and is mostly used to
improve clotting and cognition. Taking it with Cymbalta reduces the essential amino
acid serine in the body and should be avoided.
I could find no medical journal article associating Phosphorylated Serine with lower
cortisol levels. I did find several articles on its effects on the adrenal gland but no
reference to its efficacy for either anxiety or depression.
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• Pantoprazole
Pantoprazole is metabolized mainly by demethylation by CYP2C19 followed by
sulfation or by another metabolic pathway, oxidation by CYP3A4. Cymbalta does not
interact with these two systems.
Long‐term use of pantoprazole
Osteoporosis and bone fracture have been observed in people on high‐dose and/or
long term (over 1 year) prescription proton pump inhibitors.
Hypomagnesia has been observed in people on medications like pantoprazole when
taken for longer periods of time (generally 1 year or more, although cases have been
reported with regimens as short as 3 months).
Pantoprazole is metabolized in the liver by the cytochrome P450 system.[17]
Metabolism mainly consists of demethylation by CYP2C19 followed by sulfation.
Another metabolic pathway is oxidation by CYP3A4.
Duloxetine undergoes predominately hepatic metabolism via two cytochrome P450
isozymes, CYP2D6 and CYP1A2. (Wiki)
As you can see the processing by the liver is for separate CYP pathways so they will
not effect each other. The good news is they are compatible and may be used
together. Zantac is compatible as well but if the Pantaloc works there is no reason to
change.

• NeoCitran Extra Strength Cold & Sinus Night Time
Acetaminophen
Pheniramine
Phenylephrine

• Gaviscon
There are different formulas for Gaviscon products but most contain Alginic acid as
well as magnesium. This acid is a polysaccharide (starch) that absorbs moisture in
the stomach to form a gel like material. During that absorption it also absorbs any
medicine e in that liquid.
As the Alginic acid gel is formed in the stomach it will physically attach to foods,
meds, bacteria etc that are present.
Alginic acid has been used to coat and protect the various items noted below for
administration to humans. Research indicates that this gel will slowly breakdown in
the small intestines although Gaviscon bezoars have been documented in high doses
of Gaviscon. A bezoar is a physical blockage of the GI tract.
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https://www.scienced...302489?via=ihub
https://www.ncbi.nlm...les/PMC5546308/
https://www.ncbi.nlm...les/PMC4198431/
https://www.ncbi.nlm...les/PMC4986470/
https://www.ncbi.nlm...les/PMC4519473/
https://www.ncbi.nlm...les/PMC3534973/
https://www.ncbi.nlm...les/PMC4163548/
Stem cells, vaccines. biosensors, enteric coating for supplements and probiotics,
Drug and cell enteric coating
FH ‐ As the Alginic acid gel passes through the small intestines it would still ne
capable to absorb some of the cymbalta that is present there. It would take the gel
24 hours or longer to pass through the entire system and be eliminated.
I also found 5 references to Gaviscon causing blockage of the intestines. This gel that
is formed floats but is relatively solid. For example it is used to make imprints for
producing dentures. It is also used to remove toxic materials from the body (carbon,
metals and drugs from overdoses).
https://www.ncbi.nlm...00730‐0113b.pdf
3 cases
Hewitt GJ, Benham ES. A comnplication of Ciaviscon in a
neonatc‐the Gavisconoma'. Ausi Paediatr J 1976;12:47‐8.
1 Case
Sinaasappel M, Den Ouden WJ, Luycndijk I, Degenhart HJ.
Increased vomiting induced by an antiemetic drug. Arch Dis
Child 1984;59:272‐4.
1 case
https://www.ncbi.nlm...les/PMC3603781/
1 case
https://www.ncbi.nlm...les/PMC3307440/
2 cases

• Esomeprazole
Theoretically no drug interaction between esomeprazole and Cymbalta.
https://www.ncbi.nlm...pubmed/11475467
Esomeprazole broken down by enzymes CYP2C19 and CYP3A4.
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https://www.ncbi.nlm...pubmed/11510629
Esomeprazole does not seem to have any potential to interact with drugs that are
metabolised by cytochrome P450 (CYP) 1 A2, 2A6, 2C9, 2D6 or 2E1
https://www.ncbi.nlm.../pubmed/8930576
Cymbalta is also broken down by enzyme CYP1A2 and CYP2D6
https://www.ehealthm...sodium/anxiety/
2.1% report anxiety as a side effect of Esomeprazole
https://www.ehealthm...ness‐of‐breath/
5.6% reports shortness of breath as a side effect of Esomeprazole
https://www.ehealthm...ium/chest‐pain/
2.1% report chest pain as a side effect of Esomeprazole

Dangers of Supplements
https://www.newsday....rules‐1.5920525
About 70 percent of the nation's supplement companies have run afoul of the U.S.
Food and Drug Administration's manufacturing regulations over the past five years,
according to a top agency official.
Consumers are put at risk by poorly measured ingredients, uncleaned manufacturing
equipment, pesticides in herbal products, supplements contaminated with illegal
prescription medications ‐‐ even bacteria in pediatric vitamins, recall notices and
agency inspection records have shown.

Natural Treatments for Cymbalta Withdrawal
Symptoms
• Rescue Remedy
Ingredients
5 x dilution of:‐ Prunus cerasifera HPUS (Crab Apple), Clematis vitalba HPUS
(Clematis), Impatiens glandulifera HPUS (Impatiens), Helianthemum nummularium
HPUS (Rock Rose), Ornithogalum umbellatum HPUS (Star of Bethlehem). Inactive
Ingredients: 27% Alcohol
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Uriel ‐ You can get Rescue Remedey from the health food store its a tincture you put
under your tongue for anxiety. It helps the body cope well.

• Genius Joy
Ingredients
Serving Size: 4 Delayed Release Veggie Capsules
Servings Per Container: 25
Amount Per Serving
Vitamin B Energy Complex
Vitamin B1 (as Thiamine HCL) – 1.5mg
Vitamin B2 (as Riboflavin 5 Phosphate) – 1.7mg
Vitamin B3 (as Niacinamide) – 20mg
Vitamin B5 (as D‐Calcium Pantothenate) – 10mg
Vitamin B6 (as pyridoxal‐5‐phosphate) – 2mg
Vitamin B12 (as methylcobalamin) – 6mcg
Vitamin D3 (as cholecalciferol) – 1000IU
S‐adenosylmethionine (SamE) – 1000mg
N‐Acetyl L Tyrosine – 350mg
Rhodiola5Plus Rhodiola rosea [root](std. 3% Rosavins and 2% Salidrosides) – 300mg
Red Panax Ginseng Powder – 250mg
HTPurity 5‐hydroxytryptophan Griffonia simplicifolia [seed] (Std. 98% 5‐HTP) –
100mg
Neuro Factor Coffea Arabica [Fruit] Extract – 100mg
TheaKalm Natural L‐Theanine – 100mg
mimi ‐ I'm still only taking 2 Genius Joy supplements when I first get up and by 10am
I can do all that I wish to accomplish for the day, I can be outside without itching, I
can drive safely, I can do my household finances and communicate effectively.
While this product contains many components that may be beneficial they may also
be incompatible with a variety of drugs and other natural remedies. You should
closely check for drug interactions before use.
Omega 3 Sources
Food Grams per serving
ALA DHA EPA
Flaxseed oil, 1 tbsp 7.26
Chia seeds, 1 ounce 5.06
Flaxseed, whole, 1 tbsp 2.35
Salmon, Atlantic, farmed cooked, 3 ounces 1.24 0.59
Salmon, Atlantic, wild, cooked, 3 ounces 1.22 0.35
Herring, Atlantic, cooked, 3 ounces* 0.94 0.77
Canola oil, 1 tbsp 1.28
Sardines, canned in tomato sauce, drained, 3 ounces* 0.74 0.45
Mackerel, Atlantic, cooked, 3 ounces* 0.59 0.43
Salmon, pink, canned, drained, 3 ounces* 0.04 0.63 0.28
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Soybean oil, 1 tbsp 0.92
Trout, rainbow, wild, cooked, 3 ounces 0.44 0.40
Black walnuts, 1 ounce 0.76
Mayonnaise, 1 tbsp 0.74
Oysters, eastern, wild, cooked, 3 ounces 0.14 0.23 0.30
Sea bass, cooked, 3 ounces* 0.47 0.18
Edamame, frozen, prepared, ½ cup 0.28
Shrimp, cooked, 3 ounces* 0.12 0.12
Refried beans, canned, vegetarian, ½ cup 0.21
Lobster, cooked, 3 ounces* 0.04 0.07 0.10
Tuna, light, canned in water, drained, 3 ounces* 0.17 0.02
Tilapia, cooked, 3 ounces* 0.04 0.11
Scallops, cooked, 3 ounces* 0.09 0.06
Cod, Pacific, cooked, 3 ounces* 0.10 0.04
Tuna, yellowfin, cooked 3 ounces* 0.09 0.01
Kidney beans, canned ½ cup 0.10
Baked beans, canned, vegetarian, ½ cup 0.07
Ground beef, 85% lean, cooked, 3 ounces** 0.04
Bread, whole wheat, 1 slice 0.04
Egg, cooked, 1 egg 0.03
Chicken, breast, roasted, 3 ounces 0.02 0.01
Milk, low‐fat (1%), 1 cup 0.01
*Except as noted, the USDA database does not specify whether fish are farmed or
wild caught.
**The USDA database does not specify whether beef is grass fed or grain fed.
Flax seed products, canola oil, soy products, walnuts, mayonnaise, edamine, most
beans, beef, bread and low fat milk, contain only ALA and no EPA and DHA and as
such would be less effective during Cymbalta withdrawal.
Dose ‐ Omega 3 is recommended at 2000 mg/day EPA and DHA for anxiety, give or
take a couple hundred depending on what research you read. It has been shown that
only the EPA and DHA components effect anxiety. Any other omega 3 fatty acids
don't do anything for anxiety. Life Extensions, Mega EPA/DHA, is distilled
(molecularly purified) so you don't get any impurities with your product plus it
contains no mercury. Some even provide a certificate of analysis if requested. They
also have ones that are enteric coated now that will not irritate the digestive track
and has no fish burbs to them.
http://www.cymbaltaw...elps#entry67706
This thread contains a detailed discussion on use of Omega 3.
Also this thread....
http://www.cymbaltaw...elps#entry68036
Omega 3 fish oils can be very high in mercury depending on the type of fish used.
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Some have tested at over 300 ppm mercury. There are brands out there that are
mercury free or low mercury guaranteed. Something to think about. If you have
thyroid issues they usually contain high iodine concentrations also. One member had
an episode of high iodine toxicity I couldn't find a iodine free product. If your thyroid
is fine then this should not be an issue.
Cod liver oil you buy in the store may be high in mercury and pesticides. The liver is
the pollutant filter for the body. Cod livers are from the top of the food chain and
pollutant levels are usually significant. Be sure to get one that is purified and verified
mercury free. But I don't believe there is one verified pesticide free. Great care must
be used in selecting one. It also contains fairly significant levels of vitamin A and D
and toxic doses are known to occur. Routine blood analysis for Vit A and D should be
done every 6 months if using Cod Liver Oil or any Fish oil.
Heavy metal poisoning by the body's accumulation of traces of heavy metals, in
particular mercury, lead, nickek, arsenic and cadmium is a possible risk from
consuming fish oil supplements. Also, other contaminants (PCBs, Furans, dioxins, and
PBDEs) might be found, especially in less‐refined fish oil supplements. However,
heavy metal toxicity from consuming fish oil supplements is highly unlikely, because
heavy metals selectively bind with protein in the fish flesh rather than accumulate in
the oil. An independent test in 2005 of 44 fish oils on the US market found all of the
products passed safety standards for potential contaminants.
http://www.ncbi.nlm....pubmed/25708183
Global fish stocks are, in some cases, contaminated with heavy metals.
http://www.ncbi.nlm....pubmed/20104234
Dioxins, polychlorinated biphenyls, methyl mercury and omega‐3 polyunsaturated
fatty acids as biomarkers of fish consumption.
http://dspace.knust..../123456789/1406
Levels of some heavy metals in omega‐3 food supplements.
http://www.nejm.org/...56/NEJMoa020157
Mercury, Fish Oils, and the Risk of Myocardial Infarction
http://www.nova.edu/...avy‐metals.html
Production of oil and omega 3 from algae but it was found that they absorb heavy
metals such as lead, chromium, copper, zinc and nickel.
https://www.ncbi.nlm...les/PMC4145306/
DHA deficiency may be the cause of many disorders such as depression, inability to
concentrate, excessive mood swings, anxiety, cardiovascular disease, type 2
diabetes, dry skin and so on.
https://www.ncbi.nlm...pubmed/24189320
We also observed that omega‐3 FA intake may play a preventive role in Hg‐induced
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nephrotoxicity. Additional studies are warranted to determine the sources, exposure
routes, and forms of Hg most responsible for observed associations.
https://www.ncbi.nlm...pubmed/20633905
Species that are high in omega‐3s and low in mercury include salmon, trout, and
shrimp. Species with both high levels of mercury and omega‐3 fatty acids include
tuna, shark, and halibut, swordfish, and sea bass.
And many many more including pesticides and organic toxins.
Omega 3 supplements
http://www.livestron...il‐supplements/
List of Mercury Levels in Fish Oil Supplements
http://consumereview...a 3 supplements
Warning: Arrhythmias

• Omega 3
60. Raitt MH, Connor WE, Morris C, et al. Fish oil supplementation and risk of
ventricular tachycardia and ventricular fibrillation in patients with implantable
defibrillators. A randomized controlled trial. JAMA 2005;293:2884‐91
3 Grams of omega 3 per day can worsen cardiac arrhythmias.
https://dailymed.nlm...cc‐f106f614c9f0
Note ‐ The items below are copied from the drug insert for Lovaza (prescription
strength Omega 3)
Warning and Precautions
There is a possible association between LOVAZA and more frequent recurrences of
symptomatic atrial fibrillation or flutter in patients with paroxysmal or persistent
atrial fibrillation, particularly within the first months of initiating therapy.
5.3 Recurrent Atrial Fibrillation (AF) or Flutter
In a double‐blind, placebo‐controlled trial of 663 subjects with symptomatic
paroxysmal AF (n = 542) or persistent AF (n = 121), recurrent AF or flutter was
observed in subjects randomized to LOVAZA who received 8 grams per day for 7 days
and 4 grams per day thereafter for 23 weeks at a higher rate relative to placebo.
Subjects in this trial had median baseline triglycerides of 127 mg per dL, had no
substantial structural heart disease, were taking no anti‐arrhythmic therapy (rate
control permitted), and were in normal sinus rhythm at baseline.
At 24 weeks, in the paroxysmal AF stratum, there were 129 (47%) first recurrent
symptomatic AF or flutter events on placebo and 141 (53%) on LOVAZA [primary
endpoint, HR 1.19; 95% CI: 0.93, 1.35]. In the persistent AF stratum, there were 19
(35%) events on placebo and 34 (52%) events on LOVAZA [HR 1.63; 95% CI: 0.91,
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2.18]. For both strata combined, the HR was 1.25; 95% CI: 1.00, 1.40. Although the
clinical significance of these results is uncertain, there is a possible association
between LOVAZA and more frequent recurrences of symptomatic atrial fibrillation or
flutter in patients with paroxysmal or persistent atrial fibrillation, particularly within
the first 2 to 3 months of initiating therapy.
LOVAZA is not indicated for the treatment of AF or flutter.
http://www.accessdat...4977s000lbl.pdf
The same exact warnings are given for OMTRYG.
http://www.accessdat...04/21654lbl.pdf
Omacor
Adverse Reactions
CARDIOVASCULAR SYSTEM: arrhythmia, bypass surgery, cardiac arrest,
hyperlipemia, hypertension, migraine, myocardial infarct, myocardial ischemia,
occlusion, peripheral vascular disorder, syncope, and tachycardia.
https://www.ncbi.nlm...pubmed/24574493
A U‐shaped association between consumption of marine n‐3 fatty acids and
development of atrial fibrillation/atrial flutter‐a Danish cohort study.
We found a U‐shaped association between consumption of marine n‐3 PUFA and risk
of incident AF, with the lowest risk close to the median intake of total marine n‐3
PUFA (0.63 g/day).
https://www.ncbi.nlm...pubmed/24169465
U‐shaped relationship between tissue docosahexaenoic acid and atrial fibrillation
following cardiac surgery.
The results suggest a 'U‐shaped' relationship between RBC DHA levels and POAF
incidence. The possibility of increased risk of POAF (Atrial fibrilation) at high levels of
DHA suggests an upper limit for n‐3 LC‐PUFAs (Omega 3's) in certain conditions.
Three of our members have experienced the symptoms of increased cardiac
arrhythmias when using Omega 3.
High levels of Omega 3 fatty acids can cause anxiety
https://www.ncbi.nlm...pubmed/17991818
Omega 3 deficiency linked to depression.
https://www.ncbi.nlm...pubmed/23890734
https://www.ncbi.nlm...pubmed/21838665
https://www.hindawi....cl/2014/313570/
and other articles as well.
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This is an increasingly common occurrence in advanced societies that no longer
consume significant levels of fish or seafood.
EPA
https://academic.oup...5/3/244/1448354
High levels of EPA are linked to anxiety. Rare
DHA
https://www.nih.gov/...itary‐personnel
Study links low DHA levels to suicide risk among U.S. military personnel. Increasing in
occurrence.
https://www.ncbi.nlm...pubmed/31555976
EPA and DHA as markers of nutraceutical treatment response in major depressive
disorder.
Abstract
PURPOSE:
Depression clinical trials are increasingly studying biomarkers to predict and monitor
response to treatment. Assessment of biomarkers may reveal subsets of patients
who are responsive to nutraceutical treatment, which may facilitate a personalized
approach to treating depression.
METHODS:
This is a post hoc analysis of an 8‐week, double‐blind, randomized, controlled trial
(n = 158) investigating a combination nutraceutical comprising Omega‐3 (EPA 1
g/DHA 656 mg), SAMe, zinc, 5‐HTP, folinic acid, and co‐factors versus placebo for the
treatment of Major Depressive Disorder. The study explored levels of
polyunsaturated fatty acids, folate, vitamin B12, zinc, homocysteine, and BDNF as
possible predictors and correlates of response to nutraceutical supplementation.
RESULTS:
Concentrations of EPA and DHA in red cell membranes increased in response to
treatment and were significantly correlated with a decrease in depressive symptoms
during active treatment (p = 0.003 and p = 0.029; respectively). Higher baseline levels
of omega‐6 fatty acid also correlated with depression reduction in the active
treatment group ( p = 0.011). No other biomarkers were associated with a lessening
of depressive symptoms.
CONCLUSION:
Changes in fatty acid levels resulting from a nutraceutical combination containing
EPA and DHA provide a response biomarker in treating depression.
https://www.ncbi.nlm...pubmed/31397223
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Nutrient and genetic biomarkers of nutraceutical treatment response in mood and
psychotic disorders: a systematic review.
Abstract
Objective: Nutrient and genetic biomarkers in nutraceutical trials may allow for the
personalisation of nutraceutical treatment and assist in predicting treatment
response. We aimed to synthesise the findings of trials which have included these
biomarkers to determine which may be most useful for predicting nutraceutical
response in mood and psychotic disorders. Methods: A systematic review was
conducted assessing available literature concerning nutraceutical clinical trials in
mood and psychotic disorders (major depression, bipolar disorder, schizophrenia)
with baseline and endpoint blood nutrient markers or genetic data available. Results:
We identified 35 eligible studies (total n = 3836 participants) examining baseline and
endpoint nutrient biomarkers and/or genetic polymorphisms. The key result, as
reported in 10 out of 11 omega‐3 studies, was a strong association between
polyunsaturated fatty acid concentrations (mostly EPA and DHA) and psychiatric
outcomes, although the exact nature of the association varied between studies and
diagnoses. There was no consistent evidence for levels of other nutrients (including
Vitamin D, SAM/SAH ratios, carnitine, folate and vitamin B12) relating to treatment
response. The evidence for associations between one‐carbon cycle genotypes (e.g.
MTHFR C677 T, MTR and FOLH1) and treatment response was also inconsistent.
Discussion: The available data tentatively supports omega‐3 indices as biomarkers of
response to omega‐3 treatments in mood disorders. Further research with larger
samples examining combinations of polymorphisms is required to determine if any
genetic factors influence nutraceutical response in mood and psychotic disorders.

• Omega‐6 fatty acids
https://www.scienced...50525161319.htm
High levels of Omega 6 linked to depression. Rare.
Testing
http://www.questdiag...dc=TS_Omega_3_6
Blood sampling for individual Omega 3 and 6 components.

• Ginger
Helps with nausea and stomach issues.
25 positive remarks and 4 negative.
Tips from members...
FiveNotions ‐ ginger tea (really strong), ginger ale (old home remedy for sure), and ...
candied ginger, raw ginger.
Even it sounds disgusting, eating Ginger raw is the most effective way cured my
nausea in 5‐10 minutes.
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AH ‐ Ginger root works very well for nausea. I have 550mg ginger root capsules, and
this has helped with a lot of the nausea and stomach upset. I'd totally recommend
buying the ginger root in capsule form at the health food store. Mine was $8.99 for
100 capsules, and I will take 2‐3 whenever my stomach is upset. And of course we
can't forget ginger tea. It is soothing, relaxing, and will also help your stomach feel
better.
ta2ed ‐ You can try ginger root... Wont make you tired.
Betty ‐ I'd recommend trying ginger ale ‐‐ not Canada Dry but the real strong stuff,
sometimes labeled Jamaican ginger ale or ginger beer. It's sold in four‐packs here, in
the health food or imported section of the store. I've had "irritable bowel" problems
for years and have found this is real medicine, with no downside I can see! It also
works for nausea.
Anna ‐ I thought I would give just smelling ginger a try. I put 2‐3 drops of ginger
essential oil on a cotton ball and my nausea pretty much disappeared almost
instantly.
Latte ‐ ginger candy for nausea ‐ I swear by it, particularly the Gin‐Gin brand
Amberd ‐ I tried ginger tea, but it only gave me indigestion on top of it all.
Vinvin ‐ The Fierce Green Apple Gatorade, Dramamine and Boylan's Ginger Ale seem
to help out as well.

• Travelcalm Natural
Travacalm Natural contains 100mg of dried ginger root extract that offers faster
relief in conjunction with 400mg of root powder that helps sustain the soothing
effect. Each tablet contains: Zingiber officinale (ginger) 500mg as root powder
400mg and dried root extract equivalent to 100mg of root powder.
EOTR ‐ I am taking 'Travelcalm' Natural ‐ costs $4.50 for 10 tablets and ......it works!

• Min Tran
TFL ‐ I found the Min Tran on Amazon ‐‐ 90 tabs for 11.97 ‐‐ Brand is Standard
Process. Suggested dosage 4 tabs w/each meal.
Jessielee ‐ Here are some vitamins & other things that are helping me. Standard
Process Vitamins: Min‐Chex (9/day) & Cataplex G (6/day)
Dawson ‐ I take all natural, whole food supplements that I got from my Doctor. The
brand name is Standard Process, and I take several to help restore the balance as
well as replenish the minerals that cymbalta has robbed my liver of. I have been on
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them several months now, and feel really good, however, like I said in my posting, I
was off the cymbalta for a week, and was a mess! So who knows what, if anything, is
making me feel better?
Jeff ‐ Standard Process Brands is a whole food supplement of really high quality. I get
it from my Chiropractor. You cannot get it at a store, check online for resources.
http://www.brainrese...t.com/min‐tran/
Min‐Tran includes the following ingredients: Kelp, Alfalfa, Water, Calcium Lactate,
Calcium Stearate, and Magnesium Citrate.

• Baking Soda
Many members found baking soda baths very effective for itching,
FiveNotions ‐ I'd also add in baking soda/water ... I made a paste of it, and put it on
the worst welted/itchy/scratchy parts of my skin ... then rinse of with cool water ..
sage ‐ I had digestion issues with Cymbalta as well, especially as I've started weaning
off of it. The two things that seem to totally work (for me) are dill pickles with garlic
(and sipping the juice!)... and 1/2 tsp of baking soda mixed with a little water (instant
appeasement of symptoms, which means Cymbalta has probably made my stomach
more acidic?).
Many members use baking soda as an antacid as well.

• Himalaya Herbal Healthcare StressCare
http://www.cymbaltaw...elps#entry65192

• Dr Redwig R22
Lynn ‐ One thing she gave me too take 3x daily was Dr Redwig R22 drops for mood.
Fishinghat ‐ WOW, WOW and WOW again. You guys have got to read the details at
the end of this information about 2 of the ingredients.
https://www.dkonatural.com/product.sc?productId=41
R22 Reckeweg Nervous Disorders
Active ingredients:
Grindelia X4, Lachesis mutus X12, Naja tripudians X12, Ethanol, Aqua purificata.
Inactive ingredients:
36‐37 vol.‐% alcohol, distilled water.
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Suggested Use:
Generally 10‐15 drops in some water 3 times daily before meals. Reduce dosage
gradually after improvement, but continue treatment for several months.
** Please read all label information on delivery.
https://www.my‐ayurvedic.com/DrRECKEWEG‐Homeopathy‐R22‐Najasthen‐Drops‐
Nervous‐Disorder‐Anginous‐Condition‐homeopathic‐heart‐medicines
DR. RECKEWEG R22 ‐ Najasthen Drops for Nervous Disorder Anginous Condition 22
ml
Indications:
Nervous disturbance, oppression and suffocation, also following flatulence.
Anginous condition of the heart.
MODE OF ACTION OF MAIN INGREDIENTS:
Naja trip: Soreness at forehead and temples due to the anginous condition of the
heart. Palpitations of the heart, oppression, general nervousness. Cardiac weakness
and irritations caused by nervous coughing, acute condition.
Grindelia rob.: Feels as if heart were too large for thoracic cavity, cardiac and
pulmonary weakness, sensation of suffocation in bed.
Lachesis: Nervousness, spiritual animosity, headaches especially above the left eye,
palpitations with sensation of suffocation, symptoms worse at bed time and by
warmth.
https://www.reckeweg‐india.com/company.php
Dr.Roshanlal Aggarwal & Sons Pvt.Ltd. Representing Dr.Reckeweg in India, Nepal &
Bangladesh Pioneers in Homoeopathy for over 60 years
https://homeomart.net/2015/12/01/dr‐reckeweg‐india‐complete‐homeopathic‐
medicine‐list/r22‐nervous‐disorders‐drops/
Dr. Reckeweg R22 Drops for nervous disorders (anginous condition of the heart)
indicated for Chest pain that is typically described as heaviness, squeezing, pressure,
tightness or pain (Anginous condition of the heart). R 21 treats nervous disturbances,
headaches, rapid heartbeat due to exertion (oppression) and suffocation, also
following flatulence. Sense of suffocation in bed due to pulmonary weakness
A search of the medical journals has shown no scientific research has been done on
this specific product.
Ingredient review:
Naja tripudians X12 ‐ An extract from the venom of The monocled cobra.
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The major toxic components in cobra venoms are postsynaptic neurotoxins, which
block the nerve transmission by binding specifically to the nicotinic acetylcholine
receptor, leading to flaccid paralysis and even death by respiratory failure
Purchase of cobra venom and its extracts require federal permits before the
products can be marketed. Current permit limitations are very restrictive and do not
include medicinal applications except for antivenom use.
No medical journal information on this material other than its toxic effects.
Grindelia Robusta
Both Grindelia Robusta and Grindelia Robusta squarrosa have been used for the
symptoms here recorded. There is practically no difference in their action, although
the G. Squarrosa is credited with more SPLENIC symptoms, dull pains and fullness in
left hypochondrium; chronic malaria; gastric pains associated with splenic
congestion. Induces paralysis, beginning in extremities. Its action is shown on the
heart first quickening, then retarding it.
Acts on the cardiopulmonary distribution of the pneumo gastric in dry catarrh (tart
Emetic in muco‐purulent). Produces a paresis of the pneumo‐gastric, interfering with
respiration. Smothering after falling asleep. Asthmatic conditions, chronic bronchitis.
Bronchorrhea with tough mucus, difficult to detach. Raises the blood pressure.
Nausea and retching of gastric ulcer. Sugar in urine. An effective antidote to Rhus‐
poisoning, locally and internally; also for burns, blisters, vaginal catarrh and herpes
zoster. Hyperchlorhydria when attended with asthmatic and other neurotic
symptoms. Hyperaemia of gastric mucous membrane with difficult respiration.
https://www.ncbi.nlm.nih.gov/books/NBK2263/
Certain components in the leaves break down red blood cells.
Lachesis mutus (The Bushmaster) ‐ An extract of a venomous pit viper from South
America.
http://natural‐healing‐guide.com/Homeopathy/Lachesis‐mutus.htm
The poison of the bushmaster, a greatly feared snake native to Central and South
America, is deadly if it enters the human bloodstream. It can paralyze the heart and
central nervous system and disrupt the blood‐clotting process. These reactions are
why many people find it surprising that this snake venom is used in homeopathic
medicine to treat various circulatory and nervous‐system disorders. But the remedy.

Therapeutic effect
The most important effect of Lachesis mutus is its blood‐thinning, or anticoagulant,
function. This action enbances blood flow and facilitates the healing process by
hastening the removal of toxins from the blood. The remedy is effective against
many bleeding disorders.
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• Epsom Salts
Many members report success using it for cramping, itching and even withdrawal
symptoms.
Merete ‐ My go‐to solutions are Epsom salt baths and mint tea to sooth aches and
calm the body and mind. The salts can also help with the itchy, crawly skin
sensations. The only caution is if you have acute nerve pain (pins and needles or
sharp stinging) in hands and feet then the warm salty water can make the feeling
worse.
Fivenotions ‐ Have you tried Epsom Salts hot soaks? That did wonders for me, along
with the chelated magnesium ...
Sis ‐ I also strongly recommend Epsom salt baths, especially in the evening. I had a
hard time believing that we absorb and properly process magnesium through out
skin, we do but the concentration has to be fairly high. I routinely add 2 cups of
epsom and a couple drops of Lavender
plezhelp ‐ the best thing I am still doing is tepid Epsom‐salt baths with baking soda,
and apple cider vinegar ‐ which has helped a lot with the itching; i have no idea which
one of those things are the best/better 'healing' but know that they are all currently
helping me.
sickandtiredofit ‐ A great therapy for the muscle aches and pains that is cheap. Run a
warm bath and place 2‐4 cups of epsom salt in the bath water. Add a cap of olive oil
to the water. Epsom salt and olive oil are suppose to be great fro sore achy muscles
and it really helps. I also place a little drop of lavender oil to help me relax.

• Activated Charcoal Capsules
https://www.ncbi.nlm.nih.gov/pubmed/21366359
"Pharmacokinetic results from drug interaction studies show that activated charcoal
decreases duloxetine exposure" (absorption)
Jillybean ‐ Activated charcoal capsules‐ (Solaray brand name 280 mg I take 3
capsules twice a day. Lots of water or fluids, it is highly absorbable so it needs to be
taken 2 hrs b4 or after other meds, vits etc. It helps to pull the poison from your
system. It may cause diarrhea or constipation hence another reason to boost fluids.
Even though diarrhea is uncomfortable, do not take something to stop it as it is
necessary to flush this poison out of your system. You can adjust amount based on
how you feel.
Jillybean ‐ I think the activated charcoal is working too as I am feeling better.
DonMH ‐ One of the most harmless remedies for the stomach problems is capsules of
Activated Charcoal. You can buy them over the counter. They are often used in
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overdose patients to prevent the absorption of ingested drugs. Completely natural
and harmless ‐ only side effect ‐ your poop will turn black as the charcoal passes
through your body. It works ‐ I know!
FishingHat ‐ After reviewing the medical journal abstracts I found many research
articles that looked at testing if activated charcoal would remove toxins from our
body. None of the research showed benificial effects. Caution ‐ They are however very
effective at absorbing (thus reducing) medicines and nutrients in the stomach.

• Bragg's Apple Cider Vinegar
Used for detox, fibromyalgia, arthritis, zaps, fatigue, shakes, muscle aches and pains.
Tfaff ‐ I'm trying to " detox" by eating well, finding foods that help detox the liver. I
drink that apple cider vinegar/ honey/cinnamon mix that came up in another post
here.
Fivenotions ‐ I took myself off completely a few months ago and went back to home
remedies (ginger tea and ginger slices, as well as Bragg's vinegar) ... the home
remedies work pretty well (not perfectly) for the acid reflux ... but the "stomach
worms"/anxiety every so slowly started to ratchet up ...
Another "home remedy" that really helped me (still does, I'm still taking it) is Bragg's
Apple Cider Vinegar ... it's also available in most health food stores, as well as from
the internet (Amazon, and Bragg's directly) ... can be put in water, with honey, etc....
during early withdrawal, I drank it straight ... my food cravings were totally weird,
and at the time it actually tasted great just like that ... blech ... there've been studies
(which I now can't find, typical) that indicate it's a food that naturally increases
serotonin levels ... it also cured my arthritis ... (Grandma knew more than I gave her
credit for!)
The Bragg's ACV, which is unpasteurized and has what they call the "mother" in
it...weird term, but that's the stuff that would otherwise be pasteurized out ....what
starts to form when apple cider begins to go "hard" ....
Here's the link ...
http://bragg.com/
I started taking it early in withdrawal ... totally by self‐discovery ... I was having an
amazing craving for vinegar tasting stuff...like dill pickles...actually, the juice they
come in...so I did some googling...
It was very helpful to me with the withdrawal ... seemed to help with the zaps, my
constant tiredness and the body "shakes" I got .... now, I've found that it's pretty
much cured my arthritis...
Fishinghat ‐ By the way some have had very good success with Bragg's Apple Cider
Vinegar for their fibro. There is some medical research that supports this. If you do a
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search on this site you will find several discussions about it. Be aware it is acidic so it
can upset the stomach. The reason the Bragg's is the only Apple Cider Vinegar that
works is that it is unpasteurized and therefore has all the original components. If you
have any questions about the Braggs let me know and I will try to answer them.
LadyNancy ‐ I could not resist the urge to search and found several references to
Bragg's Apple Cider Vinegar which is an unfiltered and unpasteurized apple cider
vinegar. Many are unable to take it due to stomach issues in which case a good
alternative is Malic Acid/Magnesium in pill form as it works the same.
The dose for the Bragg's is two teaspoons in a cup of water. It is much stronger than
regular Apple Cider Vinegar which is probably why it causes stomach aches for some
even with some sugar or honey added. I know that I would not be using sugar at all if
possible as it actually adds to joint pain and feeds the inflammation..
Fishinghat ‐ A little caution on the vinegar, which has been shown effective, added
vinegar ingestion by women has been linked to increases in vaginal infections due to
changes in blood and vaginal pH.
katrand ‐ I also add Bragg's apple cider vinegar to my orange juice every morning to
aid in absorption of my thyroid meds and supplements.
TFL ‐ Are you taking anything for the joint pain? I found that Apple Cider Vinegar
(Braggs is the best ‐ natural!) is a great help ‐ you can mix a couple of spoonfuls in a
cup of warm water with 1 spoon of honey and some cinnamon ‐ almost tasty! I have
arthritis and fibro and this really helps ‐ give it a couple of weeks...
BJinFl ‐ I have tried ACV, fishinghat, thank you. Unfortunately, I have one of those
stomachs that can't stomach anything.
Fishinghat ‐ For fibromyalgia I would try Braggs brand Apple Cider Vinegar. The
dosage is 2 tablespoons in about a cup of cold water once a day. There has been
some medical research that this juice has benefit for fibro and arthritis pain. This
brand is the only one that works because it is the only one that is unfiltered and not
pasteurized. Many find this solution to be too acidic for their stomach to handle, if
you have that problem then buy some malic acid/magnesium tablets at your local
health store. Malic acid and magnesium are the active ingredients in the Apple Cider
vinegar.
Gail ‐ ....each capsules contains 500mg apple cider vinegar powder, 300mcg
potassium and 4mcg bore.
Fishinghat ‐ He said to use a 50/50 blend of Braggs (sp) apple cider vinegar and
water on the area on her back where the nerves are pinched. It may take a couple
months to make a difference but will reduce the arthritis and the pain greatly. He
recommends it to many of his patients as a way to reduce there use of pain meds for
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arthritis. I asked him if he has ever heard of using it on fibro and he said that the ACV
worked better on the fibro than it did the arthritis.
https://www.leaf.tv/articles/how‐much‐epsom‐salt‐to‐soak‐a‐finger/
This article explains the basics of using ACV to treat Fibro. I found maybe 50 articles
or so that say basically the same thing and many forums that say it works.
https://www.ncbi.nlm.nih.gov/pubmed/8587088
This research article demonstrates that malic acid is very beneficial in treating fibro.
AND malic acid is one of the main ingredients in ACV. It is suggested that there must
be magnesium present for it to work and there is nagnesium in ACV.
Natural diuretics include:
Apple cider vinegar‐ it regulates the level of potassium in the body
Bragg Organic Apple Cider Vinegar is the type most often mentioned on the forums.
Gonnamakeit ‐ Well, I decided to give this a try and started this morning with this
recommended by Whycee a while back: "A cup of hot water, 1/2 teaspoon of
cinnamon, two tablespoons of apple cider vinegar and a teaspoon of honey every
morning" minus the cinnamon as I'm allergic and I have to say that it seems to be
working! I had two servings this morning and this is the first good day since last
Friday and I even woke up with my period in full force AGAIN‐‐it just ended Sunday
(apologies to the men!) and even those cramps are so much better.
FiveNotions ‐ Drinking to Cure: Apple Cider Vinegar and Cherry Juice for Arthritis?
https://www.healthline.com/health/apple‐cider‐vinegar‐cherry‐juice‐arthritis
This isn't an article, but a collection of links to info about the ACV arthritis
connection...also, we had an interesting discussion here a while back about tart
cherry juice as a remedy for withdrawal...
https://www.cymbaltawithdrawal.com/topic/7582‐has‐anyone‐tried‐a‐tart‐cherry‐
supplement
The healing powers of vinegar ‐ Serotonin/tryptophan connection mentioned . . .
https://health.usnews.com/health‐news/blogs/eat‐run/2013/12/06/the‐surprising‐
benefits‐of‐apple‐cider‐vinegar
This is an interesting discussion about ACV from the Social Anxiety Forum....
https://www.socialanxietysupport.com/forum/f11/apple‐cider‐vinegar‐natural‐sa‐
relief‐47323/
Wagtail ‐ I think it was Fivenotions that recommended the apple cider vinegar , so I
decided to try it . I can't say if it's a coincidence or not , but I do feel better since I've
been taking it ... Less s/e's & more energy .. I'm happy with that !..:‐)

60

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

Carleeta ‐ Holy Moly...Apple cider vinegar...wow...I use it daily with Iceberg lettuce...I
use it on my fish and on my potatoes..Also, I mix apple cider with fresh caused garlic
and fresh ground black pepper, place it in a small bowl and dip pieces of meat (steak,
pork chops) on it and eat them...I also soak crispy friend pork rinds in the bowl
mixture and eat them...I guess I use apple cider vinegar a lot. It's possible this is what
keeps me going forward...I like that it does burn fat also... So great to know it's
helping you out with your cymbalta withdrawal....
JBhibbard ‐ Drink lots and lots of water. Have you tried the apple cider vinegar
detox? I believe it helps.
Andreamarie ‐ For supplements I'm taking B Complex, Omega 3s, and apple cider
vinegar.
Whychee ‐ A cup of hot water, 1/2 teaspoon of cinnamon, two tablespoons of apple
cider vinegar (Braggs) and a teaspoon of honey every morning.
plezhelp ‐ I cannot say what will work for you but i continue to try different things =
being open to change as the *** side‐effects change too! the best thing i am still
doing is tepid Epsom‐salt baths with baking soda, and apple cider vinegar ‐ which has
helped a lot with the itching; i have no idea which one of those things are the
best/better 'healing' but know that they are all currently helping me.
happyzappynot ‐ I found that adding a teaspoon of cider vinegar to a glass of water
helped my gut.
andie ‐ I have bought some omega 3 6 9 and taking apple cider vinegar. everything
has been very bearable so far so good xx
Nmood2talk ‐ I started taking apple cider vinegar over a week ago to help with
metabolism and weight issues ‐ it does ‐ more energy than ever ‐ less appetite but
amazing result is how I didn't know it helped get off Cymbalta ‐ I tried before because
when I didn't have money for meds at times I had terrible brain zaps(like electric
shocks in my head) and terrible nightmares‐ and the pain in my legs got so much
worse ‐ the apple cider vinegar has worked 3rd day off minimal leg discomfort ‐ no
brain zaps ‐ no nightmares ‐ have felt better than I can remember ever ‐ look up
apple cider vinegar on Web MD and other places ‐ don't drink straight as it will
irritate throat ‐ harsh to teeth ‐ look to see if any side effects ‐ says it could interact
with meds ... just research it ‐ but I'm telling you ‐ it's an answer for me so far when I
thought there were no answers ‐ apple cider vinegar ‐ look it up ‐ nothing fancy
although they say organic is better ‐ got mine at the dollar store and like I said took it
initially for weight loss ‐ which it is curbing my appetite and making me feel so much
better and I'm losing weight but the off cymbalta without terrible withdrawals was
the unexpected unbelievable finding ‐ look it up ‐ research it ‐ and let me know.
IamwhoIam ‐ Prepare a mixture of apple cider vinegar and honey. Consume this
mixture; this home remedy is highly effective in relieving vertigo.
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• Vertigoheel
Composition:
Anamirta cocculus D4 210 mg; is a Asian and Indian climbing plant. Its fruit, Cocculus
indicus, is the source of picrotoxin, a poisonous alkaloid, with stimulant properties.
Conium maculatum D3, (hemlock or poison hemlock) is a highly poisonous plant in
the carrot family, native to Europe and North Africa. Since no specific antidote is
available, prevention is the only way to deal with the plants poisonous effects.
Ambra grisea D6, Ambergris, is a solid, waxy, flammable substance of a dull grey or
blackish colour, produced in the digestive system of sperm whales It is illegal to
possess or sell in most countries).
Petroleum rectificatum D8 (purified crude oil or petroleum is distilled, diluted with
sulfuric acid, and succussed (shaken vigorously). The result is a very powerful
homeopathic remedy that has a wide range of uses) 30 mg each.
http://www.biopathic... Fact Sheet.pdf
Data sheet
Heel Corporation
FDA violations
In 1984 BHI received letters and warnings from the Food and Drug Administration
that it was in violation of FDA regulations in regards to marketing of homeopathic
remedies. BHI was given multiple FDA citations and fines during the 1980s and early
1990s for violation of the Compliance Policy Guidelines labelling guidelines
established by the FDA in 1988. These were corrected and have not recurred, though
in August 2013 the company again agreed to dial down its health claims tied to its
over‐the‐counter remedies and pay a $1 million class settlement to resolve
accusations that it exaggerated the products’ effectiveness to consumers.(Wiki)
http://edzardernst.c...n‐subsidiaries/
Homeopathic
manufacturer
to
close
North
American
subsidiaries
In the USA and Canada, manufacturers of OTC homeopathic medicinal products have
been confronted with accusations through class action lawsuits. Heel Inc., the Heel
Group’s U.S.‐based subsidiary, was also faced with two such attempts recently. Both
cases have been settled without conceding the allegations. The financial burden on
Heel Inc., however, was substantial.
In a subsequent risk‐benefit analysis of its global activities, the Heel Group decided
to focus on strengthening its excellent position in South America, Central Europe and
Eastern Europe and to withdraw from business activities in the USA and Canada for
the time being.
Heel’s operations in both the USA and Canada will accordingly be discontinued as of
August 31, 2014.
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http://web.archive.o...ntVerheyen.com/
Heel's fortune comes from Nazi Germany: The Quandts were rich enough to escape
the Nuremberg trials. They now produce Vertigoheel.
Uriel ‐ Try a homeopathic called VERTIGOHEEL it really helped me out alot i took 3 a
day you just let them melt under your tongue...
Medical Research on Vertigoheel.
https://www.ncbi.nlm...pubmed/20852360
https://www.ncbi.nlm.../pubmed/8414621
https://www.ncbi.nlm...pubmed/15750375

• Melatonin
FH ‐ I did a little experiment a couple of days ago. I had ordered some sublingual
melatonin to use to take the edge off in case of a major problem developing. It is 30
drops to make 3 mg. Some research has indicated that a smaller dose could be used
to treat bouts of anxiety during the day. So a couple days ago I felt a little agitated
and decided to try 4 drops (0.4 mg). It kicked in in about 15 minutes. I was a little
sleepy for about 30 minutes and then quite calm and relaxed for about 2 or 3 hours.
Not to bad. I am glad to have it around as continue to keep trying things it will give
me a fall back in case I need one.
I believe my consideration of larger doses related to causing depression may have
been due to the first article given below.
In addition there is a couple of excellent articles on the best doses to take to get good
sleep and avoid a hangover in the morning. (around 0.3 mg)
https://www.ncbi.nlm...pubmed/12043836
Inhibition of dopamine release by melatonin has been demonstrated in specific areas
of the mammalian central nervous system (hypothalamus, hippocampus, medulla‐
pons, and retina). Antidopaminergic activities of melatonin have been demonstrated
in the striatum.
Many other articles document the decrease in dopamine production with increased
levels of melatonin.
Note ‐ This would indicate that patients with depression may want to limit their use
of melatonin due to possible lowering of dopamine and increased depression.

https://dailymed.nlm...3b‐9faf7ec7e04c
Insert for prescription Melatonin
DIRECTIONS: 1‐10 drops under the tongue, 3 times a day or as directed by a health
professional. Consult a physician for use in children under 12 years of age.
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DESBIO NDC 57520‐0729‐1 HOMEOPATHIC MELATONIN 1 FL OZ (30 ML)
https://www.ehealthm...n/side‐effects/
The data is obtained from a number of sources including the Food and Drug
Administration (FDA).
Common Melatonin side effects: by duration, gender, age ‐ 17,149 people reported
to have side effects when taking Melatonin. Among them, 621 people (3.62%) have
Depression.
https://www.ncbi.nlm...pubmed/24802882
Optimal dosages for melatonin supplementation therapy in older adults: a
systematic review of current literature
We advise the use of the lowest possible dose of immediate‐release formulation
melatonin to best mimic the normal physiological circadian rhythm of melatonin and
to avoid prolonged, supra‐physiological blood levels.
The Role of Dopamine and Sleep Research has found that dopamine plays a bigger
role in sleep regulation than previously believed. It controls the production of the
sleep hormone melatonin. Research suggests that lack of sleep may reduce the
number of dopamine receptors.
https://www.ncbi.nlm...pubmed/18057326
https://www.ncbi.nlm...pubmed/12043836
https://www.ncbi.nlm.../pubmed/7534345
and others
https://www.ncbi.nlm...pubmed/27367919
The highest melatonin secretion was observed at 3:00a.m. in severely depressed
females. In the groups with mild and moderate depression, melatonin secretion at
3:00a.m. was comparable between males and females
https://www.ncbi.nlm...pubmed/11535940
The mean melatonin concentration at each of the chosen hours was higher in
persons with MD than in the control, but the differences reached statistical
significance only at certain night hours. In both groups the nocturnal rise in
melatonin secretion began at 12 midnight, reaching its peak at 2 am, to reach low
values by 8 am, similar to the values from the previous morning.
https://www.ncbi.nlm...pubmed/28012610
Moreover, melatonin is known to modulate thyrotropin expression in the
thyrotrophic cells of the pars tuberalis of the pituitary gland, and overproduction of
melatonin in the autumn or winter months may cause excessive signaling in the pars
tuberalis, diminishing its release of thyrotropin and resulting in central
hypothyroidism. Both conditions reduced serotonin production and central
hypothyroidism may cause depression.
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https://www.ncbi.nlm...pubmed/11600532
The physiologic melatonin dose (0.3 mg) restored sleep efficiency (P < 0.0001), acting
principally in the midthird of the night; it also elevated plasma melatonin levels (P <
0.0008) to normal. The pharmacologic dose (3.0 mg), like the lowest dose (0.1 mg),
also improved sleep; however, it induced hypothermia and caused plasma melatonin
to remain elevated into the daylight hours.
https://www.ncbi.nlm...pubmed/15639542
it is suggested that melatonin exerts its analgesic actions not by binding to opioid
receptor subtypes but by binding to its own receptors and increasing the release of
beta‐endorphin.
As well as ...
https://www.ncbi.nlm...pubmed/12579851
https://www.ncbi.nlm.../pubmed/3361078
https://www.ncbi.nlm.../pubmed/1668619
https://www.ncbi.nlm...les/PMC5038497/
and more.
https://www.ncbi.nlm...pubmed/22998742
Buspar (15mg) and Melatonin (3 mg) yielded the best anti‐depressant effect of any
combination concentration tested. (See Melatonin below)
https://www.ncbi.nlm...pubmed/25156283
Buspar and melatonin in combination is anxiolytic.
https://www.ncbi.nlm...les/PMC5263069/
Poor Quality Control of Over‐the‐Counter Melatonin: What They Say Is Often Not
What You Get.
FishingHat ‐ a research article where it was shown that taking 3 mg of melatonin
under the tongue (sublingual) helps with anxiety. Place it under the tongue until
dissolved and gone. In case you are not familiar with melatonin it is the chemical
your body produces in the evening to make you sleepy and ready for bed.
Several other areas mention melatonin. A search of this topic for the word Melatonin
yields much more information.

• Gatorade
Many members found Gatorade to be considerable help in fighting most withdrawal
symptoms, especially the green gatorade.
Kindorf ‐ Also I have been avoiding caffeine so I cut out my coffee and sweet tea.
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I replaced then with fruit juice, ( mainly apple juice ) water and Gatorade. Today no
stomach cramps I think they are done. No diarrhea, Lord I hope that is gone.
Judy ‐ I knew that Gatorade helped with the light‐headed, "floating brain" feelings.
watchdog ‐ Drinks LOTS of GREEN gatorade..... don't know what the deal is, but it
helps.
wiraz ‐ Drink at least one G2 Gatorade a day ‐ stay away from the full sugar version,
leads to a higher chance of diarrhea. I drink one 32 oz bottle every day plus tons of
water!!
caroline ‐ Vit E also for head and joints and then Gatorade's G2. I didn't want the
sugars so I went with the G2
Rafael ‐ I have mild brain zaps but I believe the omega 3 Fish Oil and Gatorade are
helping.
Sandlion ‐ I took fish oil/other Omega 3 and also found that Gatorade helped ‐‐
maybe it's the salt replacement after all the nightsweats.
guppie ‐ I'm a month off the drug so only minor zaps now and then. Whoever gave
the gatorade advice is a genius. That treats them instantly (make sure you get the
low calorie gatorade since regular is high calorie). Brain zaps are minor. I grab a
gatorade and that gets rid of those for a bit (electrolytes).
Alisha ‐ gatorade ‐ had one of the big bottles yesterday and it did seem to help
Vinvin ‐ The Fierce Green Apple Gatorade, Dramamine and Boylan's Ginger Ale seem
to help out as well
Vinpin ‐ I did try the Fierce Green Apple Gatorade and oddly enough, it does seem to
help with the nausea (genius?). (Genius!!!! .... again, the forum's worth rings
true.....). I may also try some Ginger Ale (Boylan's), which has real ginger in it, along
with lemon and lime oil. Just bought it ‐ will report back on how well that works.
Summary ‐ Many members mentioned drinking Gatorade for the electrolytes after
diarrhea, night sweats and when having brain zaps. G2 was often mentioned
because it has no sugar (not true, see below). Also, it was suggested that one should
not just rely on Gatorade alone for hydrated but should also drink plenty of water.
Green Gatorade is highly recommended by some members.
Original Gatorade ‐ One 12.5 fl oz bottle contains 21 grams sugar. It also contains
160 mg sodium (sodium is a stimulant to some people, raising bp and and
metabolism). It contains no phosphorus, calcium or magnesium.
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Lemon/lime has same ingredients as other Gatorade except it has Yellow #5.
G2 Gatorade ‐ It has the same amount of sugar as regular Gatorade and nearly all
the same ingredients and electrolytes.
Gatorade Fierce Green Apple Sports Drink ‐ This may be the "green gatorade" that
members spoke of. It contains malic acid, the active ingredient in apple cider vinegar
which has proved so helpful to other members. Other ingredients are the same.

• Vitylite and Powerade
Vitylite and Powerade were also mentioned a couple times for electrolytes. I would
also recommend Isopure as it comes with and without sugars and proteins with a
similar amount and type of electrolytes as Gatorade.

• Isopure
Isopure Zero Carbs ‐ No sugar, with some calcium. Contains Malic acid
Isopure Mass ‐ With sugar and proteins, with calcium, Contains Malic acid
Isopure zero carb with proteins ‐ no sugar, contains proteins. With calcium Contains
Malic acid

• Ylang‐ylang
Note ‐ Cananga odorata, known as the cananga tree is a tropical tree. It is valued for
the perfume extracted from its flowers, called ylang‐ylang which is an essential oil
used in aromatherapy.
Carleeta ‐ Ylang‐ylang is still one of my favorites....it's wonderful for lifting your
mood... and helps with positivity....
mimmie ‐ Dill oil on my wrists and Joy oils (mixture of Bergamot, Ylang Ylang,
Geranium and others) on my chest right over my heart.
sarahj ‐ Ylang Ylang for in the day, for the beauty of the smell also. You can just smell
them straight from the bottle, or put some in your bathwater.

• Kratom
http://www.cymbaltaw...tion#entry37106
Kratom information and discussion.
https://krakenkratom.com/resources/kratom_local_legal/
Current legal status by state.
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Kratom is a tropical evergreen tree in the coffee family native to Southeast Asia.
As of 2018, little is known of kratom's worth or safety as a therapeutic agent, since
research into its use has been of poor quality. In February 2018, the Food and Drug
Administration (FDA) stated that there is no evidence kratom is safe or effective for
treating any condition. Some people take it for managing chronic pain, for treating
opioid withdrawal symptoms, or – more recently – for recreational purposes. Onset
of effects typically begins within 5 to 10 minutes and lasts 2 to 5 hours.
Common minor side effects may include nausea, vomiting, and constipation. More
severe side effects may include respiratory depression (decreased breathing),
seizure, addiction, and psychosis. Other side effects may include high heart rate and
blood pressure, trouble sleeping, and, rarely, liver toxicity. When use is stopped,
withdrawal symptoms may occur. Deaths have occurred with kratom both by itself
and mixed with other substances. Between 2011 and 2017, 44 kratom‐related
deaths occurred, only one of which involved kratom alone. Nine kratom‐related
deaths occurred in Sweden in 2011 and 2012, all involving a mixture of kratom with
a prescription opioid analgesic.
The U.S. Drug Enforcement Administration has issued a "Drugs of Abuse Resource
Guide", which states "Kratom is not controlled under the Federal Controlled
Substances Act; however, there may be some State regulations or prohibitions
against the possession and use of kratom. Alabama, for example, outlawed the use
and possession of kratom in May 2016, and all stores in Alabama were ordered to
immediately remove all kratom products from their shelves. In addition, DEA has
listed kratom as a Drug and Chemical of Concern." There is no FDA‐approved medical
use for kratom in the United States.
On June 9, 2015, the Food and Drug Administration (FDA) announced an import alert
for kratom, issuing guidance that shipments are to be seized without physical
examination from several vendors listed due to concerns that there is no evidence
that Kratom does not pose an unnecessary risk of illness or injury, further stating
that "[C]onsumption of kratom can lead to a number of health impacts, including
respiratory depression, nervousness, agitation, aggression, sleeplessness,
hallucinations, delusions, tremors, loss of libido, constipation, skin
hyperpigmentation, nausea, vomiting, and severe withdrawal signs and
symptoms."(Wiki)
https://www.ncbi.nlm.nih.gov/pubmed/20798544
Seizures and coma;
https://www.ncbi.nlm.nih.gov/pubmed/20411370
The more I read the more it sounds like a drug similar to the alkoids in opium.
Great caution should be exercised before use of this product. It reacts with the same
receptors as opium. Immediate deaths have occurred with taking it. Most
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commercial (internet) products contain codiene, pseudoephrine, caffeine and other
stimulants with the Kratom. Some foreign countries are using this like you would an
opiod pain killer. It is addictive and you can build up tolerance to it.
http://www.ncbi.nlm....pubmed/24325774
http://www.ncbi.nlm....pubmed/23846544
http://www.ncbi.nlm....pubmed/23212430
http://www.ncbi.nlm....pubmed/23206666
http://www.ncbi.nlm....pubmed/23082895
http://www.ncbi.nlm....pubmed/22018854
https://www.american...rg/science.html
FH ‐ True Hope AminoPower Advanced has 25 ingredients. Some of the amino acids
are good but some can cause anxiety and others depression. Many people have
allergies to some of these components. Way to high a level of B12 and fairly high
levels of B6 which has a 28 day half life and can build up in toxic amounts in the
body. It also has Vitamin D in it and you said you are also taking Vitamin D. Have you
been diagnosed Vitamin D deficient? Magnesium can also cause anxiety and will
replace calcium in the body. I assume you have had your blood calcium and
magnesium checked often. Biotin no issue. Coconut oil is a stimulant and will
definitely make anxiety worse.
https://www.ncbi.nlm.nih.gov/pubmed/2230061
Triazolam tended to be superior to placebo, but its superiority was significant only
on the sleep induction factor. Triazolam‐treated patients presented significantly
more day‐time‐interdose anxiety than zopiclone as assessed by the weekly HARS and
Clinical Global Assessment of Anxiety. Although daytime‐interdose anxiety was
observed with both drugs, this treatment emergent symptom was more frequent
and severe with triazolam. Side‐effects were of a mild to moderate intensity for both
zopiclone and triazolam; however, taste perversion frequently appeared with
zopiclone. Although both drugs share similar pharmacological properties and bind to
benzodiazepine receptors, they differ significantly with respect to side‐effects and
daytime anxiety.

• Valerian root
Fishinghat ‐ A caution for those who use or are considering using valerian root. It
greatly slows down the bodies ability to process and eliminate benzos. This allows the
benzos to build to very high values in the body. Caution should be used when taking
the two at the same time.
Fivenotions ‐ Ditto to the valerian caution.....I tried it as tea....wasn't using benzos,
but it whacked me out somehow....a tip I got from Fishinghat is to start whatever it is
you're trying....amino, herb, etc....in very small amounts/doses....and work up
gradually....
Boot2 ‐ I found if i combined chocolate (i am using unsweetened health food store
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kind now) and valerian‐ it feels like i am almost normal again...thought I'd pass that
along.
LadyNancy ‐ I had a reaction to valerian but then that is nothing new for me.
RussellSprout ‐ The valerian/mag combo (when I remember to do both) doesn't act
like a sleeping pill or anything of that sort, but it does physically relax me so I can
drift to sleep more easily. Unfortunately, the valerian smells like death.
Hornet ‐ I too am enjoying the dreams. Additionally, I have been taking Valerian root
to help sleep and it exacerbates the dreams.
brzghoff ‐ valerian works for some, gives me a headache.
jillybean ‐ I also use valerian root (from puritan's pride) 450 mg capsules 1 capsule
late afternoon and 1 before bed. This is considered nature's valium and though it
does not make me drowsy I do feel it is helping with anxiety. I missed the late
afternoon dose yesterday and had one hell of a panic attack. I won't do that again.
Albergo ‐ Made things worse: Valerian root (really bad reaction ‐ BIG WARNING),
benzodiazepines (clonozepam .5mg, took 1‐2 weeks to recover from)
Around 20 members mention taking valerian, especially in their SleepyTime Tea. I
would estimate around 60% said it helped with around 40% saying no. Several had
bad reactions/interactions with it.
Drug.com list 581 drug interactions for Valerian, including sleep aides, benzos, cold
medicines, and more.

• Damiana tea
FiveNotions ‐ Instead of valerian, I use damiana tea...from the fresh herb.....but a
caution there....it can lower blood pressure, esp. Systolic....that's a benefit for me, but
not if you already run low or take meds for bp.....
Fishinghat ‐ Interesting. I couldn't find anything about damiana (Turnera diffusa)
treating anxiety in the medical journals. But I found several articles on Turnera
aphrodisiac being as effective as diazepam. The active ingredient on Turnera
aphrodesiacis, Apigenin, which works on benzo receptors. (see reference below )
Kumar, S; Madaan, R; Sharma, A (2008), "Pharmacological evaluation of Bioactive
Principle of Turnera aphrodisiaca", Indian Journal of Pharmaceutical Sciences, 70:
740–4, doi:10.4103/0250‐474X.49095, PMC 3040867 , PMID 21369434
Apigenin is a potent inhibitor of CYP2C9 an enzyme responsible for the metabolism of
many pharmaceutical drugs in the body. Ingestion of this substance would
significantly reduce the absorption of medicines and supplements absorbed via the
CYP2C9 enzyme. It also effects opiod and adenosine receptors as well. It can increase
testosterone levels, decreases cortisol levels, (See reference below for source
references).
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https://examine.com/...ments/apigenin/
Many references state that Turnera diffusa and T. aphrodisiaca are generally
regarded as the same plant in herbal commerce. This may explain why some
supplements have a better reputation than others. Many mention that damiana is
also an aphrodisiac but again this is not damianas but Turnera aphrodisiac.
Research;
https://www.ncbi.nlm.nih.gov/pubmed/16635964
https://www.ncbi.nlm.nih.gov/pubmed/15864356
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1062162/

• Jujube
Also called San Zao Ren (Genera Ziziphus)
Fishinghat ‐ San Zao Ren is the same thing as Jujube. It does have anxiolytic effects
but can also reduce bp so please monitor carefully.
Geebers ‐ She gave me an herbal powder called San Zao Ren (Chao). This is to help
with the anxiety and sleep.
https://www.ncbi.nlm...pubmed/19260286
The alcohol extracts of Semen Ziziphi Spinosae have the anti‐anxiety effects
instinctively. Its mechanism may be related to increasing the GABA and expression of
GABAAR1 and reducing the Glu and expression of NMDAR1.
https://www.ncbi.nlm...pubmed/19101585
It is concluded that sanjoinine A may have anxiolytic‐like effects in the elevated plus‐
maze, hole‐board test and open field test, and these effects may be mediated by
GABAergic transmission.
https://www.ncbi.nlm...pubmed/19505549
ZE (jujube) with the 5‐HT(1B) (serotonin) receptor.
https://www.ncbi.nlm...pubmed/10996283
https://www.ncbi.nlm...pubmed/14531016
All the above mention anxiolytic effects.
https://examine.com/...iziphus‐jujuba/
Traditional usage of Jujube is taking 50g of the fruits (20 individual 2‐2.5cm diameter
fruits) and doing a hot water extract, either a soup of a beverage.
There currently is not enough evidence in humans to establish an effective oral dose
of Zizyphus Jujube supplements but estimating from animal studies finding benefits
with 500mg/kg for anxiety reduction, an estimated human dose would be:
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• 5,500 mg for a 150lb person
• 7,300 mg for a 200lb person
• 9,000 mg for a 250lb person
The seeds of Ziziphus jujube have been implicated in reducing anxiety, in accordance
with their traditional usage. Oral administration of 0.5, 1, and 2g/kg of the ethanolic
seed extract in mice was able to exert anxiolytic effects, and although it was equally
effective as Buspirone and Diazepam (2mg/kg and 1mg/kg, respectively) at a black
and white test (anxiety model) at 500mg/kg, it appeared to become less potent at
anxiolysis at 1 and 2g/kg while becoming more sedative in nature.
Highly regarded as a sedative in traditional chinese medicine with minimal Western
trials on its efficacy, it appears to induce sedation in a relatively dose dependent
manner and is synergistic with 5‐HTP in this regard.
Good for constipation. May be acutely anti‐fertility, but there is limited evidence to
support this notion.
Above reference contains support references.
As no human toxicity tests have been performed care should be used when taking
this supplement.

• NAC ‐ N‐acetylcysteine
Strong antioxidant.
https://www.ncbi.nlm...pubmed/18534556
NAC appears a safe and effective augmentation strategy for depressive symptoms in
bipolar disorder.
https://www.ncbi.nlm...pubmed/25004186
the study provides only limited support for the role of NAC as a novel adjunctive
therapy for MDD.
https://www.ncbi.nlm...pubmed/21719110
These open label data demonstrate a robust decrement in depression scores with
NAC treatment
https://www.ncbi.nlm...pubmed/22891797
There were no significant between‐group differences in recurrence or symptomatic
outcomes during the maintenance phase of the trial;
https://www.ncbi.nlm...pubmed/27725170
The anxiolytic effects of NAC were comparable to diazepam.
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Freeme ‐ I have been taking milk thistle to detox the liver and zertex. I put benadryl
spray on my arms at night. I am taking also x3 NAC which cleanses the liver too.
These both will calm down my itchy to nothing.
FH ‐ You know, something you may try is this N‐Acetylcysteine at 500 or 600 mg
twice a day. I have been impressed with its help (benzo withdrawal). Not a huge
improvement but a consistent and noticeable improvement. I notice some relief
starting around an hour after taking it and it lasts for about 3 or 4 hours.
Mxpro ‐ I've been taking nac for a few days and it seems to really be helping. I swear
it's helping me to ruminate less and my mood seems better.
3 members reported a positive experience with this product.
https://www.ncbi.nlm...les/PMC4938103/
The effect of N‐acetylcysteine on oxidative serum biomarkers of hemodialysis
patients
"The study period was set at 6 months, during which time patients received oral 600
mg of NAC, twice daily before meals. "
"Administration of NAC was correlated with significant changes in haemoglobin
levels (p=0.029), a decrease in leukocyte count (p=0.002), in particular, neutrophil
percentage (p=0.001) while lymphocytes rose (p=0.008). "
In addition, the FDA database states that 1.4% of those taking N‐acetycysteine
develop leucopenia within a month.
Dr. xxxxxxx ‐ This may be an issue as the blood parameter changes noted in this
study resemble my changes in blood chemistry. I am currently taking 600 mg once
daily.
FH ‐ The main factor has been the 600 mg of N‐acetylcysteine(NAC) I have been using
every other day. On the day I use it I can feel a noticeable improvement of around
50% in my symptoms. I would like to mention to everyone that my symptoms are
minimal at this slow a drop rate, not comparable to Cymbalta withdrawal. As soon as
I feel stable I will go to taking the NAC daily and then if stable I will drop a little faster
again.
One thing I wanted to point out from the research is that it has a direct effect on
Glutamate, the main excitatory neurotransmitter. It modulates its blood
concentration. Modulates means that if levels are high it lowers them and if levels of
glutamate are low it raises them. So essentially the glutamate levels are keep in a
relatively stable middle of the road concentration. This is important because
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glutamate control GABA production. GABA is the main calming neurotransmitter that
does the primary blocking of synapses when not in use. So by stabilizing the
glutamate production you also stabilize the GABA production.
https://www.research...stematic_review
https://www.scienced...278584613000420
https://www.research...sistant_Anxiety

• Rockstar Energy Drink
4 members mention using it for dehydration, brain zaps and fog as well as an energy
drink.
https://www.walgreen...6020233‐product
The world's most powerful energy drink. Enhanced with the potent herbal blend of
guarana, ginkgo, ginseng and milk thistle. Scientifically formulated to provide an
incredible energy boost for those who lead active and exhausting lifestyles‐from
athletes to rock stars. Enjoy this fully refreshing, lightly carbonated beverage super
chilled. Double strength & size.
Not Recommended For Children, pregnant or nursing women Or Those Sensitive To
Caffeine.
https://en.wikipedia...drink)#Contents
Rockstar products in the US have two levels of caffeine content ‐ either 10 mg of
caffeine per ounce, or 15 mg of caffeine per ounce. Rockstar Energy Drink Original
contains 160 mg of caffeine per 16 ounce can, while the Rockstar Punched energy
drink contain 360 mg of caffeine per 24 ounce can.
Besides caffeine and sugar, Rockstar Energy Drink contains a variety of herbs,
including panax ginseng, ginko bilobe, milk thistle extract, and guarana seed. The
amount of guarana used to be higher, but "after being criticized for including
guarana once health concerns about the herb were publicized, the amount in the
drink was significantly reduced." It also includes 1000 mg of tqurine.
Rockstar can cause jitteriness, head aches, anxiety, and high blood sugar levels. If
mixed with alcohol it may also mask the level of alcohol intoxification.
https://www.ncbi.nlm...les/PMC5015039/
a study in which blood pressure and heart rate responses to a sugar‐sweetened ED
(Rockstar, Rockstar, Inc.; 240 mg caffeine and ∼62 g sugar) resulted in significantly
elevated blood pressure values (systolic blood pressure: +6.6 mm Hg; diastolic blood
pressure: +4.2 mm Hg) compared with a sugar‐matched placebo.
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• Vicks
3 members found Vicks Vapor Rub calming.
TOC ‐ At night I put vicks on my sinus areas, it soothes me and calms me.
https://vicks.com/en...opical‐ointment
Regular Camphor (synthetic) 4.8% (Cough suppressant and topical analgesic)
Eucalyptus oil 1.2% (Cough suppressant)
Menthol 2.6% (Cough suppressant and topical analgesic)
Some versions contain lavender oil which has been found to help relieve anxiety.

• Lion's Mane Mushroom
(AKA Yamabushitake or H. erinaceum)
FH ‐ Lion's Mane mushroom is suppose to have a significant effect on anxiety.
Started today at 500 g/day (for benzo withdrawal) and if all goes well will move up to
500 mg twice a day in one week.
FH ‐ OK, on Feb 1st went to 2 a day on the Lion's Mane extract. This is the 3rd and I
seem to be a little better.
FH ‐ Yes, the Lion's Mane extract is definitely helping. It has not only helped say 10%
or so but is also making me a little sleepy. I have begun sllooowwwlly increasing the
rate I am dropping on the Lorazepam to see where I will stabilize. I am currently
doing a 0.28% drop a day which is around 5 times higher than when I started so I can
truly say the Lion's Mane and NAC have helped.
Lutzy ‐ it can be difficult to know what's really working. Lions mane, however,
definitely helps. Since I started the lions mane about 4 months ago I have seen a
significant decline in these symptoms, and have actually been able to start doing
some weight training again. It also seems to help my short term memory a bit. The
powder I use is from the company Host Defense.
FH ‐ That product, Host Defense Lion's Mane Mushroom, is the dried powdered whole
mushroom, as such it contains the chemicals from both water soluble and alcohol
soluble but because it is not an extract it is not as concentrated it is weaker. The
reason I asked was that I tried Lion's Mane for my benzo withdrawal and the powder
and the alcohol abstract did little but when I tried the water extract it was very
helpful.
Lets talk about Lion's Mane Mushroom. There us a fair amount of research on its
benefits including on depression and anxiety. Most studies use a combination of
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water and ethanol extract in their studies so I went with a high potency water
extract using high heat preperation. It was also less expensive than many brands. I
found no benefit the first week I used it (500 mg/day). The second week I went to
500 mg twice a day and within 24 hours started doing better. It has now been 8 days
on the 2 capsules a day and I feel great. Mood very stable, dropping my lorazepam
dose 50% faster than before with no withdrawal symptoms. My bp is low and a little
lazy feeling, sluggish. All that indicates that I can probably increase my drop rate a
little more. I will do that next week. Slow but steady. I have been very impressed
with this so far.
https://www.amazon.c...e?ie=UTF8&psc=1
Brain Forza Organic Lion's Mane Mushroom Capsules
• Lab‐grown and significantly stronger than wild grown mushrooms or standardized
extracts
• Cooked twice to 125°C ‐
• Full Spectrum Approx. 72% Polysaccharides
• Contains 1,3‐1,6 Beta Glucans (23%), Erinacines, Hericenones +more
• One daily serving of our full‐spectrum Lion’s Mane yields approx. 1,035mg of
polysaccharides.
• This includes the fruit body, spores, mycelium, primordia.
https://www.amazon.com/Mushroom‐Capsules‐Nootropic‐Extract‐Beta‐D‐
Glucans/dp/B01E9GDRW8/ref=sr_1_13?keywords=lion%27s+mane+mushroom+cap
sules&qid=1551192873&s=gateway&sr=8‐13
Standardized to 30% Beta‐D‐Glucans. DUAL EXTRACTED,
only made from fruiting bodies.
https://www.amazon.com/ORIVeDA‐Lions‐Mane‐extract‐v‐
capsules/dp/B00NZ7WTQ8/ref=sr_1_36_a_it?ie=UTF8&qid=1519255016&sr=8‐
36&keywords=Lion%27s+Mane+Mushroom+mycelium
Mycel 50%
Deep layer cultivted Extraction
FH ‐ I am a little disappointed that the anxiolytic effect of the Lion's Mane has
seemed to wane. The benefits have lasted 4 weeks so I guess that is alright.
One capsule per day ‐ No effect
Two capsules per day ‐ Improved focus and clarity of mind and excellent in controlling
benzo withdrawal symptoms.
Control of benzo symptoms lasted 4 weeks before pooping out.
Clarity of mind and focus has remained this whole time.
Well my 3 times per day Lion's Mane dose has started to poop out on me.
26 days on 2 x day before it pooped out
21 days on 3 x day before it pooped out
Research
https://www.ncbi.nlm.nih.gov/pubmed/24506286
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Lion's Mane Mushroom (LMM) contains Vitamin B12.
https://www.ncbi.nlm.nih.gov/pubmed/16782550
Hericium erinaceum is a medicinal and edible mushroom with anti‐microbial and
anti‐cancer activities.
https://www.ncbi.nlm.nih.gov/pubmed/25676326
Six compounds were isolated and identified as hericenone D (1), (22E,24R)‐5α,8α‐
epidioxyergosta‐6,22‐dien‐3β‐ol (2), erinacerin B (3), hericenone E (4), hericenone F
(5) and isohericerin (6) by comparing their spectroscopic data with previously
reported values.
https://www.ncbi.nlm.nih.gov/pubmed/29498678
Two isoflavones were identified as genistein (4',5,7‐trihydroxyisoflavone, C15H10O₅)
and daidzein (4',7‐dihydroxyisoflavone, C15H10O₄),
https://www.ncbi.nlm.nih.gov/pubmed/20380848
H. erinaceum polysaccharides significantly enhanced skin antioxidant enzymes,
MMP‐1, TIMP‐1 activities and collagen protein levels in a dose‐dependent manner. It
can be concluded that H. erinaceum polysaccharides possess anti‐skin‐aging
activities.

https://www.ncbi.nlm.nih.gov/pubmed/26559695
Our findings indicate the possibility that H. erinaceus exerts anti‐inflammatory
effects on macrophages through the inhibition of TLR4‐JNK signaling and prevents or
ameliorates adipose tissue inflammation associated with obesity.
https://www.ncbi.nlm.nih.gov/pubmed/23510212
Daily oral administration of H. erinaceus could promote the regeneration of injured
rat peroneal nerve in the early stage of recovery.
https://www.ncbi.nlm.nih.gov/pubmed/27481156
Anti‐inflammatory, a protective agent in the treatment of IBDs (inflammatory bowel
disease) and Ulcerative Colitis.
https://www.ncbi.nlm.nih.gov/pubmed/29199560
This study demonstrates novel characteristics of H. erinaceus in reducing nociceptive
(pain) behavior and blocking the functional activity of P2R (calcium binding
receptors).
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https://www.ncbi.nlm.nih.gov/pubmed/28085076
These results suggested that H. erinaceum could be utilized in the development of
natural antioxidant and anti‐osteoporotic (fights osteoporosis) nutraceuticals and
functional foods.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5237458/
In wild‐type mice the oral supplementation with H. erinaceus induces, in behaviour
test, a significant improvement in the recognition memory and, in hippocampal
slices, an increase in spontaneous and evoked excitatory synaptic current in mossy
fiber‐CA3 synapse. In conclusion, we have produced a series of findings in support of
the concept that H. erinaceus induces a boost effect onto neuronal functions also in
nonpathological conditions.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5133811/
Our findings provide experimental evidence that HE (H. erinaceus) may provide
neuroprotective candidates for treating or preventing neurodegenerative diseases.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4895996/
Our results demonstrate that HEPS exhibit antioxidant and neuroprotective effects
on Aβ‐induced neurotoxicity in neurons.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4415743/
We observed that HE supplementation could restrain the hepatic (liver) damage
caused by acute alcohol exposure.
https://examine.com/supplements/yamabushitake/
Yamabushitake, known as the Lion's Mane Mushroom, is a dietary mushroom that
can be a supplement.
As the water soluble extract seems to be less potent than other fractions, it may be
best to take Yamabushitake with meals if in supplemental form.
If itchy skin occurs, this may be related to an increase in Nerve Growth Factor and
unless accompanied by signs of allergy should be benign.
Currently, the only human study has used an oral dose of 1,000mg Yamabushitake
(96% purity extract) thrice daily for a cumulative total of 3,000mg extract. While it is
unknown if this is the optimal dose or not, it appeared to be effective.
Yamabushitake has been noted to increase mRNA expression of nerve‐growth factor
(NGF) (Nerve growth factor is primarily involved in the regulation of growth,
maintenance, proliferation, and survival of certain target nerve cells.) in isolated
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astrocytes to around 5‐fold that of control at 100‐150ug/mL of the ethanolic extract
in a concentration dependent manner, with no efficacy noted in the water extract.
An increase in NGF mRNA has been detected in the hippocampus, but not cortex, of
mice given 5% of the diet as yamabushitake for a period of seven days to around 1.3‐
fold of control. (Note ‐ Interesting as Cymbalta heavily afects the hippocampus).
Neuronal excitability from glutamic acid appears to be attenuated in the presence of
yamabushitake extracts.
Yamabushitake may act as a PPARα agonist and reduce triglycerides without any
apparent effect on cholesterol.
Although both the hot water and ethanolic extracts have been found inactive on
cholesterol and HDL‐C, an extract derived from the mycelium of yamabushitake
(ethanolic extract which was then lyophilized) appeared to reduce LDL by 45.5% and
improve HDL‐C by 31.1% when taken at an oral dose of 200mg/kg with 50mg/kg also
being somewhat active
Side Effects
There has been one case study of a 63 year old man who suffered acute respiratory
failure, and the excess lymphocytes in his lungs showed high reactivity to
Yamabushitake daily for 4 months in dosages commonly bought. The connection
between the two, when rated, is seen as a 'probably' connection
Dosage
https://nootropicsexpert.com/lions‐mane/#dosage‐notes
Dosing of Lion’s Mane Mushroom depends on the strength of the extract. It’s
available in capsule or powder form.
For Lion’s Mane 10:1 extract (30% polysaccharide), daily dosage is 500 – 1,000 mg
taken 1 to 3 times per day.
Other retail extract dosage of Lion’s Mane ranges from 300 mg to 3000 mg dosed 1 –
3 times per day. Check the label and see what the manufacturer recommends. And
when first using the supplement, start with the lowest dose and see how your body
reacts.
Start at 500 mg per day and see how it works for you. If you don’t experience a
benefit, boost Lion’s Mane in small increments of 250 mg per day until you notice an
improvement.
Side Effects
Lion’s Mane Mushroom is non‐toxic and considered very safe. So there are very few
side effects reported.
Some neurohackers report itchy skin from higher doses. Likely attributable to a boost
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in Nerve Growth Factor.
Lion’s Mane has been tested in animals showing no side effects or toxicity even up to
5 grams per kilogram.
https://www.cabdirect.org/cabdirect/abstract/20103302738
Our results show that H. erinaceum intake has the possibility to reduce depression
and anxiety.
https://www.omicsonline.org/open‐access/solid‐state‐cultivation‐of‐hericium‐
erinaceus‐biomass‐and‐erinacine‐a‐production‐2155‐9821.1000210.php?aid=40841
Erinacine A, isolated from the cultured mycelia of H. erinaceum, the main
representative of this compounds group, has a strong enhancing effect on NGF
synthesis (Nerve growth factor is a neuropeptide involved in the regulation of
growth, maintenance, proliferation, and survival of certain target nerve cells) much
stronger than epinephrine. Furthermore, this compound increases catecholamine
and NGF content in the central nervous system of rats.
Erinacines and hericenons reduce anxiety as well as depression. For an accurate
understanding of the overall mechanism of H. erinaceus diterpenoids action it
requires additional clinical studies with physiological markers, such as hormones, or
more profounded studies of autonomic nervous activity
Mori K, et al. Nerve growth factor‐inducing activity of Hericium erinaceus in 1321N1
human astrocytoma cells . Biol Pharm Bull. (2008)
Yamabushitake has been noted to increase mRNA expression of nerve‐growth factor
(NGF). An increase in NGF mRNA has been detected in the hippocampus, but not
cortex, of mice given 5% of the diet as yamabushitake for a period of seven days to
around 1.3‐fold of control.
Neurotropic and Trophic Action of Lion's Mane Mushroom Hericium erinaceus (Bull.:
Fr.) Pers. (Aphyllophoromycetideae) Extracts on Nerve Cells in Vitro .
When looking at neurons specifically, yamabushitake appears to promote nerve cell
life span and formation of myelin. (Myelin insulates the nerve cells to increase the
speed at which information (electrical signals) travels from one nerve cell body to
another). Reduces neuronal (nerve cell) excitability from glutamic acid in the
presence of yamabushitake extracts.
Kolotushkina EV, et al. The influence of Hericium erinaceus extract on myelination
process in vitro . Fiziol Zh. (2003)
It has also been shown, in vitro, to enhance myelination (production of myelin
sheath) of neurons, which may be downstream of NGF.
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Ueda K, et al. An endoplasmic reticulum (ER) stress‐suppressive compound and its
analogues from the mushroom Hericium erinaceum . Bioorg Med Chem. (2008)
An analogue of the Hericenones, called 3‐hydroxyhericenone, has been implicated in
preserving neurons from death induced by endoplasmic reticulum stress
https://www.thefreelibrary.com/Lion%27s+mane+and+depression.‐a0430893147
Summary of the antianxiety/antidepressive effects of components of H. erinaceus.
Mori K, et al. Effects of Hericium erinaceus on amyloid β(25‐35) peptide‐induced
learning and memory deficits in mice . Biomed Res. (2011)
Yamabushitake appears to protect rats against cognitive decline caused by β‐amyloid
pigmentation at the same 5% of the diet seen previously.
Mori K, et al. Improving effects of the mushroom Yamabushitake (Hericium
erinaceus) on mild cognitive impairment: a double‐blind placebo‐controlled clinical
trial . Phytother Res. (2009)
One human study using 3g of 98% Yamabushitake powder (in capsule form) showed
significantly improvements on a rating scale of dementia in persons suffering from
general cognitive decline. The supplement increased cognition (the mental action or
process)relative to control, and the degree of improvement increased with time;
however, 4 weeks after cessation saw the start of a decline back to normal despite
still being significantly elevated above control.
Nagano M, et al. Reduction of depression and anxiety by 4 weeks Hericium erinaceus
intake . Biomed Res. (2010)
Anxiety and Depressive symptoms have also been reduced in humans fed 2g of
Yamabushitake, via cookies, over the course of 4 weeks. There was a significant
difference between groups on the measurements of concentration and irritability,
favoring the Yamabushitake group.
Abdullah N, et al. Evaluation of Selected Culinary‐Medicinal Mushrooms for
Antioxidant and ACE Inhibitory Activities . Evid Based Complement Alternat Med.
(2012)
Yamabushitake appears to be an ACE inhibitor (hot water extract of the fruiting
bodies) ‐ An angiotensin‐converting‐enzyme inhibitor (ACE inhibitor) is used
primarily for the treatment of elevated blood pressure and congestive heart failure.
Hiwatashi K, et al. Yamabushitake mushroom (Hericium erinaceus) improved lipid
metabolism in mice fed a high‐fat diet . Biosci Biotechnol Biochem. (2010)
Both a hot water and ethanolic extract of yamabushitake have been tested in
hyperlipidemic mice at 2% of the diet (1.896‐3.16g/kg hot water and 2.016‐3.36g/kg
ethanolic) is able to reduce triglycerides (8% hot water and 27.1% ethanolic relative
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to control) without any apparent effect on HDL‐C nor total cholesterol.
Hiwatashi K, et al. Yamabushitake mushroom (Hericium erinaceus) improved lipid
metabolism in mice fed a high‐fat diet . Biosci Biotechnol Biochem. (2010)
AND
Yang BK, Park JB, Song CH. Hypolipidemic effect of an Exo‐biopolymer produced from
a submerged mycelial culture of Hericium erinaceus . Biosci Biotechnol Biochem.
(2003)
Although both the hot water and ethanolic extracts have been found inactive on
cholesterol and HDL‐C, an extract derived from the mycelium of yamabushitake
(ethanolic extract which was then lyophilized) appeared to reduce LDL by 45.5% and
improve HDL‐C by 31.1% when taken at an oral dose
Kim YO, et al. Hericium erinaceus suppresses LPS‐induced pro‐inflammation gene
activation in RAW264.7 macrophages . Immunopharmacol Immunotoxicol. (2011)
Yamabushitake has been noted to suppress LPS‐induced macrophage activation.
* Microphage is a type of white blood cell that engulfs and digests cellular debris,
foreign substances, microbes, cancer cells,
Lee JS, et al. Study of macrophage activation and structural characteristics of purified
polysaccharides from the fruiting body of Hericium erinaceus . J Microbiol
Biotechnol. (2009)
The polysaccharide known as HEF‐AP Fr II (a beta‐glucan), conversely, has been
found to stimulate macrophage activity itself
Wang JC, et al. Antitumor and immunoenhancing activities of polysaccharide from
culture broth of Hericium spp . Kaohsiung J Med Sci. (2001)
increase in macrophage and T‐cell count seen with incubations of this mushroom.
*A T cell, or T lymphocyte, is a type of white blood cell, fights cancer)
Kim SP, Nam SH, Friedman M. Hericium erinaceus (Lion's Mane) mushroom extracts
inhibit metastasis of cancer cells to the lung in CT‐26 colon cancer‐tansplanted mice .
J Agric Food Chem. (2013)
hot water and ethanolic extracts of yamabushitake show anti‐metastatic potential in
CT‐26 colon cancer cells at 500µg/mL associated with less ERK and JNK
phosphorylation which resulted in less MMP secretion and lamellipodia formation.
Both the hot water and ethanolic extracts of yamabushitake appear to inhibit
metastasis of colon cancer cells to the lung by 66‐69% with 10mg/kg injections of
extracts made of the fruiting bodies
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Abdulla MA, et al. Potential activity of aqueous extract of culinary‐medicinal Lion's
Mane mushroom, Hericium erinaceus (Bull.: Fr.) Pers. (Aphyllophoromycetideae) in
accelerating wound healing in rats . Int J Med Mushrooms. (2011)
Yamabushitake is associated with increasing the rate of repair of flesh wounds when
the water extract is applied to the wound.
BK Yang et al., “Hypolipidemic effect of an Exo‐biopolymer produced from a
submerged mycelial culture of Hericium erinaceus," Bioscience, Biotechnology, and
Biochemistry, vol. 67, no. 6 (June 2003): 1292–1298.
A cell wall polysaccharide produced by a special, submerged culture of lion’s mane
mushroom was found in an animal study to lower cholesterol by 32%, LDL
cholesterol by 45.4%, and triglycerides by 34.3%, and to raise the “good” HDL
cholesterol by 31%. The researchers proposed that the mushroom’s constituents
helped to lower cholesterol production via the hepatic HMG‐CoA reductase
pathway, reducing the amount of this enzyme by 20%.
https://www.tandfonline.com/doi/full/10.1080/19476337.2015.1042525
The results suggested that L. brevis HP2 and L. fermentum HP3 are good starter
cultures for H. erinaceus fermentation with enriched GA and GABA production. In
this case, GA production was significantly influenced by K2HPO4, pH and temperature
whereas GABA production was significantly influenced by pH and temperature.
Active ingredients
Hericium erinaceus (Lion's Mane Mushroom) contains a number of active
compounds such as ...
Beta‐glucan (Polysaccarides)
β‐glucan decreases blood levels of ldl cholesterol
Hericenones
promote nerve growth factor synthesis, they are are cyathane metabolites
Hericenone A
Hericenone B ‐ appears to potently and specifically inhibit collagen‐induced
platelet aggregation, may bhe used to avoid developing blood clots
(thrombosis)
Hericenone C
Hericenone D
Hericenone E
Hericenone F
Hericenone G
Hericenone H
Hericenone J
Hericenone K
Isohericenone J ‐ Anticancer activity
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Isohericerin ‐ Anticancer activity
N‐De phenylethyl isohericerin
4‐[3',7'‐dimethyl‐2',6'‐octadienyl]‐2‐formyl‐3‐hydroxy‐5‐methyoxybenzyl
alcohol
Hericerin A
3‐hydroxyhericenone
BACE1‐inhibitor ‐ (BACE1 is an aspartic‐acid protease important in the
formation of mylen sheaths in peripheral nerve cells) Drugs to block
this enzyme (BACE inhibitors) in theory would prevent the buildup of
beta‐amyloid and may help slow or stop Alzheimers disease, has been
implicated in preserving neurons from death induced by endoplasmic
reticulum stress, a promising naturally occurring chemical constituent
for the treatment of Alzheimer's disease via the inhibition of the β‐
secretase enzyme.
3,4‐dihydro‐5‐methoxy‐2‐methyl‐2‐(40‐methyl‐20‐oxo‐30‐pentenyl)‐9(7H)‐
oxo‐2H‐furo[3,4‐h]benzopyran ‐ Anticancer activity
Heteroglucans
Heterooxylans
Erinacines ‐ Erinacines A, B and C, strong stimulators of nerve growth factor (NGF)‐
synthesis, from the mycelia of Hericium erinaceum
Isolated erinacines (A‐C) are known to stimulate NGF secretion at 1mM
concentrations, with a potency greatly exceeding that of adrenaline at the same
concentrations.
Erinacines A‐K, P, and Q are subjects of pharmacological research.
Erinacine A ‐ enhancing effect on nerve growth factor synthesis and it also
increases catecholamines and shows anticancer activity.
Erinacines (A‐C) are known to stimulate NGF secretion
Erinacine E ‐ a kappa opiod receptor agonist, analgesic, hallucinogenis, used
to treat depression in some addictions, mania, bipolar and high dopamine
levels. Increases memory recall. It is a diuretic, neuroprotective against
hypoxia/ischemia and can cause euphoria.
Erinacines H ‐ Erinacine H showed stimulating activity of nerve growth factor
(NGF)‐synthesis.
Erinacine I ‐ isoericerin (22E,24R)‐5α,8α‐epidioxyergosta‐6,22‐dien‐3β‐ol (2),
erinacerin B
Sterols
Cerevisterol 6‐cinnamate ‐could be utilized in the development of natural
antioxidant and anti‐osteoporotic nutraceuticals (11 compounds in LMM are
antioxidant and anti‐osteoporotic"
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Ergosterol ‐ a provitamin form of vitamin D2; exposure to ultraviolet (UV)
light causes a chemical reaction that produces vitamin D2.
Beta‐sitosterol ‐ β‐sitosterol is being studied for its potential to reduce benign
prostatic hyperplasia (prostate enlargement) (BPH) and blood cholesterol
levels.
Lisoflavones
Genistein ‐ Inhibits the growth of new blood vessels and a phytoestrogn.
Besides functioning as an antioxidant and expelling parasites and have been
shown to interact with estrogen receptors, causing effects in the body similar
to those caused by the hormone estrogen.
Genistein influences multiple biochemical functions in living cells:
• agonist of GPER (estrogen receptor)
• activation of peroxisome proliferator‐activated receptors (PPARs)
• activation of peroxisome proliferator‐activated receptors (PPARs) They are
used for the treatment of symptoms of metabolic syndrome, mainly for
lowering triglycerides and blood sugar.
• inhibition of several tyrosine kinases
• Numerous tyrosine kinases inhibitors aiming at various tyrosine kinases
have been generated by the originators of these compounds and proven to
be effective anti‐tumor agents and anti‐leukemia agents
• inhibition of topoisomerase. Active in DNA reproduction. Used as an
anticancer agent.
• inhibition of AAAD ((inhibits the synthesis of dopamine)
• direct antioxidation with some proxidative features
• activation of NRF2 antioxidative response (causes the DNA production of
leucine.)
• stimulation of autophagy ((is the natural, regulated mechanism of the cell
that disassembles unnecessary or dysfunctional components)
• inhibition of the mammalian hexose transporter (Hexaose ‐ a sugar)
• contraction of several types of smooth muscles
• modulation of CFTR channel, potentiating its opening at low concentration
and inhibiting it a higher doses. Related to gene mutations which cause cystic
fibrosis and other related conditions.
• inhibition of cytosine methylation
• inhibition of DNA methyltransferase
• inhibition of the glycine receptor. One of the most widely distributed
inhibitory receptors in the central nervous system and has important roles in
a variety of physiological processes, especially in mediating inhibitory
neurotransmission in the spinal cord and brainstem.
• inhibition of the nicotinic acetylcholine receptors. Nicotinic acetylcholine
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receptors are receptor polypeptides that respond to the neurotransmitter
acetylcholine. Nicotinic receptors also respond to drugs, including the
nicotinic receptor agonist nicotine.
Daidzein ‐ In humans, recent research has shown the viability of using
daidzein in medicine for menopausal relief, osteoporosis, blood cholesterol,
and lowering the risk of some hormone‐related cancers, and heart disease.
Erinarols A‐F
Ergostane‐type sterol fatty acid esters
Herinase
Erinaceolactams A‐E
Lectins
A lectin designated as Hericium erinaceum agglutinin (HEA)
Sialic‐acid binding lectin
Orcinol derivatives (Mycelium)
Blazein
3β,5α‐dihydroxy‐6β‐acetoxy‐ergosta‐7,22‐diene
ergosta‐7,22‐diene‐3β,5α,6α‐triol
https://pubs.acs.org/doi/abs/10.1021/acs.joc.7b00920
Isohericerin, isohericenone, and erinacerin A have all been synthesized.
https://www.sciencedirect.com/science/article/pii/S2221169117310390
Anti‐hyperglycemic property of Hericium erinaceus – A mini review
Abstract
Hericium erinaceus (H. erinaceus) is one of the widely used edible mushrooms
around the world, primarily in Asian countries. H. erinaceus is used in traditional
medicines, and mushroom based foods. The fruiting body and mycelia of H.
erinaceus are extracted using the solvents, and several bioactive compounds were
identified. Several studies have reported that those bioactive compounds exhibit
many health benefits such as hemagglutinating, antimicrobial, immunomodulatory,
antitumor, antioxidant, and anti‐aging activities, etc. This manuscript consciously
updated the information about the composition of H. erinaceus, H. erinaceus based
foods, and anti‐hyperglycemic property of H. erinaceus.
1. Introduction
Hericium erinaceus (H. erinaceus) is one of the well‐studied edible and medicinal
mushrooms that belongs to family Hericiaceae, order Russulales, and class
Agaricomycetes. H. erinaceus has a prominent place in Chinese traditional medicine,
and information about H. erinaceus is available in European and South American
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literature. The fruiting body and mycelia of H. erinaceus have been reported for its
several pharmacological actions, such as hemagglutinating, antimicrobial,
immunomodulatory, antitumor, antioxidant, and anti‐aging activities.
This manuscript summarizes the nutritional composition of H. erinaceus and recent
developments on H. erinaceus based functional foods and scientific reports about
the hypoglycemic property of H. erinaceus.
2. Composition of H. erinaceus
The chemical composition and bioactive compounds of fruit bodies and mycelia of H.
erinaceus have been reported by several researchers. H. erinaceus contains
structurally diverse compounds, and about seventy different secondary metabolites
were estimated. Hericerins [aromatic compounds such as hericerin A, isohericenone
J, isoericerin, hericerin, N‐dephenylethyl isohericerin, hericenone J, 4‐(3′,7′‐dimethyl‐
2′,6′‐octadienyl)‐2‐formyl‐3‐hydroxy‐5‐methoxybenzylalcohol,
erinacene
D,
resorcinols, erinacerins, and hericenols], erinacines (erinacine A, and diterpenoids),
erinacerins‐isoindolin‐1‐ones (erinacerins C‐L), erinaceolactones, glycoprotein (H.
erinaceus polysaccharide‐protein‐5), polysaccharides
(β‐D‐glucans), sterols
(ergosterol, and erinarols G‐J), vita,om B12 lactone (c‐lactone), and volatile
compounds (2‐methyl‐3‐furanthiol, 2‐ethylpyrazine, and 2,6‐diethylpyrazine) have
been reported to be present in the H. erinaceus. The health promoting ability of H.
erinaceus is attributed to these chemical substances (Table 1)
Table 1. Composition and bioactivities of H. erinaceus.
S. No. Compounds

Bioactivities

1

Hericerins
Hericerin A, Isohericenone J, Isoericerin, Hericerin, N‐
dephenylethyl isohericerin, Hericenone J, 4‐(3′,7′‐
dimethyl‐2′,6′‐octadienyl)‐2‐formyl‐3‐hydroxy‐5‐
methoxybenzylalcohol, Erinacene D, Resorcinols,
Erinacerins, and Hericenols.

Anticancer

2

Erinacines
Erinacine A
Diterpenoids

Neuroprotective

3

Erinacerins‐Isoindolin‐1‐ones
Erinacerins C‐L

Anticancer

4

Erinaceolactones

Plant growth
regulatory activity

5

Glycoprotein
H. erinaceus polysaccharide‐protein
(HEG‐5)

Hemagglutinating
activity, Inhibit
gastric carcinoma.

6

Polysaccharides

Immune
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β‐D‐glucans

modulation

7

Sterols
Ergosterol
Erinarols G‐J

Anti‐inflammatory,
antiproliferative

8

Vitamin B12 Lactone
c‐lactone

Inactive

9

Volatile Compounds
2‐methyl‐3‐furanthiol, 2‐ethylpyrazine, 2,6‐
diethylpyrazine

Antimicrobial

3. H. erinaceus based functional foods
It is known that the dried powder of H. erinaceus fruiting body confined with protein
(20%), carbohydrate (61%), fat (5%), ash (7%), amino acids (14.3 mg/g dry weight),
and water (6%) content, whereas mycelia consists of protein (42%), carbohydrate
(42%), fat (6%), ash (4%), amino acids (30.6 mg/g dry weight), and water (4%)
content. The fungal body also contains unsaturated fatty acids, saturated fatty acids,
and other elements. Some potential bioactive compounds such as γ‐aminobutyric
acid (GABA), ergothioneine, and lovastatinn were also found to be reported in H.
erinaceus.
The probiotic bacteria mediated fermented mushroom beverages are effective
functional foods. We have reported the production of l‐glutamic acid (GA), and GABA
rich fermented H. erinaceus juice using Lactobacillus brevis HP2 and Lactobacillus
fermentum HP3 strains as a starter culture. Moreover, the factors (K2HPO4, pH, and
temperature) influencing the production of GA and GABA was also reported.
Woraharn et al reported the development of l‐glutamine and l‐glutamic acid rich
fermented H. erinaceus beverage using Enterococcus faecalis (G414/1) mediated
fermentation. Probiotic mediated fermented H. erinaceus beverages are the best
health promoting supplements with added probiotic benefits. Li et al.described the
use of H. erinaceus as a substrate for the production of vinegar and wine, and the
product was found to be accepted by the human volunteers.
A dry powder of H. erinaceus mycelia has been used in preparing bread. Addition of
5% of H. erinaceus mycelia powder acted as additives in the preparation of bread,
which also enhances the nutritional value of the bread. The presence of GABA and
ergothioneine helps to improve the brain and heart fuctions.
4. Antihyperglycemic activities
Due to the high antioxidant potential and bioactive compounds, H. erinaceus has
been used for the management of metabolic disorders, especially for diabetic
treatments.
Wang et al demonstrated the anti‐hyperglycemic property of methanol extract of H.
erinaceus in streptozotocin induced diabetes in Wister rats. The supplementation of
20–100 mg of H. erinaceus extract per kg of body weight showed the reduction in
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blood glucose, serum triglycerides, and total cholesterol levels. The protective effect
of methanol extract of H. erinaceus was found to be in a dose‐dependent manner.
About 100 mg of extract (per kg of body weight) supplementation showed a
significant level of improvement in host health.
The hypoglycemic and antihyperlipidemic activities of aqueous extract of H.
erinaceus have been reported using experimental rat model. The supplementation of
H. erinaceus extract (100–200 mg/kg body weight) improved the serum insulin level
and reduced the glucose level in streptozotocin induced diabetic rats. The researcher
also reported that the supplementation of H. erinaceus aqueous extract exhibited
antihyperlipidemic activities, and improved the free radical scavenging enzymes.
Yi et al reported that the ethanolic extract of H. erinaceus exhibited the anti‐
neuropathic pain activity in alloxan induced diabetic neuropathic Wistar rat model.
About 40 mg of an ethanolic extract of H. erinaceus (per kg of body weight)
supplementation reduced the neuropathic pain, increased the inhibition of lipid
peroxidation and improved the activities of antioxidant enzymes such as lactate
dehydrogenase, glutathione peroxidase, glutathione reductase, catalase,
Na+K+ATPase, and glutathione S transferase in the experimental rats. The report
claimed that the enhancement of antioxidant system of the host by H. erinaceus
extract could be responsible for the amended diabetic neuropathy.
Wu and Xu reported the in vitro antidiabetic nature of H. erinaceus and revealed that
inhibition of α‐glycosidase and aldose reductase activity was in a dose‐dependent
way. Xue et al. explained the reduction of blood glucose, and improvement of sugar
tolerance level in alloxan‐induced diabetic mice supplemented with polysaccharides
of H. erinaceus.
The fermented H. erinaceus juice supplementation enhanced the health of
streptozotocin induced diabetic rats. The body mass and serum insulin level were
increased, and the fasting plasma glucose was reduced in the diabetes rats of the
supplemented group. The level of inflammatory markers was reduced, which
confirms that the fermented H. erinaceus juice prevents the diabetes rat from
inflammatory damages (Unpublished data) (Table 2).
Table 2. Reported antihyperglycemic activities of H. erinaceus.
S. No.

Experimental
model

Supplementation Outcome

1

Alloxan‐
induced
diabetic mice

Polysaccharides of
Reduced blood glucose level.
H. erinaceus (6–25
Enhanced the sugar tolerance level.
mg/kg b.wt)

2

Streptozotocin Methanol extract
Reduced blood glucose, serum triglyceride and
induced
of H. erinaceus
diabetes Wistar (20–100 mg/kg
total cholesterol levels.
rat
b.wt)

3

Streptozotocin Aqueous extract
mediated
of H. erinaceus
diabetes
(100–200 mg/kg

Reduced serum glucose level.
Improved serum insulin level.
Improved antioxidant enzyme activities.
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induced Wistar b.wt)
rat

Reduced lipid related disorders.

4

Reduced serum and urine glucose level.
Alloxan induced
Improved the enzyme activities (lactate
diabetic
Ethanol extracts dehydrogenase, glutathione peroxidase,
neuropathic
of H. erinaceus (40 glutathione reductase, catalase, Na+K+ATPase,
Wistar rat
mg/kg b.wt)
and glutathione S transferase) and inhibition of
lipid peroxidation.
model
Attenuation of diabetic neuropathy.

5

Streptozotocin Probiotic
induced
mediated
diabetes Wistar fermented H.
rat.
erinaceus Juice

Reduced blood sugar level, slightly increased
the serum insulin level.
Improved the health status of experimental rat

5. Other health benefits
Apart from antihyperglycemic activity, H. erinaceus has been reported for exhibiting
several health benefits. For example, agglutinin of H. erinaceus exhibited
antiproliferative activity against hepatoma, and HIV‐1 reverse transcriptase
inhibitory activity. The polysaccharides of H. erinaceus could regulate the pro‐
inflammatory cytokines, induce the macrophage mediated immune response, and
induce the dendritic cells maturation . H. erinaceus nullifies the gastric mucosal
injury, and gastric ulcer. The free radical scavenging, hepatoprotective,
neuroprotective, neurodegenerative, hypolipidemic, anti‐fatigue, and anti‐aging
activities of H. erinaceus polysaccharides have also been reported. H. erinaceus
polysaccharides were found to be active against Helicobacter pylori.
6. Conclusions
The mushroom H. erinaceus is composed of many bioactive compounds with proven
health promoting properties. Several patents were filed for the pharmacological
applications and formulations made using the bioactive compounds of H. erinaceus,
especially polysaccharides. Still, a gap remains in transferring the information to the
needy people. H. erinaceus is an affordable natural, healthy food. The improvement
of existing foods and development of new H. erinaceus based functional foods are
necessary to explore the medicinal property of the mushroom for the betterment of
human life, primarily to treat and manage the diabetic condition. Further, scientific
information is required concerning the influence of H. erinaceus supplementation on
the hyperglycemic status of humans, the prescribed dose for the management of the
diabetic condition, and affordable form of supplementation (like fermented H.
erinaceus juice, or H. erinaceus extract, etc.), which help to advance the alternative
medications for diabetes.
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• Sweet Fennel Tea
Numerous members used Sweet Fennel Tea to improve sleep and to treat edema.
Drinking fennel tea may increase your skin's sensitivity to sunlight, notes Drugs.com.
People who have a known allergy to carrots, celery or mugwort are at an increased
risk of developing an allergic reaction upon exposure to fennel. Symptoms
associated with an allergic reaction may be life‐threatening and include facial
swelling, difficulty swallowing or breathing, hives or dizziness. Seek prompt care
from your medical provider if you exhibit any of these side effects after drinking a
cup of fennel tea.
Consumption of fennel tea should also be avoided by people with a personal history
of a seizure disorder, such as epilepsy, as this herbal treatment may increase your
risk of experiencing seizures.
Do not consume fennel if you are also taking birth control pills or any estrogen‐based
therapeutic drugs, as fennel may reduce the efficacy of such drugs. Concomitant use
of fennel tea and ciprofloxacin or tamoxifen should also be avoided. Fennel may
make it harder for your body to properly absorb these medications.

• St. John's wort
Classified as a ssri.
Special Precautions & Warnings:
Pregnancy and breast‐feeding: St. John's wort is POSSIBLY UNSAFE when taken by
mouth during pregnancy. There is some evidence that it can cause birth defects in
unborn rats. No one yet knows whether it has the same effect in unborn humans.
Nursing infants of mothers who take St. John's wort can experience colic,
drowsiness, and listlessness. Until more is known, do not use St. John's wort if you
are pregnant or breast‐feeding.
Children: St. John's work is POSSIBLY SAFE when taken by mouth for up to 8 weeks in
children 6‐17 years‐old.
Alzheimer's disease: There is concern that St. John's wort might contribute to
dementia in people with Alzheimer's disease.
Anaesthesia: Use of anaesthesia in people who have used St. John's wort for 6
months may lead to serious heart complications during surgery. Stop using St. John's
wort at least 2 weeks before a scheduled surgery.
Attention deficit‐hyperactivity disorder (ADHD): There is some concern that St.
John's wort might worsen symptoms of ADHD, especially in people taking the
medication methylphenidate for ADHD. Until more is known, don't use St. John's
wort if you are taking methylphenidate.
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Bipolar disorder: People with bipolar disorder cycle between depression and mania,
a state marked by excessive physical activity and impulsive behavior. St. John's wort
can bring on mania in these individuals and can also speed up the cycling between
depression and mania.
Depression: In people with major depression, St. John's wort might bring on mania, a
state marked by excessive physical activity and impulsive behavior.
Infertility: There are some concerns that St. John's wort might interfere with
conceiving a child. If you are trying to conceive, don't use St. John's wort, especially if
you have known fertility problems.
Schizophrenia: St. John's wort might bring on psychosis in some people with
schizophrenia.
Surgery: St. John's wort might affect serotonin levels in the brain and as a result
interfere with surgical procedures. Stop using St. John's wort at least two weeks
before a scheduled surgery.

• Camphor
https://www.ncbi.nlm...les/PMC3612440/
Several animal and human investigations suggest anxiolytic, mood stabilizer,
sedative, analgesic, and anticonvulsive and neuroprotective properties for lavender.
The main constituents of lavender are linalool, linalyl acetate, 1,8‐cineole B‐ocimene,
terpinen‐4‐ol, and camphor. However, the relative level of each of these
constituents varies in different species.
https://jmscr.igmpublication.org/v1‐i3/1%20jmscr.pdf
Presenting series of 78 patients, who have been using camphor‐based substances
(CBS) from more than 5 years in topical and oral forms. All of these patients were
dependent on these substances for reliving symptoms of headache, insomnia and
even seizures. Patients have symptomatic symptoms on their withdrawal. 6 month
withdrawal was 67% with 16% relapse of usage of CBS. Question arises, Does
camphor makes the patient dependent? Does camphor results in permanent neural
tissue damage

• Eucalyptus oil
https://www.ncbi.nlm...pubmed/25028591
The present findings suggest that inhalation of 1,8‐cineole may be used to relieve
anxiety before, during, and after various operations.
No other research articles found.
Menthol
No research articles found to show that Menthol helps treat anxiety or depression.
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• Ashwagandha (Withania somnifera)
https://www.ncbi.nlm.gov/pubmed/25405876
All five studies concluded that WS intervention resulted in greater score
improvements (significantly in most cases) than placebo in outcomes on anxiety or
stress scales.
https://www.ncbi.nlm.gov/pubmed/26068424
Our results provide evidence indicating that key constituents in WS may have an
important role in the development of pharmacological treatments for neurological
disorders associated with GABAergic signaling dysfunction such as general anxiety
disorders, sleep disturbances, muscle spasms, and seizures.
https://www.ncbi.nlm.gov/pubmed/19718255
300 mg twice a day.
Final BAI scores (anxiety test) decreased by 56.5% in the Ashwagandha group.
Significant differences between groups were also observed in mental health,
concentration, fatigue, social functioning, vitality, and overall quality of life with the
Ashwagandha group exhibiting greater clinical benefit. No serious adverse reactions
were observed in either group.
http://www.ncbi.nlm.gov/pubmed/24497737
250 mg 2x/day
http://www.ncbi.nlm.gov/pubmed/24330893
500 mg/day for bipolar, effective.
http://www.ncbi.nlm.gov/pubmed/23439798
Each capsule contained 300 mg of high‐concentration full‐spectrum extract from the
root of the Ashwagandha plant. Each person took 2 capsules a day. The treatment
group that was given the high‐concentration full‐spectrum Ashwagandha root
extract exhibited a significant reduction in scores on all the stress‐assessment scales
on Day 60, relative to the placebo group. The serum cortisol levels were substantially
reduced in the Ashwagandha group, relative to the placebo group. No serious
adverse events were reported.
http://www.ncbi.nlm.gov/pubmed/22546655
W. somnifera extract is effective in treating obsessive compulsive disorder
https://www.ncbi.nlm...pubmed/18697607
The results suggest the protective effect of WS in the management of ethanol
(alcohol)withdrawal reactions.
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https://www.ncbi.nlm...pubmed/17585686
Preliminary results suggest that Withania root extract can be used in the
management sleep loss and associated oxidative stress.
http://www.ncbi.nlm.gov/pubmed/19363747
Effective for anxiety
http://www.ncbi.nlm.gov/pubmed/11194174
WSG also exhibited an antidepressant effect, comparable with that induced by
imipramine in the 'behavioural despair' and 'learned helplessness' tests. The
investigations support the use of WS as a mood stabilizer in clinical conditions of
anxiety and depression
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3252722/
It has a Cognition Promoting Effect and was useful in children with memory deficit
and in old age people loss of memory. It was also found useful in neurodegenerative
diseases such as Parkinson's, Huntington's and Alzeimer's diseases. It has GABA
mimetic effect and was shown to promote formation of dendrites. It has anxiolytic
effect and improves energy levels and mitochondrial health. It is an anti‐
inflammatory and anti‐arthritic agent and was found useful in clinical cases of
Rheumatoid and Osteoarthritis.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3487234/
1,250 mg/day × 10 days. All volunteers tolerated WS without any adverse event.
https://www.ncbi.nlm.gov/pubmed/28829155
Lowered TSH, and rasied t3 and t4
https://www.ncbi.nlm.gov/pubmed/9811169
administered daily for 20 days by gastric intubation increased serum 3,3',5‐
triiodothyronine (T3) and tetraiodothyronine (T4) concentrations
https://www.ncbi.nlm.gov/pubmed/16355578
Thyrotoxicosis following the use of ashwagandha
https://www.ncbi.nlm.nih.gov/pubmed/10619390
Piperine (Black Pepper extract)
This compound is typically found in conjunction with Ashwagandha.
https://www.ncbi.nlm.nih.gov/pubmed/14517767
Piperine lowers the serum concentrations of thyroid hormones, glucose and hepatic
5'D activity in adult male mice.
https://www.ncbi.nlm.nih.gov/pubmed/23625885
...enhancement of the absorption and bioavailability of herbal and conventional
drugs.
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https://www.ncbi.nlm.nih.gov/pubmed/9619120
The study shows that in the dosages used, piperine enhances the serum
concentration, extent of absorption and bioavailability of curcumin in both rats and
humans with no adverse effects.
https://www.ncbi.nlm.nih.gov/pubmed/17987447
Piperine's bioavailability enhancing property is also partly attributed to increased
absorption as a result of its effect on the ultrastructure of intestinal brush border.
https://www.ncbi.nlm.nih.gov/pubmed/24786847
The results showed that piperine increased the plasma exposure (AUC) of linarin by
381% along with an increase in the Cmax by 346% and the Tmax from 0.05 h to 0.2 h.
The present study revealed that piperine significantly enhanced the oral absorption
of linarin in rats by inhibiting P‐glycoprotein mediated cellular efflux during the
intestinal absorption and likely simultaneously by inhibiting the metabolism of
linarin.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6271293/
Piperine (a main active component in both black pepper (Piper nigrum Linn.) and
long pepper (Piper longum Linn.), was validated as the world’s first bioenhancer in
1979. The possible mechanisms of bioavailability enhancement action of piperine
include increasing blood supply to the gastrointestinal tract, decreasing
gastrointestinal emptying, and inhibiting drug metabolizing enzymes and P‐
glycoprotein (P‐gp). It has been demonstrated to be effective in enhancing the
bioavailability of rifampicin, phenytoin, sulfadiazine, resveratrol, fexofenadine,
tetracycline, propranolol and theophylline, etc.. In particular, a dual drug‐loaded
nanoformulation containing curcumin [which has demonstrated efficacy as an
anticancer agent but has a very low bioavailability (about 1%)] and piperine for the
treatment of multidrug‐resistant cancers has been recently proposed and prepared
to enhance the bioavailability of curcumin.
Safety and side effects
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2958355/
This product is comparative to lorazepam in its ability to control anxiety. That is
impressive.
250 mg twice a day.
At 6 weeks, significantly more patients met a priori response criteria in the drug
group (88.2%) as compared with the placebo group (50%). The drug was well‐
tolerated and did not occasion more adverse effects than did placebo. It is concluded
that this ethanolic extract of Withania somnifera has useful anxiolytic potential and
merits further investigation.
https://www.ncbi.nlm.nih.gov/pubmed/28004351
This study provides scientific validation to the anxiolytic, anti‐inflammatory and anti‐
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apoptotic properties of ASH‐WEX, which may serve as an effective dietary
supplement for management of SD induced stress and associated functional
impairments.
https://www.ncbi.nlm...9?dopt=Abstract
Ashwagandha‐induced liver injury: A case series from Iceland and the US Drug‐
Induced Liver Injury Network.
In all but one case, normal function was resumed and rhodiola was a possible factor
in one case. The final case left unreported ‐ so not quite as bad as it all seems.
https://www.ncbi.nlm.nih.gov/pubmed/31728244
Cureus. 2019 Sep 28;11(9):e5797. doi: 10.7759/cureus.5797.
Efficacy and Safety of Ashwagandha (Withania somnifera) Root Extract in Insomnia
and Anxiety: A Double‐blind, Randomized, Placebo‐controlled Study.
Abstract
Introduction Insomnia is a prevalent sleep disorder that can profoundly impact a
person's physical health and mental wellbeing. Most of the currently available drugs
for insomnia exert adverse effects. Hence, alternative herbal therapies could be
effective in treating insomnia. Ashwagandha, a proven "Rasayana" from ancient
Ayurveda is having the required potential to treat insomnia. Objective To determine
the efficacy and safety of Ashwagandha root extract in patients with insomnia and
anxiety. Methods This was a randomized, double‐blind, placebo‐controlled study
conducted at Prakruti Hospital, Kalwa, Maharashtra, India. A total of 60 patients
were randomly divided into two groups: test (n = 40) and placebo (n = 20) in a
randomization ratio of 2:1. Test product was a capsule containing highest
concentration full‐spectrum Ashwagandha root extract 300 mg, and the placebo was
an identical capsule containing starch. Both treatments were given twice daily with
milk or water for 10 weeks. Sleep actigraphy (Respironics Philips) was used for
assessment of sleep onset latency (SOL), total sleep time (TST), sleep efficiency (SE)
and wake after sleep onset (WASO). Other assessments were total time in bed (sleep
log), mental alertness on rising, sleep quality, Pittsburgh Sleep Quality Index (PSQI),
and Hamilton Anxiety Rating Scale (HAM‐A) scales. Results Two patients, one from
each group, did not complete study and the per‐protocol dataset (n = 58) included
29 and 19 patients from test and placebo, respectively. The baseline parameters
were similar in the two groups at baseline. The sleep onset latency was improved in
both test and placebo at five and 10 weeks. However, the SOL was significantly
shorter (p, 0.019) after 10 weeks with test [29.00 (7.14)] compared to placebo [33.94
(7.65)]. Also, significant improvement in SE scores was observed with Ashwagandha
which was 75.63 (2.70) for test at the baseline and increased to 83.48 (2.83) after 10
weeks, whereas for placebo the SE scores changed from 75.14 (3.73) at baseline to
79.68 (3.59) after 10 weeks. Similarly, significant improvement in sleep quality was
observed with test compared to placebo (p, 0.002). Significant improvement was
observed in all other sleep parameters, i.e., SOL, SE, PSQI and anxiety (HAM‐A
scores) with Ashwagandha root extract treatment for 10 weeks. Conclusion
Ashwagandha root extract is a natural compound with sleep‐inducing potential, well
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tolerated and improves sleep quality and sleep onset latency in patients with
insomnia at a dose of 300 mg extract twice daily. It could be of potential use to
improve sleep parameters in patients with insomnia and anxiety, but need further
large‐scale studies.
Note ‐ These results may be statistically significant but I am not impressed. The
improvement on sleep averages around 5% more than placebo and this is in healthy
individuals not someone going through withdrawal. Also, like many have noted on
this site, the effects tend to wear off after a few weeks.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6750292/
An investigation into the stress‐relieving and pharmacological actions of an
ashwagandha (Withania somnifera) extract
A randomized, double‐blind, placebo‐controlled study
Abstract
Background:
Ashwagandha (Withania somnifera (L.) Dunal) is a herb traditionally used to reduce
stress and enhance wellbeing. The aim of this study was to investigate its anxiolytic
effects on adults with self‐reported high stress and to examine potential
mechanisms associated with its therapeutic effects.
Methods:
In this 60‐day, randomized, double‐blind, placebo‐controlled study the stress‐
relieving and pharmacological activity of an ashwagandha extract was investigated in
stressed, healthy adults. Sixty adults were randomly allocated to take either a
placebo or 240 mg of a standardized ashwagandha extract (Shoden) once daily.
Outcomes were measured using the Hamilton Anxiety Rating Scale (HAM‐A),
Depression, Anxiety, and Stress Scale ‐21 (DASS‐21), and hormonal changes in
cortisol, dehydroepiandrosterone‐sulphate (DHEA‐S), and testosterone.
Results:
All participants completed the trial with no adverse events reported. In comparison
with the placebo, ashwagandha supplementation was associated with a statistically
significant reduction in the HAM‐A (P = .040) and a near‐significant reduction in the
DASS‐21 (P = .096). Ashwagandha intake was also associated with greater reductions
in morning cortisol (P < .001), and DHEA‐S (P = .004) compared with the placebo.
Testosterone levels increased in males (P = .038) but not females (P = .989) over time,
although this change was not statistically significant compared with the placebo
(P = .158).
Conclusions:
These findings suggest that ashwagandha's stress‐relieving effects may occur via its
moderating effect on the hypothalamus‐pituitary‐adrenal axis. However, further
investigation utilizing larger sample sizes, diverse clinical and cultural populations,
and varying treatment dosages are needed to substantiate these findings.
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Members Comments
One member reported taking it during withdrawal and said it was very beneficial.
Brz ‐ ashwagandha update: had to stop ‐ bummer. Definitely allergic. just like
sk8ermama. i couldn't figure out why my allergies hadn't gone away even after the
pollen count dropped way down. stopped the ashwagandha and my congestion and
headaches subsided. not to mention i had a very tight chest feeling. very
uncomfortable. my side effects are not uncommon from what i've learned. i may try
again way down the road but now that i'm battling reflux, i don't want to complicate
things. i've heard rhodiola is a similar adaptogen, but don't want to introduce
anything new into my system right now.
FH ‐ I noticed that this product has a warning about using it if you have a thyroid
condition. It turns out that Ashwag… raises thyroid hormones t3 and t4 BUT the black
pepper extract lowers t3 and t4. Due to the instability in the effect of these
components there is a thyroid warning. As I an a recovering subclinical hypothyroid
patient I will stay away from this supplement. I also found that the piperine (black
pepper extract) allows the extra absorbtion of medication in the digestive tract and
although extensive research has not been conducted there is a number of
medications that it has already been demonstrated to significantly elevate during
use. I certainly do not want to start jacking around with my medication absorbtion.
For right now the Ashwag… is out.
DThiessen ‐ forgot to mention I am also taking NAC OTC 600mg daily. Really seems
to help with basically every withdrawal symptom.
Polly ‐ The Ashwaganda and Suntheanine is making me feel spaced out but calm ‐
which isn't a bad thing!
brokedowninohi ‐ "The physical symptoms of anxiety were running rampant this
morning and I decided to try ashgawandha. Made a trip to my "local" corporate
grocery and picked up some "organic non‐GMO" non‐certified ashgawandha in 500
mg tablets, advertised as being 10% withanolides. It does not have any black pepper
content so I supplemented some out of curiosity.
I swear that single tablet did more in a couple hours for relieving my physical anxiety
than 5k run..."
"As for the ash, I've taken 1000 mg for the past two nights and slept like a baby. I
haven't woken that refreshed or free of muscular tension in a while."

• Inositol
Inositol is a carbocyclic sugar that is abundant in brain and other mammalian tissues,
mediates cell signal transduction in response to a variety of hormones,
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neurotransmitters and growth factors and participates in osmoregulation. It is a
sugar alcohol with half the sweetness of table sugar. It is made naturally in humans
from glucose. Used in the manufacturing of some explosives.
https://www.ncbi.nlm.gov/pubmed/24424706
Our results suggest that inositol may be beneficial for depressed patients, especially
those with PMDD.
https://www.ncbi.nlm.gov/pubmed/10847563
...suggesting an anxiolytic effect of inositol.
https://www.ncbi.nlm.gov/pubmed/9352475
inositol had virtually no effect on these responses
Note ‐ Research is very limited with only a slight effect on anxiety noted in most
cases.
Member comments
Scuffy1209 ‐ In terms of supplements my Dr has me on: inositol, phosphotidyl serene,
magnisium, and LDN.
gail ‐ Funny, saw my witch doctor this week, explained what I was fealing, and gave
me capsules with gaba 100mg combined with inositol 500mg and passiflora to calm
the brain, she says. Will start tomorrow, I researched it, and inositol is good for
anxiety. Maybe at much larger doses, but, for the moment, that will be enough for
me.
sk8mom ‐ I live in Canada too, Naturopathic Doctor told me how B complex is
important for our nervous system I am taking a multi B (Genestra brands) and most
B's in this one go from 50‐150mg, there is also Biotin, choline and inositol in it.
gsmommy ‐ and 1 tablespoon of soy lecithin for the inositol properties that help with
anxiety and balancing blood sugar.
Ih8cymbalta ‐ I've been taking inositol and choline during this process. Doesn't seem
to do much of anything.
alkirk123 ‐ I've been off about 3 weeks now. I'm taking Inositol supplements, Omega
3, a multi vitamin, St. John's Wort, Valerian. I'm really tiring of all the supplements!

• CBD Oil (Hemp Oil)
The following has been written by IUN, and will give you a good introduction and
some unbiased information.
It has helped a lot of people with sleeping when taken close to bedtime. I will often
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take some if I feel wired and I know I might have difficulty. For most, it relaxes the
body substantially, but doesn't always quieten thoughts ‐ each person's reaction will
be different.
But start with a small dose ‐ don't be too worried if you find that it does nothing to
begin with ‐ better that than have something react, which at low doses is perfectly
managable. I take around 10 drops of 15%, but I started with just 2, then 5... until I
reached a therapeutic dose. However, the chances of reaction are so minimal.
PLEASE NOTE BEFORE READING
This has been written in a perspective of benefiting those coming off, or switching,
anti‐depressants. Please also note that I am not medically trained, nor do I have any
vested interest in CBD Oil ‐ I am offering this advice purely for the support of others.
I also cannot be responsible for any problems arising as a result of misuse of CBD.
WHAT IS CBD OIL?
CBD Oil is extracted from the cannabis plant by various methods. It uses the parts
which relax and "chill" you, not the part that gives a dizzying high. Therefore, there is
no risk of getting addicted, having seizures, nightmare or hallucinations.
WHAT CAN I USE IT FOR?
I was initially interested in CBD Oil as a replacement for Valium, as I do not like any
form of medicine, and much prefer a herbal route where possible. I also have a
number of allergies to meds, and this obviously presents far fewer risks.
For those who suffer anxiety, this is a very good choice. I have noticed that when I
am tense, wired or overworked, the oil works wonders. It relaxes my muscles and
stops me over‐thinking. It won't necessarily get rid of all symptoms, but for the
majority, it does contribute significantly. It also helps, in slightly larger doses, the aid
sleep.
It can be used for depression, although I cannot corroborate this as I have not used it
continuously which is required to see the benefits of reduced depression. I use the
oil on an as‐needed basis, much like Valium, but to reduce depression, it is said that
you should take 1‐2 doses every day for a minimum of 7‐10 days. This can also get
costly. But if anyone should have further information, please post!
Its use for epilepsy has shown some excellent results. In fact, this is what bought CBD
Oil to the market and suggested further studies.
IS IT LEGAL?
At present, the sale, possession and use of CBD is 100% legal. In the US, the sale has
been banned in a few states, but largely it is available. I cannot state which as there
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is news changing all the time. For other countries I cannot say as the oil is relatively
new to the market and thus will take time for legal pathways to be set. If in doubt,
please do you own research.
WHAT DOES IT TASTE LIKE?
I will be honest, it is not pleasant ‐ at least not for me. It is quite nutty, but also very
bitter. However, you can get flavored oil which is much better and does not
influence the effects.
You can either drink the oil in a mix of water, or take it sublingually (under the
tongue). If taken sublingually, keep under the tongue for around 90 seconds, then
swill water around your mouth and swallow.
HOW LONG DOES IT TAKE TO WORK?
I start noticing effects within 20 minutes, with full effects around 45 minutes. Again,
this will differ with other people. It is generally known to take the same time
whichever way it is administered.
HOW LONG DO THE EFFECTS LAST?
Whilst everyone is different in the effects, I notice the effects lasting around 5 hours.
A lot longer than any Benzo. Make sure that when you take your first doses that you
do not have any other commitments during this time ‐ and absolutely do not drive!
HOW WILL I KNOW THE RIGHT STRENGTH OIL FOR ME?
OK, so the oil comes in a number of strengths, or concentrations if you will. From
2.5% to 25%. The greater the concentration, the purer the oil and thus, the greater
the effect. However, the prices increase significantly.
I opted for 15% and have stuck with this, and I would not advise anyone starting on
anything higher. It should also be noted that 1 drop of 10% does not necessarily
equate to 2 drops of 5%, or 4 drops of 2.5%. As the oil will be purer, the effects can
be stronger. But each oil and batch will be slightly different.
HOW MUCH SHOULD I TAKE?
Please first refer to the above paragraph about strength.
Most places sell in bottle with pipettes for you to "drop", so it is often measured in
drops. Others sell sprays, with each spray equating to 1 drop. Regardless of the
strength you opt for ‐ start with just 1 or 2 drops. Wait for the effects and gauge your
next dose on that. Do not take any more if nothing happens. Wait at least 12 hours
before your next dose as reactions may be delayed.
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WHAT DO THE EFFECTS FEEL LIKE?
Again, everybody will have different effects, and note that the dose will obviously
change this effect. Some people feel drunk, others feel chilled, whilst some just
report a pleasant feeling whilst still going on with their normal day‐to‐day routine. I
will typically take 2 drops if I am expected to be working or driving, but if I am
staying at home, I will take 4 drops, which will often give quite an intense effect of
relaxation. 6 drops will send me off to sleep!
Personally, I feel very heavy (a nice heavy), that even reaching for the glass of water
on my nightstand to be an effort! A large dose and I won't be able to do anything
other than watch the TV, thus forcing you to take time out. But again, everyone will
experience something different, and I hope that some of you will be able to post
your own findings here on the forum.
WHERE CAN I BUY IT FROM AND HOW DO I KNOW IT IS LEGIT?
Simple answer. You can't.
Someone could sell you olive oil in a bottle and charge you $30 for 20ml. Do your
own research and find a good reputable company who have been supplying for a
good few months, have reviews and have a visible trading address and customer
support.
Expect to pay around $20/£20 for 10ml of 15%, or slightly less for less concentration.
25% will cost significantly more which boasts an "Entourage" effect. I have not
experienced this myself, so cannot comment, and I would again strongly advise
against going for this stuff before trying the weaker strength.
Toblerone ‐ CBD oil has made a world of difference. Depression is almost gone,
muscle twitches gone, headaches only after exercise, motivation much higher, focus
much better, sleep greatly improved. I cannot believe how much better things are.
The type of oil is very low thc and high cbd.
Spectrum Therapeutics.
They do not ship out of Canada. The CBD was approved and the dosage/type
suggested by a licensed, certified MD after an in‐depth interview. It's not something
that anyone can get, but the process is relatively painless and is covered by the
provincial health plan. The oil, itself, is paid for out of pocket.
http://www.cbdoilkan...‐with‐cymbalta/
Regarding CBD and benzo receptors, there is research suggesting the interaction
between the two, but much more work is required to clarify this further. The
following is what is currently hypothesised...
https://www.ncbi.nlm...pubmed/19825899
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https://www.ncbi.nlm...ubmed/16876926/
Canabis does not react with Benzo receptors in rats.
https://doh.dc.gov/s...eractions_0.pdf
CBD is a potent inhibitor of CYP3A4 and CYP2D6. As CYP3A4 metabolizes about a
quarter of all drugs, CBD may increase serum concentrations of macrolides , calcium
channel blockers, benzodiazepines, cyclosporine, sildenafil (and other PDE5
inhibitors), antihistamines, haloperidol, antiretrovirals , and ...
Note ‐ Does not react with benzo receptors but does interfer with benzo removal by
the liver and allows benzos to build up in the blood stream. Not an issue if you are
not currently taking benzos but should be avoided when using benzos.

• Acetyl‐L‐carnitine
https://www.ncbi.nlm.nih.gov/pubmed/15383157
Effect of intraperitoneal acetyl‐L‐carnitine (ALCAR) on anxiety‐like behaviours in
rats. Levine J1, Kaplan Z, Pettegrew JW, McClure RJ, Gershon S, Buriakovsky I, Cohen
H.
https://peerj.com/articles/5309/
Anxiolytic and anti‐stress effects of acute administration of acetyl‐L‐carnitine in
zebrafish. Lais Pancotto1, Ricieri Mocelin2, Matheus Marcon2, Ana P. Herrmann1,
Angelo Piato1,2,3
https://www.ncbi.nlm.nih.gov/pubmed/24607292
A review of current evidence for acetyl‐L‐carnitine in the treatment of depression
"The results showed that mean BDI and State‐trait anxiety inventory (STAI) scores
were signifcantly lower in the ALC group than in the PBO group at day 90 (for both, P
< 0.001)."
https://www.nature.c...ticles/mp201668
Stress‐induced structural plasticity of medial amygdala stellate neurons and rapid
prevention by a candidate antidepressant. T Lau, B Bigio, D Zelli, B S McEwen & C
Nasca
https://ihrmagazine....mood‐disorders/
Acetyl‐L‐carnitine for depression and mood disorders
https://www.ncbi.nlm...d meta‐analysis
Acetyl‐L‐Carnitine Supplementation and the Treatment of Depressive Symptoms: A
Systematic Review and Meta‐Analysis. Veronese N1, Stubbs B, Solmi M, Ajnakina O,
Carvalho AF, Maggi S.
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A total of 791 (human) participants... showed that ALC significantly reduced
depressive symptoms.
In these latter RCTs, the incidence of adverse effects was significantly lower in the
ALC group than in the antidepressant group. Subgroup analyses suggested that ALC
was most efficacious in older adults.
https://www.ncbi.nlm...pubmed/30917915
Acetyl‐L‐carnitine as a putative candidate for the treatment of stress‐related
psychiatric disorders: Novel evidence from a zebrafish model. Marcon M1, Mocelin
R1, de Oliveira DL2, da Rosa Araujo AS3, Herrmann AP4, Piato A5.
https://www.ncbi.nlm...les/PMC6112703/
Acetyl‐l‐carnitine deficiency in patients with major depressive disorder.
Nasca C1, Bigio B2,3, Lee FS4,5, Young SP6,7, Kautz MM8, Albright A5, Beasley J7,
Millington DS6,7, Mathé AA9, Kocsis JH5, Murrough JW8, McEwen BS1, Rasgon
N2,10.
https://www.ncbi.nlm...pubmed/21443422
Acetyl‐L‐carnitine reduces depression and improves quality of life in patients with
minimal hepatic encephalopathy. Malaguarnera M1, Bella R, Vacante M, Giordano
M, Malaguarnera G, Gargante MP, Motta M, Mistretta A, Rampello L, Pennisi G.
https://www.ncbi.nlm...les/PMC3607061/
L‐acetylcarnitine causes rapid antidepressant effects through the epigenetic
induction of mGlu2 receptors Carla Nasca,a,1 Dionysios Xenos,a Ylenia Barone,b
Alessandra Caruso,a Sergio Scaccianoce,a Francesco Matrisciano,a Giuseppe
Battaglia,c Aleksander A. Mathé,d Anna Pittaluga,e Luana Lionetto,f Maurizio
Simmaco,f and Ferdinando Nicoletti.
The rapid and long‐lasting antidepressant action of LAC strongly suggests a unique
approach to examine the epigenetic hypothesis of depressive disorders in humans,
paving the way for more efficient antidepressants with faster onset of action.
https://www.ncbi.nlm...les/PMC3773672/
Upregulation of mGlu2 Receptors via NF‐κB p65 Acetylation Is Involved in the
Proneurogenic and Antidepressant Effects of Acetyl‐L‐Carnitine. Bruna
Cuccurazzu,1,2,4 Valeria Bortolotto,1,2,4 Maria Maddalena Valente,1,2 Federica
Ubezio,1,2 Aleardo Koverech,3 Pier Luigi Canonico,2 and Mariagrazia Grilli1,2,*
https://www.webmd.co...tyl‐l‐carnitine
Side Effects & Safety
Acetyl‐L‐carnitine is LIKELY SAFE for most adults and POSSIBLY SAFE for most
children when taken by mouth. It can cause some side effects including stomach
upset, nausea, vomiting, dry mouth, headache, and restlessness. It can also cause a
"fishy" odor of the urine, breath, and sweat.
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Acetyl‐L‐carnitine is POSSIBLY SAFE for most adults when given intravenously (by IV).
Use only under medical supervision.
Special Precautions & Warnings:
Pregnancy and breast‐feeding: Not enough is known about the use of acetyl‐L‐
carnitine during pregnancy and breast‐feeding. Stay on the safe side and avoid use.
Bipolar disorder: Acetyl‐L‐carnitine might worsen symptoms in people with bipolar
disorder who are currently in remission.
Nerve pain (neuropathy) caused by chemotherapy: Acetyl‐L‐carnitine might worsen
symptoms in some people with nerve pain caused by a class of chemotherapy drugs
known as taxanes.
Under‐active thyroid (hypothyroidism): There is some concern that acetyl‐L‐carnitine
might interfere with thyroid hormone. Don't use acetyl‐L‐carnitine if you have an
under‐active thyroid.
Seizures: An increase in the number or seriousness of seizures has been reported in
people with a history of seizures who have used L‐carnitine by mouth or by IV
(intravenously). Since L‐carnitine is related to acetyl‐L‐carnitine, there is a concern
that this might also occur with acetyl‐L‐carnitine. If you have ever had a seizure,
don't take acetyl‐L‐carnitine.

• Natural Bet Blockers
Indian Coleus
Indian coleus, or Coleus forskohlii, is a perennial herb native to India. Ayurvedic
practitioners use it to treat heart diseases and skin disorders. In his 2003 book,
“Medical Herbalism: The Science and Practice of Herbal Medicine,” clinical herbalist
David Hoffmann says that several heart and skin diseases involve low levels of cyclic
adenosine monophosphate, or cAMP, a chemical messenger molecule that regulates
epinephrine. The active ingredient in Indian coleus is forskolin, a chemical that
increases cAMP levels and relaxes smooth muscles, making it useful for treating high
blood pressure, asthma, congestive heart failure, glaucoma and angina. Like beta
blockers, forskolin has a positive effect on your heart and reduces intraocular
pressure that causes glaucoma. Do not use this herb if you have diabetes. Do not
combine it with other heart medicine.
FH ‐ I did a quick look at Coleus forskohlii and found no data on it effecting
adrenaline. I did find where it increases cAMP, an energy transfer molecule. It is said
to be a stimulant and used to fight fatigue. Doesn't sound good for your use.
Indian Snakeroot
Indian snakeroot, or Rauvolfia serpentina, is a woody shrub native to South Asia.
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Herbalists use the roots to treat a range of disorders, including hypertension,
anxiety, constipation, insomnia and rheumatism. Active ingredients include more
than 60 potent alkaloids, such as reserpine, rescinnamine, serpentine, ajmalicine and
ajmaline. Some of these alkaloids act similar to beta blockers. In their 2009 book,
“Medicinal Plants of the World,” botanist Ben‐Erik van Wyk and biologist Michael
Wink say that Indian snakeroot is anti‐hypertensive because reserpine inhibits the
re‐uptake of norepinephrine, causing its depletion by enzymes. Another alkaloid,
ajmaline, has anti‐arrhythmic action and inhibits ventricular arrhythmias. Indian
snakeroot has tranquilizing effects because, like beta‐blockers, it reduces the effects
of the stress hormone norepinephrine. Do not combine this herb with other
tranquilizers or antidepressants.
Reserpine is the active ingredient in Rauvolfia serpentina
https://www.ncbi.nlm...pubmed/13875798
Depletion and replacement of the adrenaline and noradrenaline contents of the rat
adrenal gland, following treatment with reserpine.
Abstract
The effect of reserpine on the adrenaline and noradrenaline contents of rat adrenal
glands has been studied. Given subcutaneously to male albino Wistar rats in 3 daily
doses of 1 mg/kg, it caused, 24 hr after the final dose, a similar percentage loss of
adrenaline and noradrenaline of approximately 50%. Subsequently the adrenaline
content slowly increased, until at 14 days from the begining of the experiment there
was no significant difference between the reserpine‐treated and the control glands.
In contrast, the recovery of the noradrenaline content was rapid, exceeding the
control value at 7 days by approximately 250%. This increased content of
noradrenaline declined to the normal level by 21 days. The total amine content
returned to normal by 7 days and remained at this level subsequently. The effect of
re‐depleting the glands of their amine content was investigated. It was found that re‐
depletion at 7 days caused a preferential release of noradrenaline, followed at 14
days by a peak of noradrenaline at least as high as that obtained following the initial
depletion only. Re‐depletion at 21 days caused an effect similar to that obtained
initially. Denervation of the left adrenal gland did not alter the degree of depletion
caused by reserpine, nor did it alter the subsequent replacement of the amines as
compared with that in the innervated right gland.
https://www.ncbi.nlm.../pubmed/4104653
https://www.ncbi.nlm...les/PMC1510601/
Many more articles on how this active ingredient depletes the adrenaline levels in
the adrenal gland.
For Healthcare Professionals
Applies to reserpine: oral tablet
General
In one study of 231 hospitalized patients, 26 (11.3%) reported adverse side effects.
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Of these 26 patients, three (1.2%) patients developed side effects that were
considered life‐threatening. Adverse reactions were observed within the first two
days of therapy in 62% of patients who experienced side effects.
Respiratory
The most common side effect is nasal congestion, reported in 8% of patients. A rare
respiratory system side effect is bronchospasm.
Rare reports of reserpine‐induced bronchospasm are believed to be due to
inactivation of beta‐adrenergic receptors, which can result in a marked potentiation
of the bronchoconstrictive effect of histamine.
Nervous system
Increased parkinsonian movements upon reserpine withdrawal (as with
neuroleptics) may be due to supersensitivity to dopamine as a result of increased
that
developed
during
reserpine
therapy.
dopamine
receptors
Common nervous system side effects include sedation, lethargy (different from the
psychiatric syndrome of depression), drowsiness, weakness, vertigo, insomnia, or
headache in approximately 1% to 5% of patients. While reserpine is used to treat
tardive dyskinesia, extrapyramidal movements may worsen upon withdrawal of
therapy. A case of CNS hypertension, believed to be due to cerebral edema, has
been associated with the use of reserpine.
Psychiatric
Psychiatric problems related to reserpine therapy can be serious. Depression occurs
in 2% to 28% of patients, is more likely when daily doses exceed 0.5 mg, and can
present at any time during therapy. Suicidal ideation has been reported. Reserpine‐
induced depression is quickly reversible if therapy is withdrawn as soon as the
syndrome is recognized, but can persist for several months after drug
discontinuation if the syndrome fully develops. Reserpine withdrawal psychosis has
been reported.
The depressive syndrome usually consists of melancholy, loss of self confidence,
early morning awakening, loss of libido, and reduced appetite.
A case of reserpine withdrawal psychosis has been reported. This uncommon
condition may be due to dopamine receptor supersensitivity, which develops during
reserpine therapy.
https://www.amazon.c...customerReviews
This product has good reviews and is an extract not pure reserpine.
https://www.amazon.c...lfia serpentina
IUN
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https://www.gov.uk/g...bal‐ingredients
It is banned in the UK!! It can only be made available via a prescription from doctor
or dentist! So unfortunately, that puts pay to that solution... Sigh...

• Bach Rescue Night
Bach Rescue Night is a sleep aide manufactured by Gotas de Bach. If I interpreted
correctly that is a Spanish product. As it is a supplement it is not regulated in the USA
so not much I could find out. I looked at the ingredients and it seems Ok. Reviews I
saw did not mention of any bad reactions just a 50% success rate in helping sleep.
Without the doses I can't really say for sure that there are no concerns.

• Rooibos Tea
Due to the harsh processing of this product most of the organic components are
destroyed during preparation. Also many of these products are high in caffeine so be
sure and get a caffeine free product and one with independent analysis.
Unprocessed Rooibos Tea is famous for causing Salmonella poisoning.
https://www.ncbi.nlm...pubmed/24789759
Red Rooibos Tea Nutrition Facts
Rooibos tea is rich in many minerals such as iron, calcium, potassium, copper,
manganese, zinc, magnesium, and alpha hydroxy acid. According to the USDA
Human Nutrition Research Center on Aging at Tufts University in the United States,
the tea contains antioxidants like aspalathin and nothofagin and extremely potent
and versatile phenolic compounds. Red rooibos tea has no oxalic acid, and therefore,
it can be consumed by people who have kidney stones.
https://www.organicf...ooibos‐tea.html
The article above pretty much reflects what I found in the medical journals.

• Buchu
Used to treat urinary infections and as a skin applied insect repellant.
Side Effects & Safety
Buchu is LIKELY SAFE in food amounts and POSSIBLY SAFE when used as a medicine.
But it is POSSIBLY UNSAFE in larger amounts and when the oil is consumed. Buchu
may irritate the stomach and kidneys and increase menstrual flow. It may also cause
liver damage.
Special Precautions & Warnings:
Pregnancy and breast‐feeding: Don’t use buchu in amounts that are larger than usual
food amounts if you are pregnant. Buchu is LIKELY UNSAFE when taken during
pregnancy. There have been reports linking buchu to miscarriages.
If you are breast‐feeding, buchu is POSSIBLY SAFE in food amounts, but don’t take
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larger amounts. Not enough is known about the safety of buchu during breast‐
feeding.
Bleeding disorders: Buchu might slow blood clotting and increase bleeding. In
theory, buchu might make bleeding disorders worse.
Kidney infections: Even though some people use buchu for kidney infections, health
experts advise against this.
Liver problems: Large amounts of buchu may cause liver problems, even in healthy
people. Therefore, people with a history of liver problems should avoid buchu.
Taking a large amount of buchu might make liver disease worse.
Urinary tract inflammation: Don’t use buchu if you have pain and swelling in the
urinary tract.
Surgery: Buchu might slow blood clotting. There is some concern that it might
increase the risk of bleeding during and after surgery. Stop using buchu at least 2
weeks before a scheduled surgery.

• Ibogaine
TmanB ‐ During the first month of withdrawal, I had been taking a microdose of
Ibogaine every morning ... A microdose of 1 drop of an extract ... Don't know if it has
anything to do with it, but I felt quite good ... almost no anxiety and only mild brain
fog. After 1 month, I stopped taking it and my anxiety was there with brain fog and I
would say much harsher withdrawal symptoms (this could be the withdrawal time
line, I know). One week ago, I started taking my microdose of Ibogaine again and
symptoms have been subsiding again. Can't say if the one drop of Ibogaine did the
trick or the fact that it was 2 weeks post‐caffeine and things got better on their own
... But maybe somebody else has some experience with this?
FH ‐ Ibogaine, now that is dangerous stuff. Besides the usual side effects of many
meds it also has the effect of destroying Purkinje cells in the brain which control the
firing of many nerve cells in over a dozen systems. nearly 100 deaths have been
attributed to this material.
FH ‐ You might want to take a look at this thread. It is the only reference to Ibogaine I
could find by another member.
https://www.cymbalta...ne/?hl=ibogaine
TmanB ‐ True, but most of the cases of fatalities relate to the "full dose" which
includes a couple of grams of the stuff in 1 "ceremonie" ... The compound comes with
this disclaimer that you cannot take it when you have heart issues or are actively
taking SSRI/SNRIs ...
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What I am talking is a microdose ... which relates to 50 mg (compared to > 5g) ...
There are a couple of great websites on it out there ... https://thethirdwave.co/being
one of them. I have to say I am intrigued by the results that these compounds have
on things like anxiety, depression and others ... Although limited evidence exists, it
might be a field to keep in mind when it matures ...
https://www.ncbi.nlm...pubmed/23627782
https://www.ncbi.nlm...pubmed/26807959(Health effects)
https://www.ncbi.nlm...pubmed/30216039
https://www.ncbi.nlm...les/PMC5545647/
https://www.ncbi.nlm...pubmed/27734823
https://www.ncbi.nlm...les/PMC4837967/
https://www.ncbi.nlm...pubmed/30471681
https://www.ncbi.nlm...les/PMC4382526/
https://www.ncbi.nlm...pubmed/27426011(safe dose study)
https://www.ncbi.nlm...pubmed/30272050
https://www.ncbi.nlm...pubmed/28489458
https://www.ncbi.nlm...les/PMC6750207/
https://www.ncbi.nlm...pubmed/28541119
https://www.ncbi.nlm...les/PMC5934978/
https://www.ncbi.nlm...pubmed/28402682
https://www.ncbi.nlm...les/PMC6111465/
https://www.ncbi.nlm...pubmed/27180314(low dose effects on mood)
https://www.ncbi.nlm...pubmed/25877487
https://www.ncbi.nlm.../pubmed/9668680

• Cerenity
Cerenity is a supplement for people suffering from anxiety. It is designed to calm and
relax.
Vitamin C and Niacin, no issue
Vitamin B6 way to high. B6 has a half life of 28 DAYS and can build up to toxic
amounts easily. Causes an increase in any pain one suffers from as well as other
issues. Vary popular with many people these days to take mega doses and the ER
visits have increased dramatically.
Folate, magnesium and Zinc no problem.
I think the B12 concentrations are too high but your body can handle pretty high
doses. Given a 2 day half life I would be a little concerned but all in all B12 toxicity is
pretty rare.
Inositol dose a little high but OK.
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Taurine is probably worthless for the withdrawal
L‐Theanine, 5htp good idea but that is a low dose.

but

won't

hurt.

GABA is worthless as a supplement as it does not cross the blood brain barrier and
enter the brain.
I do not like taking compound supplements. If something causes a bad side effect
then you will not know which one is the guilty party. I prefer to try one individual
supplement at a time and find out what helps and what doesn't. Unluckily this can
be more expensive and take more time. Allergic reactions are also a possibility with
nearly all supplements and the more ingredients the more likely to have an event.
The idea of starting slow is crucial. Build up slowly.

• D Ribose
Helpful in maintaining ATP (energy) levels as well as energy stores.
D‐ribose side effects are typically mild and gastrointestinal in nature. The risk of side
effects increases with larger doses and may go away as your body gets used to the
supplement. D‐ribose may cause bloating, abdominal discomfort, loose stool and
nausea, according to a review published in the July 2007 issue of the Current Sports
Medicine Reports. Reduce your intake, or discontinue use if these symptoms
become bothersome or don't go away with continued use.

• Lithium Orotate
https://www.ncbi.nlm...les/PMC2248201/
"Another form of lithium called lithium orotate, is preferred because the orotate ion
crosses the blood‐brain barrier more easily than the carbonate ion of lithium
carbonate. Therefore, lithium orotate can be used in much lower doses (e.g. 5 mg)
with remarkable results and no side effects [49,50]. Clinical trials involving 150 mg
daily doses of lithium orotate administered 4 to 5 times a week, showed a reduction
of manic and depressive symptoms in bipolar patients"
https://www.pulsus.c...Lithium pdf.pdf
https://www.grc.com/...in_Nutrient.pdf
https://www.jpands.o...o4/marshall.pdf
Bongchaaa ‐ Just wanted to let you know the Lithium Orotate seems to be helping
and she was actually in a good mood yesterday. My dad and brother said that's the
best mood they've seen her in a while.
Bongchaaa ‐ Three days after her last Cymbalta we started her on Lithium Orotate. It
is OTC organic low dose lithium supplement and it naturally increases serotonin. It
seems to have mitigated all withdrawal symptoms. She got hers from a local health
food store. The company who makes it is called StopAgingNow. The dosage is 5mg in
the morning and 5mg at night. The label on the bottle may say 120mg or 130mg but
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120 = 5 mg of elemental lithium. So basically 1‐2 pills a day. It crosses the blood brain
barrier so very small doses should work with no side effects but it can be increased up
to 40mg safely with no issues if needed.

• Seabuckthorn Seed Oil
Seabuckthorn seed oil reduces blood pressure.
https://www.ncbi.nlm...les/PMC3136682/
Seabuckthorn causes a DECREASE in fluid levels in the lungs.
Seabuckthorn oil is 30 to 35% Omega 7. Omega 3 30%, Omega 6 35.5% and Omega 9
16%.
Omega 3 does not increase estrogen levels but stimulates estrogen receptors in
normal weight individuals. Overweight individuals produce and store more estrogen
than normal weight individuals.
I would NOT recommend the seabuckhorm as it can dry out lung tissue.

• Bromelain
https://examine.com/...osition_sources
Bromelain is a crude extract that comes from pineapples, particularly the stems or
immature fruits; thus Bromelain is sometimes referred to as Pineapple extract.
3 Digestion and the Intestinal Tract
The general idea of Bromelain and digestion, as well as the entire protease class, is
that they may contribute for an otherwise impaired digestive system.[17] Bromelain
has some other effects extending beyond its activities as a protease, however.
3.1 Gastric
Bromelain has been shown effective in reducing dyspepsia in persons without
heliobactor pylori infections when in conjunction with other nutraceuticals.[18]
3.2 Intestional
Via its protease activities, bromelain can slow down intestinal motility in rats and in
vitro.[19] Its activities are inhibited by PAR‐2 (receptor sensitive to proteases) as well
as PDE4 and PLC downstream of the receptor, suggesting mechanisms of action.[19]
3.3 Colonic
An oral dose of 2‐20mg bromelain in drinking water once daily is able to reduce
inflammation in a murine model of colonic inflammation, and theoretically may aid
inflammatory bowel disease (IBD).[20] Controlled doses of 2mg and 5mg showed
benefit, although 2mg was too low to be significantly different than control.[20
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Side‐effects with moderate to higher dosages (400‐800mg) tend to be
gastrointestinal in nature, including pasty feces and farting.[6]
Are there any interactions with medications?
Amoxicillin (Amoxil, Trimox)Interaction Rating: Moderate Be cautious with this
combination.Talk with your health provider.
Taking bromelain with amoxicillin might increase how much amoxicillin is in the
body. This might increase the effects and side effects of amoxicillin.
Medications that slow blood clotting (Anticoagulant / Antiplatelet drugs)Interaction
Rating: Moderate Be cautious with this combination.Talk with your health provider.
Bromelain might slow blood clotting. Taking bromelain along with medications that
also slow clotting might increase the chances of bruising and bleeding.
Some medications that slow blood clotting include aspirin, clopidogrel (Plavix),
diclofenac (Voltaren, Cataflam, others), ibuprofen (Advil, Motrin, others), naproxen
(Anaprox, Naprosyn, others), dalteparin (Fragmin), enoxaparin (Lovenox), heparin,
indomethacin (Indocin), ticlopidine (Ticlid), warfarin (Coumadin), and others.
Antibiotics (Tetracycline antibiotics)Interaction Rating: Minor Be cautious with this
combination.Talk with your health provider.
Taking bromelain might increase how much antibiotic the body absorbs. Taking
bromelain along with some antibiotics called tetracyclines might increase effects and
side effects of these antibiotics.
Some tetracyclines include demeclocycline (Declomycin), minocycline (Minocin), and
tetracycline (Achromycin).

• Diamine Oxidase
https://pubmed.ncbi....dase&from_pos=2
The amine oxidase DAO, formerly called histaminase, is found in various tissues, but
is especially active in the intestinal mucosa. Its function is the oxidative deaminating
of several polyamines, essential substances for cell proliferation.
DAO is normally present in very small amounts in the circulation.
https://pubmed.ncbi....ge=2&from_pos=1
Daily Variations of Serum Diamine Oxidase and the Influence of H1 and H2 Blockers:
A Critical Approach to Routine Diamine Oxidase Assessment
Serum diamine oxidase levels showed no significant daily variations and no
significant sex differences. Antihistamines had no influence on diamine oxidase
activity except for cimetidine, which caused 25% inhibition at the highest dose
tested , dihydralazine 68% inhibition and diphenhydramine, which caused 19%
increase of enzyme activity.
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https://academic.oup.../5/1185/4633007
INTRODUCTION
Histamine intolerance results from a disequilibrium of accumulated histamine and
the capacity for histamine degradation. The main enzyme for metabolism of ingested
histamine is diamine oxidase (DAO) (1–5). An impaired histamine degradation based
on a reduced DAO activity and the resulting excess of histamine may cause
numerous symptoms mimicking an allergic reaction. Ingestion of histamine‐rich food
(6), alcohol (7–9), or drugs (10–13) that release histamine or block DAO may provoke
diarrhea, headache (14), congestion of the nose, asthmatoid wheezing (6, 8, 15),
hypotension, arrhythmia, urticaria (16, 17), pruritus, flushing, and other conditions in
these patients. Approximately 1% of the population has histamine intolerance, and
80% of those patients are middle‐aged (18). Because of the multifaceted symptoms,
the existence of histamine intolerance is frequently underestimated, or its symptoms
are misinterpreted. Clinical symptoms and their provocation by certain foods and
beverages appear similar in different diseases, such as food allergy and intolerance
of sulfites, histamine, or other biogenic amines (eg, tyramine). Therefore, the
differentiation of the causal agent in adverse reactions to food, alcohol, and drugs is
a difficult challenge. There is poor evidence of adverse reactions to these agents
based on double‐blind, placebo‐controlled (DBPC) provocations (19). However, a
better understanding of the pathophysiology, clinical picture, trigger factors, and
diagnostic tools may help to clarify the confusing debate surrounding histamine
intolerance.

• Trimethylglycine (Betain hydrochloride)
https://www.ncbi.nlm...les/PMC4991651/
It is not uncommon to see PPI‐induced hypochlorhydria (low stomach acid) in
patients on long‐term PPIs. The “HCL Challenge” followed by supplementation
(HCL/betaine/pepsin) is usually well tolerated and when used appropriately can
stabilize physiological processes, support nutrient assimilation, and aid in the
digestion of proteins (providing amino acids and preventing food allergies).
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3946491/
Gastric Re‐acidification with Betaine HCl in Healthy Volunteers with Rabeprazole‐
Induced Hypochlorhydria
Note ‐ Raises stomach acid content.
"The Food and Drug Administration of the United States approved anhydrous
trimethylglycine (also known by the brand name Cystadane) for the treatment of
homocystinuria, a disease caused by abnormally high homocysteine levels at
birth.[11] TMG is also used as the hydrochloride salt (marketed as betaine
hydrochloride or betaine HCl). Betaine hydrochloride was once permitted in over‐
the‐counter (OTC) drugs as a gastric aid in the United States. US Code of Federal
Regulations, Title 21, Section 310.540, which became effective on November 10,
1993, banned betaine hydrochloride from being used in OTC products due to
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insufficient evidence to classify it as "generally recognized as safe and effective".[12]
TMG supplementation may cause diarrhea, stomach upset, or nausea. TMG
supplementation lowers homocysteine but also raises LDL‐cholesterol.[13] Wiki
Betaine ‐ Side Effects
Diarrhea
nausea
stomach upset
Betaine may cause a body odor. Other side effects not listed above may also occur in
some patients. If you notice any other effects, check with your doctor.
Betaine Hydrochloride increases stomach acidity, so antacids will debilitate. For the
same reason, H2‐blockers and Proton‐pump Inhibitors (PPIs) will be less effective.
The H2 blockers include cimetidine (Tagamet), ranitidine (Zantac), nizatidine (Axid),
and famotidine (Pepcid). PPIs include omeprazole (Prilosec), lansoprazole (Prevacid),
rabeprazole (Aciphex), pantoprazole (Protonix), and esomeprazole (Nexium).

• Milk Thistle
I found 23 members that had tried milk thistle during their withdrawal. Mostly used
for liver detox or nausea. Only one member reported an slight up tick in symptoms.

• Point of Return
DThiessan ‐ Yes I just ordered the Protracted Withdrawal Kit. I don't even know how
I found their website but I stumpled upon it. The testimonies are amazing and the
supplements are very credible and there are doctors abd specialists that help come
up with the program. It cost me $385 Canadian roughly to get about 2 month supply.
I a m just starting it today. My only though tit, it can't hurt to try.
Very interesting indeed ‐ It is essentially 4 things ‐ Gluathione in a Whey Powder so
its more readily available, Omega 3 high in high in DHA/lower EPH, Tension Relief
capsules and Magnolian Cherry Tablets for sleep. Everything all natural readily
available with no side effects or med interactions.
For 60 days one takes quite a high amount of the Gluathione and Omega 3's then
lowers it after 60 days. Supposed to significantly reduce withdrawal symptoms and
healing times.
(been on it for 60 days)
Honestly I have noticed no difference from it....

• Rhodiola
https://www.ncbi.nlm...9?dopt=Abstract
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In all but one case, normal function was resumed and rhodiola was a possible factor
in one case. The final case left unreported ‐ so not quite as bad as it all seems.

Vitamins
Caution ‐ Vitamin Toxicity. More than 60,000 instances of vitamin toxicity are
reported annually to US poison control centers.
USP – Signifies a drug that meets quality standards if there are established quality
standards for that type of product.
Vitamins should always be consumed with at least a small amount of foods which
contain the same vitamin. This way any natural covitamins, enzymes or poteins
needed to process the vitamin shoukld be available.

• Vitamin A
A (β‐carotene) is a group of unsaturated nutritional organic compounds, that
includes retinol, retinal, retinic acid and several provitamin A carotenoids, among
which beta‐catotene is the most important. Vitamin A has multiple functions: it is
important for growth and development, for the maintenance of the immune system
and good vision. Vitamin A is needed by the retina of the eye in the form of retinal.
Vitamin A also functions as retinoic acid which is an important hormone‐like growth
factor for epithelial and other cells. Recommended Daily Allowance is from 600 to
900 micrograms/day (Maximum is 1700 to 3000 micrograms/day). Vitamin A toxicity
is very serious and as it is fat soluble it may be stored in the human body. Consult
with physician before taking Vitamin A supplements. Anxiety is a side effect of
Vitamin A deficiency and as such Vitamin A will bring the anxiety under control but it
is recommended that this be done by dietary changes rather than by supplements
due to the risk of toxicity. Vitamin A allergy is rare.
https://www.ncbi.nlm...pubmed/21521362
Not anxiolytic.
https://www.ncbi.nlm...pubmed/24777547
A not anxiolytic.
https://www.ncbi.nlm...pubmed/17727954
Causes anxiety.
Hypervitaminosis A (elevated Vitamin A levels)
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Toxicity results from ingesting too much preformed vitamin A from foods (such as
fish or animal liver), supplements, or prescription medications and can be prevented
by ingesting no more than the recommended daily amount.
Diagnosis can be difficult but there are effective tests available. Hypervitaminosis A
is usually treated by stopping intake of the offending food(s), supplement(s), or
medication. Most people make a full recovery.
"Per tablespoon (13.6 g), cod liver oil contains 136% of the established daily
Tolerable Upper Intake Level (UL) for Preformed Vitamin A (Retinol). Vitamin A
accumulates in the liver, and can reach harmful levels sufficient to cause
hypervitaminosis A. Pregnant women may want to consider consulting a doctor
when taking cod liver oil because of the high amount of natural forms of vitamin A
such as retinol.
"The risks of fatty acid oxidation, hypervitaminosis, and exposure to environmental
toxins are reduced when purification processes are applied to produce refined fish
oil products."
The environmental toxins are important, especially mercury, other heavy metals and
pesticides.
http://ajcn.nutritio...t/83/2/191.full
In developed nations, the increasing availability of and interest in fortified foods and
supplements resulted in a large percentage of the population with preformed
vitamin A intakes higher than recommended. Indeed, observational studies suggest
that more than 75% of people may be routinely ingesting more than the
recommended dietary allowance (RDA) for vitamin A, much of it as preformed
vitamin A.
https://www.ncbi.nlm...t00572‐0157.pdf
Chronic hypervitaminosis A may exist for many years among members of the general
public without recognition, resulting eventually in hepatocellular (liver) damage and
hepatic fibrosis. Pre‐existing liver disease may also affect the capacity of the organ to
transport the vitamin into the circulation, thus potentiating its hepatotoxicity..
Symptoms may include:
• Abnormal softening of the skull bone (in infants and children)
• Blurred vision
• Bone Pain or swelling Bulging of the soft spot in an infant's skull
• Changes in alertness or consciousness
• Decreased Appitite
• Dizziness
• Double vision (in young children)
• Drowsiness
• Hair changes, such as hair loss and oily hair
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• Headache
• Irritability
• Liver damage
• Nausea
• Poor weight gain (in infants and children)
• Skin changes, such as cracking at corners of the mouth, higher sensitivity to
sunlight, oily skin, peeling, itching, and yellow color to the skin
• Vision changes
• Vomiting
Liver is high in vitamin A. The liver of certain animals are particularly toxic.
Supplements ‐ usually when taken above recommended dosages ‐ can be toxic. Cod
Liver Oilis particularly high in vitamin A.
http://nutritiondata...‐and‐oils/628/2
One tablespoon of Cod Liver oil contains 13,500 IU (4,500 μg/day) which exceeds the
tolerable upper limit for an adult human by 50% for daily intake.
Most Vitamin A supplements deliver 5,000 to 25,000 IU (which is 1,667 to 8,333
μg/day)
https://www.ncbi.nlm...ooks/NBK222318/
The half‐life o0f Vitamin A is 128 days and allows for rapid build up of toxic levels.
Daily Tolerable Upper Level
Life stage group category Upper Level (μg/day)
Infants
0–6 months 600
7–12 months 600
Children
1–3 years
4–8 years

600
900

Males
9–13 years
1700
14–18 years 2800
19 – >70 years 3000
Females
9–13 years
1700
14–18 years 2800
19 – >70 years 3000
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Pregnancy
<19 years
2800
19 – >50 years 3000
Lactation
<19 years
2800
19 – >50 years 3000
Source for above information is wiki

• B Complex
B complex is a class of water‐soluble vitamins that play important roles in cell
metabolism. Though these vitamins share similar names, research shows that they
are chemically distinct vitamins that often coexist in the same foods. In general,
supplements containing all eight are referred to as a vitamin B complex. General side
effects, (usually transient) may include restlessness, nausea and insomnia. Vitamin B
allergies are rare and are usually associated with Vitamin B 3, 6 and 12. Some allergic
reactions can be severe. See individual B vitamin. The raw form of B vitamins are
difficult to absorb. The methylated or phosphated forms (sometimes refered to as
coenzyme form)is more readily absorbed. Since the B vitamins are so essential in our
handling of stress many psychiatrists begin new patients off with a vitamin B blood
assessment. There is little evidence that B viamins are effective against anxiety but
only helps protect against the effect of further stress.
FH ‐ One caution to add. If this is your first time taking B vitamins start with a low
dose and work up from there. I was put on B complex when I was first diagnosed with
anxiety and had a severe allergic reaction to it.. Allergy to B vitamins is uncommon
but does happen. I can't even take the little kiddy pills without nausea and vomiting.
FN ‐ Also, take them in the morning.....I learned that if I take a b complex any later
than noon, it seems to interfere with my sleep....they seem to give me an energy
boost, which isn't what I need at nighttime.....I've read that this is the case for quite a
few people..
http://www.ncbi.nlm....pubmed/23738221
Used Max Stress B, effective, 30 days to start
Caution – Max Stress B contains many more active ingredients than just B Vitamins.
https://www.ncbi.nlm...pubmed/21905094
B complex not effective

• Vitamin B1
B1 (thiamine) is the most active form is thiamine pyrophosphate (TPP), a coenzyme
in the breakdown of sugars and amino acids. Synthetically thiamin is usually
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marketed as thiamin hydrochloride or thiamin mononitrate and is a made from
Grewe diamine (a coal tar derivative) processed with ammonia and other chemicals.
Thiamine is used in the biosynthesis of the neurotransmitters acetocholine and
gamma‐aminobutyric Acid (GABA). Humans must obtain it from their diet. Thiamine
deficiency has a potentially fatal outcome if it remains untreated. The RDA is set at
about 1.0 mg. There are no reports available of adverse effects from consumption of
excess thiamine by ingestion of food and supplements. Vitamin B1 toxicity is very
rare but high doses can lower other B vitamins and homocysteine.
https://www.livestro...rdose‐symptoms/
No research found to indicate Thiamine is anxiolytic.

• Vitamin B2
B2 (riboflavin) has reactions including activation of other vitamins. There is no
evidence for riboflavin toxicity produced by excessive intakes, as its low solubility
keeps it from being absorbed in dangerous amounts within the digestive tract.
Allergic reactions are rare.
No research found to indicate riboflavin is anxiolytic.

• Vitamin B3
B3 (niacin) is changed to NAD and NADP which are used in catabolism of fat,
carbohydrate, protein, and alcohol, as well as cell signaling and DNA repair, and
NADP mostly in anabolism reactions such as fatty acid and cholesterol synthesis.
Niacin is involved in both DNA repair and the production of steroid hormones in the
adrenal gland. Due to high energy use in the brain it is the most susceptible organ for
niacin deficiency. RDA is 14 to 16 mg/day. Intake should not exceed 35 mg/day.
Extended release tablets increase the risk of liver toxicity. The FDA does not
recommend the taking of niacin supplements. Niacinamide does not seem to cause
gastrointestinal upset or hepatotoxicity that the synthetic time‐released niacin can
cause.
It comes in 3 forms (nicotinic acid, niacinamide and nicotinamide). Taking niacin also
might worsen allergies, gallbladder disease and symptoms of certain thyroid
disorders. If you have diabetes, niacin can interfere with blood glucose control. Use
niacin with caution if you have the complex form of arthritis gout. Niacin can cause
an excess of uric acid in the blood (hyperuricemia), putting you at risk of gout. (Mayo
Clinic)
No research found to indicate niacin is anxiolytic.
FH ‐ CAUTION....Niacin can build up in the system and cause flushing, liver toxicity
and really agitate your stomach. I would start with low doses around 0.25 to 0.5 mg
per day and see how you handle it.
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• Vitamin B5
B5 (pantothenic acid) is a water soluble vitamin that is essential to synthesize and
metabolize proteins, carbohydrates, and fats. The RDA is 5mg/day. There is no upper
limit for consumption. Extremely high doses have been found to produce panic
attacks. Synthetic pantothenic acid is processed with formaldehyde (a strong cancer
causing agent. It exists in 2 other forms; pantotheno and calcium pantothenate.
No research found to indicate pantothenic acid is anxiolytic.

• Vitamin B6
B6 (pyridoxine) is involved in many aspects of macronutrient metabolism,
neurotransmitter synthesis, histamine synthesis, hemoglobin synthesis and function,
and gebe expression. It is a factor in the biosynthesis of five important
neurotransmitters: serotoniin, dopamine, epinephrine, norepinephrine, and gamma‐
aminobutyric acid (GABA). The RDA is 1 – 3 mg/day. Doses of pyridoxine in excess of
the RDA over long periods of time result in painful and ultimately irreversible
neurological problems. There are 7 forms; Pyridoxine (most common), Pyridoxine 5'‐
phosphate, Pyridoxal, Pyridoxa 5'‐phosphate, the metabolically active form (sold as
'P‐5‐P' vitamin supplement) Pyridoxamine (PM), Pyridoxamine 5'‐phosphate (PMP)
and 4‐Pyridoxic acid (PA). Due to its half life of up to 25 days it is easy to buildup
toxic amounts in the blood stream. Vitamin B6 toxicity is on the rise in the USA.
Vitamin B6 Toxicity
https://www.ncbi.nlm...pubmed/26417231
Fenugreek seed extract treats peripheral neuropathy in pyridoxine induced
neuropathic mice. Our data showed that fenugreek has anti neuropathic effect and
restores the function of nerve fibers
The German Commission E monograph recommends 6 grams per day, which can be
taken all at once or divided between three meals. Since most fenugreek capsules are
available in either 580 or 610 milligrams, a common dosing scheme would be 2‐3
capsules three times a day.
https://www.ncbi.nlm.../pubmed/6308447
We describe seven adults who had ataxia and severe sensory‐nervous‐system
dysfunction after daily high‐level pyridoxine (vitamin B6) consumption. Four were
severely disabled; all improved after withdrawal. Weakness was not a feature of this
condition, and the central nervous system was clinically spared. Although
consumption of large doses of pyridoxine has gained wide public acceptance, this
report indicates that it can cause sensory neuropathy or neuronopathy syndromes
and that safe guidelines should be established for the use of this widely abused
vitamin.
https://www.ncbi.nlm...ooks/NBK114313/
Half‐Life is 15 to 24 days.
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https://www.ncbi.nlm.../pubmed/3630649
A newly recognised neurotoxic syndrome due to pyridoxine (B6) overdose is
described. It is the largest series of B6 intoxication hitherto reported. A raised serum
B6 level was present in 172 women of whom 60% had neurological symptoms, which
disappeared when B6 was withdrawn and reappeared in 4 cases when B6 was
restarted. The mean dose of B6 in the 103 women with neurological symptoms was
117 +/‐ 92 mgs, compared with 116.2 +/‐ 66 mgs in the control group. There was a
significant difference (P less than 0.01) in the average duration of ingestion of B6 in
the neurotoxic group of 2.9 +/‐ 1.9 years compared with 1.6 +/‐ 2.1 years in controls.
The symptoms were paraesthesia, hyperaesthesia, bone pains, muscle weakness,
numbness and fasciculation, most marked on the extremities and predominantly
bilateral unless there was a history of previous trauma to the limb. These women
were taking a lower dose of B6 than previously described (1,2), which may account
for the complete recovery within 6 months of stopping B6.
https://www.ncbi.nlm...pubmed/10746516
50 mg B6 with Mg
https://www.ncbi.nlm...pubmed/15554143
Magne‐B6 (a magnesium lactate/pyridoxine combination), effective. 14 days to start.
A total of four articles were found linking vitamin B6 to the treatment of anxiety
and/or depression.
https://www.ncbi.nlm...pubmed/25137514
Supplementation with pyridoxine at doses greater than 50 mg/d for extended
duration may be harmful and should be discouraged.

• Vitamin B7
https://www.ncbi.nlm...pubmed/25056196
B7 (Biotin) no reported side effects or toxicity.
No research found to indicate biotin is anxiolytic.

• Vitamin B9
B9 (Folic acid, folate) is essential for numerous bodily functions. Humans cannot
synthesize folic acid, therefore, folic acid has to be supplied through the diet to meet
their daily requirements. Folic acid is not found naturally but folate is. Some recent
research has indicated that synthetic folic acid may interfer with the bodies ability to
process folate. The human body needs folate to synthesize DNA, repair DNA, and
methylate DNA as well as to act as a cofactor in certain biological reactions. It is
especially important in aiding rapid cell division and growth, such as in infancy and
pregnancy. Children and adults both require folate to produce healthy red blood
cells and prevent anemia. Low risk of toxicity. RDA is 400 micrograms/day and not to
exceed 1000.
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• Vitamin B12
http://www.ncbi.nlm....pubmed/22528830
B12 (methylcobalaminVitamin B12 is essential to growth, cell reproduction,
hematopoiesis, and nucleoprotein and myelin synthesis.
http://www.ncbi.nlm....pubmed/12796225
Not anxiolytic.
https://jamanetwork....article/2758742
High levels of B12 were associated with an increased risk of early death
https://www.yahoo.co...‐161200871.html
Recent studies suggest nutritional supplements have no added health benefits for
people who are already in good health.
A January study found high levels of vitamin B12 in a person's blood are associated
with an increased risk of early death.
A May 2019 study also found that taking vitamin D without a deficiency is associated
with greater risk of cancer and death.
Education and lifestyle factors play more of a role in health than supplements,
according to study co‐author Fang Fang Zhang, MD.

• Vitamin C
Vitamin C (ascorbic acid) is a cofactor in at least eight enzyme reactions reactions,
including several collogen synthesis reactions that, when dysfunctional, cause the
most severe symptoms of scurvey. In animals, these reactions are especially
important in wound‐healing and in preventing bleeding from capillaries. Vitamin C
may also act as an antioxidant against oxidative stress. The functions of Vitamin C
include the synthesis of collogen, carnitine, and neurotransmitters (norepinephrine
from dopamine) the synthesis and catabolism of tyrosine; and the metabolism of
microsome. RDA is 75 to 90 mg/day with no more than 2000 mg/day maximum. The
signs and symptoms of overdose is nausea, vomiting, diarrhea, flushing of the face,
headache, fatigue and disturbed sleep. Vitamin C's anxiolytic properties is beleived
to primarily be from its ability to repair oxidative effects from stress.
http://www.ncbi.nlm....pubmed/24511708
Effective at 1000 mg/day
http://www.ncbi.nlm....les/PMC2885294/
Effective
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https://www.ncbi.nlm...pubmed/24979594
Effective
https://www.ncbi.nlm...pubmed/21036190
Effective and lowers cortisol levels.
https://www.ncbi.nlm...les/PMC2649700/
Ascorbate is proposed as a neuromodulator of glutamatergic, dopaminergic,
cholinergic and GABAergic transmission and related behaviors.
https://www.ncbi.nlm...les/PMC3964749/
A paper explaining the relationship between oxidative stress and anxiety.

• Vitamin D
Vitamin D ‐ Cholecalciferol and ergocalciferol
No Research shows Vitamin D, in any form, anxiolytic.
FH ‐ You are definitely correct about taking the D3 with the calcium but would
caution about watching out for immediate changes in behavior, clarity of thought,
constipation, nausea and vomiting as these are symptoms of an allergic reaction that
require immediate medical attention. If taking vit D3 you should have your calcium
and D3 levels checked every 6 months. Long term use can cause hypercalcemia (too
high calcium levels).
The main consequence of vitamin D toxicity is a buildup of calcium in your blood
(hypercalcemia), which can cause nausea and vomiting, weakness, and frequent
urination. Symptoms might progress to bone pain and kidney problems, such as the
formation of calcium stones. Mayo
This is unlikely in your case with the lack of sun, especially this time of the year, in
your area. Also not likely with your dose and getting routine Vitamin D3 checks.
Vitamin D3 is not involved with the development, metabolism of or treatment of
Lyme disease.

• Vitamin E
Vitamin E refers to a group of compounds that include both tocopherols and
tocotrienols. Regular consumption of more than 1,000 mg (1,500 IU) of tocopherols
per day may be expected to cause hypervitaminosis E with an associated risk of
Vitamin K deficiency deficiency and consequently of bleeding problems. Vitamin E
has many biological functions, the antioxidants function being the most important
and best known. Other functions include enzymatic activities, gene expression, and
neurological function(s). RDA is 15 mg/day.
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Hypervitaminosis E is a state of vitamin E toxicity. Since vitamin E can act as an
anticoagulant and may increase the risk of bleeding problems, many agencies have
set a tolerable upper intake levels (UL) for vitamin E at 1,000 mg (1,500 IU) per day.
This UL was established due to an increased incidence of hemorrhaging with higher
doses of supplemental vitamin E. Doses of vitamin E above the UL can also magnify
the antiplatelet effects of certain drugs such as anti‐coagulant medications and
aspirin, which can cause life‐threatening symptoms in ill patients. Hypervitaminosis E
may also counteract vitamin K, leading to a vitamin K deficiency.
http://jn.nutrition....138925.full.pdf
Half life is 2 ‐ 3 days.
http://www.ncbi.nlm....pubmed/24511708
Not effective
https://www.ncbi.nlm...pubmed/21036190
Effective
Members comments on vitamins
Many used vitamins without any real comment on their perceived effectiveness.
One member did recommend Vitamin B complex.
And two stated that Vit B complex may have caused increased anxiety.
Another stated....."B Vitamins ‐ "
"Some of the recommendations I've heard are: stay away from Vitamin B as it ramps
up the nervous system and can actually increase anxiety."
Resources
Major sources of information includes NCBI, webmd, emedicine and drugs.com.

• Vitamin K2
Vitamin K2 (as MK‐7)
The RDI of vitamin K for adults (US) appears to be 65‐80mcg (143‐176nmol) daily,
which is roughly based upon a required intake of around 0.75‐1mcg per kilogram
bodyweight and somewhat similar to other recommendations including european
(75mcg; 165mcg), the WHO (55‐65mcg; 121‐143nmol), Belgium (50‐70mcg; 110‐
154nmol), New Zealand and Japan (60‐70mcg; 132‐154nmol), Germany (60‐80mcg;
132‐176nmol), and Canada/US/Albania (90‐120mcg; 198‐264nmol)(most values from
here with data from EURRECA)
Like Vitamin D, Vitamin K also effects serum calcium levels which should be
monitored every 6 months as well as your Vitamin D4 levels.
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Vitamin K2 is mostly associated with positive effects on clotting, insulin production
and bone strength. At this dose you should have no issues. When Vitamin K3 does
increase in the body it reacts b y increasing urination of that compound.
Vitamin K2 is not involved with the development, metabolism of or treatment of
Lime disease.

Multivitamins
https://www.ncbi.nlm...pubmed/31502930
Multivitamin/Multimineral Supplement Use is Associated with Increased
Micronutrient Intakes and Biomarkers and Decreased Prevalence of Inadequacies
and Deficiencies in Middle‐Aged and Older Adults in the United States.
Regular MVM use (≥16 days/month) increased the proportion exceeding the
tolerable upper intake level of folic acid. Vitamin B6 deficiency in MVM non‐users
was common and increased with age.
https://www.ncbi.nlm...pubmed/31382793
Multivitamins and Nutritional Adequacy in Middle‐Aged to Older Americans by
Obesity Status.
Multivitamin use (sporadic and consistent) also increased the proportion of
individuals who exceeded the tolerable upper intake level for folic acid to 8%‐10%.
https://www.ncbi.nlm...pubmed/30589152
Analysis of oral dietary supplement use in rural older adults.
Researchers found that 83% of the rural older adults used oral dietary supplements
in addition to their prescribed medications. Participants took additional single‐dose
vitamins along with their multivitamin; 57% took vitamin D, 52% took calcium, 15%
took vitamin C and 13% took additional potassium and vitamin E. Participants also
used oral dietary supplements with medications that had a potential for interaction.

• Centrum Forte
Lady nancy ‐ A really good vitamin & mineral supplement (I used Centrum Forte) has
helped me.

• Calms Forte
Arcelus ‐ Right now I'm also taking 300mg of chelated magnesium and I might take
calms forte for sleep as well.
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Uriel ‐ Different things work for different people I have found a homepathic called
Calms Forte for me they work great for the anxiety and down moods while i went
thru withdrawl.
Active Ingredients | Purposes:
Avena Sativa 4X HPUS: stress, nervousness
Calcarea Phosphorica 3X HPUS: restlessness
Chamomilla 4X HPUS: nervous irritability
Ferrum Phosphoricum 3X HPUS: nervousness
Humulus Lupulus 4X HPUS: occasional sleeplessness
Kali Phosphoricum 3X HPUS: irritability
Magnesia Phosphorica 3X HPUS: mental anxiousness
Natrum Phosphoricum 3X HPUS: anxiousness
Passiflora 4X HPUS: restless sleep from exhaustion
Caution ‐ Carefully investigate the possibility of interactions with your medications.
• Nutricalm ‐ made by natures sunshine
https://www.naturess...‐100‐tabs/1617/
Provides vitamin C, thiamin (B1), riboflavin (B2), niacin, B6, folic acid, B12, biotin and
pantothenic acid, plus schizandra fruit, choline, inositol, bee pollen, PABA, lemon
bioflavonoids, valerian root extract, passionflower flowers extract and hops flowers
extract.
• Natural Calm
350 mg magnesium citrate
Sage ‐ I also take the "Natural Calm" magnesium supplement 3 times a day... it has
REALLY helped relax my muscles (had very tense neck and back since starting
Cymbalta).

• Dolovent
https://www.ncbi.nlm...les/PMC4393401/
Study shows that use of Dolovent helps releive migraine headaches.

• Use as Supplements
https://www.ncbi.nlm...pubmed/31502930
Multivitamin/Multimineral Supplement Use is Associated with Increased
Micronutrient Intakes and Biomarkers and Decreased Prevalence of Inadequacies
and Deficiencies in Middle‐Aged and Older Adults in the United States.
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Regular MVM use (≥16 days/month) increased the proportion exceeding the
tolerable upper intake level of folic acid. Vitamin B6 deficiency in MVM non‐users
was common and increased with age.
https://www.ncbi.nlm...pubmed/31382793
Multivitamins and Nutritional Adequacy in Middle‐Aged to Older Americans by
Obesity Status.
Multivitamin use (sporadic and consistent) also increased the proportion of
individuals who exceeded the tolerable upper intake level for folic acid to 8%‐10%.
https://www.ncbi.nlm...pubmed/30589152
Analysis of oral dietary supplement use in rural older adults.
Researchers found that 83% of the rural older adults used oral dietary supplements
in addition to their prescribed medications. Participants took additional single‐dose
vitamins along with their multivitamin; 57% took vitamin D, 52% took calcium, 15%
took vitamin C and 13% took additional potassium and vitamin E. Participants also
used oral dietary supplements with medications that had a potential for interaction.

• Optivite PMT
Active Ingredients:
Per 6 Tablets: Vitamin A 12,500 IU;
Retinyl Palmitate 5,000 IU;
Doses in excess of 10000 IU per day has been found to promote cancer growth as
well as genetic damage to unborn fetuses.
http://www.nydailynews.com/life‐style/health/link‐ingredient‐sunscreen‐skin‐
cancer‐schumer‐article‐1.179345
Wang, SQ; Dusza, SW; Lim, HW (2010). "Safety of retinyl palmitate in sunscreens: a
critical analysis". Journal of the American Academy of Dermatology. 63 (5): 903–6.
doi:10.1016/j.jaad.2010.07.015. PMID 20692724.
Overconsumption of preformed vitamin A can be highly toxic and is especially
contraindicated prior to and during pregnancy as it can result in severe birth defects.
The tolerable upper intake level for vitamin A in adults is set at 3,000 μg RAE/day.
https://lpi.oregonstate.edu/mic/vitamins/vitamin‐A#RDA
(Note ‐ Your product significantly exceeds the rda.)
B‐Carotene 7,500 IU;
The proportion of carotenoids absorbed decreases as dietary intake increases.
Within the intestinal wall (mucosa), β‐carotene is partially converted into vitamin A
(retinol) by an enzyme, dioxygenase. This mechanism is regulated by the individual's
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vitamin A status. If the body has enough vitamin A, the conversion of β‐carotene
decreases. Therefore, β‐carotene is considered a safe source of vitamin A and high
intakes will not lead to hypervitaminosis A.
Vitamin E 100 IU;
Folic Acid 200 mcg;
Vitamin B1 (Thiamine Mono) 25 mg;
Note RDA is 1.1 mg/day. At this dose it may cause Vitamin B1 toxicity. At these doses
Vitamin B1 has been shown to reduce other B vitamins and homocysteine.
Vitamin B2 (Riboflavin) 25 mg;
Niacinamide 25 mg;
RDA is 14 to 16 mg/day. Intake should not exceed 35 mg/day. Extended release
tablets increase the risk of liver toxicity. The FDA does not recommend the taking of
niacin supplements.
Vitamin B6 (Pyridoxine HCL) 300 mg;
Note ‐ This and selenium are the two types of poisoning seen in the ER. We have had
3 members who developed Vitamin B6 toxicity. RDA is 1.5 mg/d for women over 50.
https://www.ncbi.nlm.nih.gov/books/NBK114313/
Half‐Life is 15 to 24 days.
This 300 mg dose is equal to 200 times the daily recommended dose. This is an
unsafe dosage!!
https://www.ncbi.nlm.nih.gov/pubmed/6308447
Although consumption of large doses of pyridoxine has gained wide public
acceptance, this report indicates that it can cause sensory neuropathy or
neuronopathy syndromes and that safe guidelines should be established for the use
of this widely abused vitamin.
Vitamin B12a 62.5 mcg;
Pantothenic Acid (D‐Cal. Pan.) 25 mg;
Choline Bitartrate 312.5 mg;
Choline toxicity is fairly common with supplements. This level should be relatively
safe.
Vitamin C (Ascorbic Acid) 1,500 mg;
At levels over 1000 mg/day it can cause heartburn, cardiac arrythmias, anxiety.
Magnesium (Amino Acid Chelate) 250 mg;
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This is the most highly absorbable form of magnesium.
https://www.ncbi.nlm.nih.gov/pubmed/30381673
...although the serum duloxetine level was significantly decreased. However, the
antidepressant‐like effects of a duloxetine reagent were significantly attenuated by
the co‐administration of magnesium oxide. These results suggest that duloxetine and
magnesium oxide directly interact and that such interactions affect the absorption
and antidepressant‐like effects of duloxetine.
Iodine (Hydrolyzed Protein Complex) 75 mcg;
Iron (Amino Acid Chelate) 15 mg;
Iron supplements are not recommended by the FDA unless a blood test is done first
and a supplement is recommended by a doctor. The reason is that iron can build up
to levels in the body that can cause liver damage without any other symptoms.
https://www.pnas.org/content/113/8/2047.abstract
Iron can cause an elevation in serotonin levels that can effect withdrawal.
Members have had an issue with this as well.
Iron, copper and zinc are competitive with each other for absorption. Taking extra
Iron, copper or zinc may effectively reduce the other two.
Vitamin C enhances iron absorption.
Copper, iron and calcium all compete for absorption, so too much of one can lead to
low blood levels of the others.
Zinc (Amino Acid Chelate) 25 mg;
Zinc competes with other metals as noted above.
Zinc ‐
Excess zinc...
• Zinc may accumulate and cause acute kidney injury.
• People taking large amounts of iron supplementation (iron can interfere with zinc
absorption).
The recommended rda for zinc is 8 mg per day. This supplement is 3 times that level.
Excessive zinc can cause extreme anxiety.
https://www.ncbi.nlm.nih.gov/pubmed/23383172
High dose zinc supplementation induces hippocampal zinc deficiency and memory
impairment with inhibition of BDNF signaling.
Manganese (Amino Acid Chelate) 10 mg;
Calcium, iron and zinc compete with manganese.
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The recommended intake is 1.8 mgday for women. This dose is over 5 times that.
Excess manganese can cause anxiety.
Potassium (Hydrolyzed Protein Complex) 47.5 mg;
Selenium (Hydrolyzed Protein Complex) 100 mcg;
The dietary intake is recommended at 55 mcg. This product is nearly twice that level.
Chromium (Hydrolyzed Protein Complex) 100 mcg
This is from the manufacturers website (see below) and confirms that the list of
ingredients I just posted is accurate.
https://www.optimox.com/shop/optivite‐p.m.t/
Optivite® PMT is the first multivitamin ‐ multimineral supplement formulated for use
by women with Premenstrual Syndrome (PMS).* Available to PMS sufferers over the
past 30 years, Optivite® underwent several clinical studies published in peer‐
reviewed medical journals: 3 open trials (1‐3) and 2 double blind placebo‐controlled
studies.*(4,5) A 50% reduction of PMS complaints has been observed in those
studies following 1 to 3 months on this supplement.* When 313 PMS sufferers were
followed for up to 5 years on this program, an interesting observation was that the
number of tablets of Optivite required to maintain the improvement in PMS
decreased over time:
• 5.2 + 0.36 tablets between 2 and 6 months
• 4.8 + 0.6 tablets between 7 and 12 months
• 4.3 + 0.48 tablets between 13 and 24 months
• 3.2 + 0.34 tablets over 24 months.*(1)
With over 100,000 women on this program during the first 5 years of availability of
Optivite®, not a single documented case of Vitamin A toxicity or peripheral
neuropathy due to Vitamin B‐6 has been reported.*(1) Optivite® is recommended as
part of a total dietary program to obtain best results.*(6,7)
References:
1. Abraham GE, Rumley RE. J Reprod Med. 1987 Jun;32(6):405‐22. PMID: 2956416
2. Goei GS, Abraham GE. J Reprod Med. 1983 Aug;28(8):527‐31. PMID: 6685186
3. Fuchs N, Hakim M, Abraham GE. J Appl Nut. 37:1 1985.
4. Chakmakjian ZH, Higgins CE, Abraham GE. J Appl Nut. 37:12, 1985.
5. London RS, Bradley L, Chiamori NY. J Am Coll Nutr. 1991 Oct;10(5):494‐9. PMID:
1955626
6. Abraham GE. J Appl Nut. 36:103, 1984.
7. Abraham GE. J Reprod Med. 1983 Jul;28(7):446‐64. PMID: 6684167
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Note ‐ I have confirmed their study claims in the medical journals HOWEVER it
should be noted that during the medical research none of the studies were longer
than 3 menstrual cycles and no blood samples were taken to determine if there was
any buildup of components in the patients blood. It is interesting to note the
manufacturers statement concerning the effects of iron, Vitamin A and B6
establishes the fact that they were concerned about this as well.
https://www.drugs.com/sfx/optivite‐pmt‐side‐effects.html
Optivite PMT Side Effects
What are some side effects that I need to call my doctor about right away?
WARNING/CAUTION: Even though it may be rare, some people may have very bad
and sometimes deadly side effects when taking a drug. Tell your doctor or get
medical help right away if you have any of the following signs or symptoms that may
be related to a very bad side effect:
• Signs of an allergic reaction, like rash; hives; itching; red, swollen, blistered, or
peeling skin with or without fever; wheezing; tightness in the chest or throat; trouble
breathing, swallowing, or talking; unusual hoarseness; or swelling of the mouth,
face, lips, tongue, or throat.
• Very upset stomach or throwing up.
• Severe diarrhea.
• Very bad constipation.
• Muscle weakness.
• Numbness and tingling.
What are some other side effects of this drug?
All drugs may cause side effects. However, many people have no side effects or only
have minor side effects. Call your doctor or get medical help if any of these side
effects or any other side effects bother you or do not go away:
• Upset stomach or throwing up.
• Diarrhea.
• Constipation.
Citrus Bioflavonoids 250 mg *
Betaine HCl 100 mg *
Betaine hydrochloride ‐ (Trimethylglycine)
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4991651/
It is not uncommon to see PPI‐induced hypochlorhydria (low stomach acid) in
patients on long‐term PPIs. The “HCL Challenge” followed by supplementation
(HCL/betaine/pepsin) is usually well tolerated and when used appropriately can
stabilize physiological processes, support nutrient assimilation, and aid in the
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digestion of proteins (providing amino acids and preventing food allergies).
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3946491/
Gastric Re‐acidification with Betaine HCl in Healthy Volunteers with Rabeprazole‐
Induced Hypochlorhydria
Note ‐ Raises stomach acid content.
"The Food and Drug Administration of the United States approved anhydrous
trimethylglycine (also known by the brand name Cystadane) for the treatment of
homocystinuria, a disease caused by abnormally high homocysteine levels at birth.
TMG is also used as the hydrochloride salt (marketed as betaine hydrochloride or
betaine HCl). Betaine hydrochloride was once permitted in over‐the‐counter (OTC)
drugs as a gastric aid in the United States. US Code of Federal Regulations, Title 21,
Section 310.540, which became effective on November 10, 1993, banned betaine
hydrochloride from being used in OTC products due to insufficient evidence to
classify it as "generally recognized as safe and effective".
Wiki
TMG supplementation may cause diarrhea, stomach upset, or nausea. TMG
supplementation lowers homocysteine but also raises LDL‐cholesterol.Wiki
Betaine ‐ Side Effects
Diarrhea
nausea
stomach upset
Betaine may cause a body odor. Other side effects not listed above may also occur in
some patients. If you notice any other effects, check with your doctor.
Betaine Hydrochloride increases stomach acidity, so antacids will debilitate. For the
same reason, H2‐blockers and Proton‐pump Inhibitors (PPIs) will be less effective.
The H2 blockers include cimetidine (Tagamet), ranitidine (Zantac), nizatidine (Axid),
and famotidine (Pepcid). PPIs include omeprazole (Prilosec), lansoprazole (Prevacid),
rabeprazole (Aciphex), pantoprazole (Protonix), and esomeprazole (Nexium).
Pancreatin 4X 93 mg *
Pancreatic enzymes, also known as pancrelipase and pancreatin, are commercial
mixtures of amylase, lipase, and protease. Constipation, diarrhea and belly pain are
the most common side effects.
Iron, folic acid, magnesium and other minerals may reduce the activity of this
component.
Inositol 24 mg *
Inositol is a carbocyclic sugar that is abundant in brain and other mammalian tissues,
mediates cell signal transduction in response to a variety of hormones,
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neurotransmitters and growth factors and participates in osmoregulation. It is a
sugar alcohol with half the sweetness of table sugar. It is made naturally in humans
from glucose.
Wiki
Recommended dose is 2 to 14 grams. This is significantly greater.
https://www.ncbi.nlm.nih.gov/pubmed/24424706
Our results suggest that inositol may be beneficial for depressed patients, especially
those with PMDD.
https://www.ncbi.nlm.nih.gov/pubmed/10847563
...suggesting an anxiolytic effect of inositol.
https://www.ncbi.nlm.nih.gov/pubmed/9352475
inositol had virtually no effect on these responses
Note ‐ Research is very limited with only a slight effect on anxiety noted in most
cases.
p‐Aminobenzoic Acid (PABA) 25 mg *
Generally considered safe.
Rutin 25 mg *
Rutin (rutoside or rutinoside)[10] and other dietary flavonols are under preliminary
clinical research for their potential biological effects, such as in reducing post‐
thrombotic syndrome, venous insufficiency, or endothelial dysfunction, but there
was no high‐quality evidence for their safe and effective uses as of 2018. As a
flavonol among similar flavonoids, rutin has low bioavailability due to poor
absorption, high metabolism, and rapid excretion that collectively make its potential
for use as a therapeutic agent limited. This is a relatively low dose.

• Symplex F
Proprietary Blend: 138 mg total of...
Magnesium citrate
Bovine ovary PMG™ extract ‐ 30 mg
No scientific research available.
Sold primarily to increase breast size and convert testosterone to estrogen in those
males wishing to become female.
The following information is from a non‐medical website with no references to the
source of information.
Side Effects
Even after taking care of all precautions, there are some side effects of the bovine
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ovary which are mentioned as follows:
1. Increased hair growth
This is usually not a bad side effect as no one will mind an increase in the hair unless
on unwanted areas
2. Change in Menstrual cycle
Different women who used bovine ovary have reported that they have lighter and
heavier periods. In such cases, if any of the customers start experiencing heavy
periods or severe cramping, then it is highly recommended that the customer should
stop taking bovine ovary and consult the doctor as soon as possible. You may want
to reduce the dosage later on after consultation with the doctor.
3. Allergic Reaction
If there is an allergic reaction to taking the bovine ovary pills, then you should stop
taking the pills at once and contact your physician.
4. Frequent Headaches
When you start taking the bovine ovary pills, you will experience enhanced growth
of the hormones and your body might take some time in getting adjusted to this
increase. If you experience frequent headaches, then it is recommended that you
consult a doctor and follow his advice. You might want to stop taking the pills for
some time and when you don’t feel any a headache anymore, you can continue
taking the pills.
5. Weight Gain
If you want to make the most out of the bovine ovary therapy, then you need to
consume sufficient proteins too along with the bovine ovary pills. While this will
work great for enhancing your breasts, it will also increase the consumption of
protein shakes due to which the other parts of the body where you might not want
growth may also gain weight.
6. Acne
Consuming bovine ovary is like re‐creating the puberty phase for the second time
and stimulating the growth hormones. While it might provide you with improvement
in the underdeveloped breasts, but the teenage acne might come straight back
which is highly undesirable.
bovine adrenal PMG™ extract ‐ 15 mg
No medical research articles found.
https://www.webmd.com/vitamins/ai/ingredientmono‐941/adrenal‐extract
By mouth, adrenal extract is used for low adrenal function, fatigue, stress, lowered
resistance to illness, severe allergies, asthma, certain skin conditions such as eczema
and psoriasis, and rheumatoid arthritis.
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There isn’t enough information available about the safety of adrenal extract when
taken by mouth. But, there are serious concerns. Adrenal extract is made from
adrenal glands gathered from slaughterhouses, and possibly from sick or diseased
animals. Do not use adrenal extract from countries where a condition known as
bovine spongiform encephalitis (BSE) has been reported, more commonly known as
"mad cow disease." Countries where BSE has been reported include Great Britain,
France, the Netherlands, Portugal, Luxembourg, Ireland, Switzerland, Oman,
Belgium, and others. If you can't tell if the adrenal extract is from a country without
BSE, don't use it.
Note ‐ The bulk of these supplements suggest it is good for a condition called
"adrenal insufficiency" a condition promoted by three doctors and which has been
disproven by medical research. The evidence shows that taking adrenal extract the
production of adrenaline and noradrenaline is significantly increased. It also takes
the natural production of these chemicals months to return to notmal after stopping
the supplement. The use of this substance during withdrawal could be devastating
due to the increased levels of these two components which would seriously increase
anxiety.
bovine pituitary PMG™ extract ‐ 10 mg
No scientific research was found.
https://www.livestrong.com/article/485514‐what‐are‐the‐dangers‐of‐taking‐bovine‐
pituitary‐extract/
Bovine pituitary extract, or BPE, is a filtered, water‐based extract of fresh pituitary
glands from cattle. As a source of growth factors and hormones, BPE is used in tissue
culture research to support various cell lines, such as skin, breast, lung and prostate.
You might consider taking BPE to address any number of issues, including thyroid,
growth, reproductive or adrenal problems. However, the evidence of benefit from
such use is limited, and you could risk exposure to infectious agents, including those
that cause "mad cow disease."
No further information found.
bovine thyroid PMG™ extract(processed to substantially remove its thyroxine),10 mg
No medical research found.
Most data on bovine thyroid extract reflect the severe health risks and even death
but those are mostly atributed to the effects of thyroxine which is supposedly
removed from this product. One would assume that other thyroid elements would
still be present and could effect health and activity of your existing thyroid.
All doses listed are approximate. (per the manufacturer)

• Premier Protein
Chocolate
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This would equate to 1.3% tryptophan in Skim milk protein
Nutrition and Amino Acid Profile
Nutrition Facts For Skim Milk Protein (per 30g)
Calories/Nutrient Amount
Calories 110 kcal
Carbohydrate 0 g
Fat 0 g
Protein 26.0 g
Essential Amino Acids Amount
Histidine 0.75 g
Isoleucine 1.33 g
Leucine 2.36 g
Lysine 1.94 g
Methionine 0.70 g
Phenylalanine 1.26 g
Threonine 1.07 g
Tryptophan 0.33 g
Valine 1.73 g
Non‐Essential Amino Acids Amount
Alanine 0.72 g
Arginine 0.89 g
Aspartic acid 1.70 g
Cysteine 0.09 g
Glutamic acid 5.20 g
Glycine 0.44 g
Proline 2.45 g
Serine 1.47 g
Tyrosine 1.35 g
Protein Quality
According to protein quality scores, skim milk protein has good bioavailability.
However, it doesn’t quite match up to other dairy protein powders such as whey and
milk protein (13);
• Total protein per serve: 26.0 grams
• DIAAS: 1.05 (high quality)
• PDCAAS: 1.0
The following is 2% tryptophan in Whey protein concentrate.
Nutrition and Amino Acid Profile
Nutrition Facts For Whey Protein Concentrate (per 30g)
Calories/Nutrient Amount
Calories 120 kcal
Carbohydrate 3.76 g
Fat 0.92 g
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Protein 22.8 g
Essential Amino Acids Amount
Histidine 0.45 g
Isoleucine 1.13 g
Leucine 2.17 g
Lysine 1.96 g
Methionine 0.43 g
Phenylalanine 0.75 g
Threonine 1.15 g
Tryptophan 0.47 g
Valine 1.13 g
Non‐Essential Amino Acids Amount
Alanine 0.99 g
Arginine 0.64 g
Aspartic acid 2.23 g
Cysteine 0.41 g
Glutamic acid 4.07 g
Glycine 0.41 g
Proline 1.36 g
Serine 1.68 g
Tyrosine 0.58 g
Protein Quality
Whey protein concentrate is a high‐quality protein powder, and it contains
somewhere in the region of 75‐85% protein by weight.
Whey concentrate contains all the essential amino acids in sufficient amounts, and it
is also highly bioavailable.
Here are the protein quality values;
• Total protein per serve: 22.8 grams
• DIAAS: 1.07 (high quality)
• PDCAAS: 1.0
So out of 30 grams you are running 2% tryptophan or less.
That would give a tryptophan of around <0.6 grams or 600 mg. I also wonder if the
caffiene in the drink is helping with the headaches. Drs often recommend caffinated
drinks for people who suffer from chronic migraines.
Normal recommended dose for a tryptophan supplement ‐ General Relaxation and
Anxiety Reduction: 500‐1000mg daily
About normal.

• Terry Naturally Bioactive Vitamin B (methylated form)
Vitamin B6 (as pyridoxal‐5‐phosphate)

25mg
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Folate (as (6S)‐5‐Methylfolate)
800mcg 200%
Vitamin B12 (as methylcobalamin)
1,000mcg 16,667%
Calcium (from methylcoalamin and dicalcium phosphate) 36mg

4%

• Lipolife
https://lipolife.co.uk/liposomal‐vitamin‐d3k2/
Per 1ml pipette serving
Vitamin D3 ‐ derived from Lichens 25mcg / 1000IU 250%
(as cholecalciferol)
Vitamin K2 (as MK‐7) 45mcg

Increasing Your GABA Production and Efficiency
By Proper Diet and Supplements.
Summary ‐ Eating foods high in GABA or taking GABA supplements have little success
in treating anxiety or depression because while they enter the blood system they do
NOT cross the Blood/Brain Barrier. However many flavinoids have been shown to
facilitate GABA activity in the brain and help with anxiety and depression.
GABA is a neurotransmitter that blocks impulses between nerve cells. Low levels of
GABA may be linked to anxiety or mood disorders like depression, epilepsy and
chronic pain. Researchers suspect that GABA may boost mood or have a calming,
relaxing effect on the nervous system.
http://www.livestron...e‐highest‐gaba/
GABA is not an essential nutrient but has been used therapeutically for anxiety,
insomnia, stress and hypertension. Some prescription depressant drugs and sleeping
medications act on GABA by facilitating its ability to bind to receptor sites in the
brain. This produces a calming effect and can induce sleep. Taking a commercial
GABA supplement is ineffective for this purpose because it is unable to penetrate
the barrier surrounding the brain. This is why more powerful prescription
medications are used to stimulate existing GABA in the body.
Importance
https://www.ncbi.nlm...les/PMC3412149/
Increasing evidence points to an association between major depressive disorders
(MDDs) and diverse types of GABAergic deficits. Many references.
Low levels of GABA have been associated with insomnia, depression and anxiety;
However, to date there are very few human studies demonstrating the anti‐anxiety
benefits of GABA supplementation.
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• Flavonoid‐Rich Foods and GABA Receptors
Flavonoids are phytonutrients found in plant‐based foods, tea and wine and are
known to enhance GABA function.
Foods high in GABA ‐ Cheese, kefir, miso, sauerkraut, tempeh, yogurt, soy sauce and
Thai Fermented Shrimp (Kung‐Som) have NOT been shown to fight anxiety or
depression.
Many probiotics react to ferment foods and produce GABA but there is little
evidence that these foods cross the blood brain barrier or has an effect on
depression or anxiety.
https://www.ars.usda...77Flavonoid.pdf
Detailed list of flavinoid containing foods.
General list of the Best Sources of Flavonoids
flavonols flavan‐3‐ols* flavones flavonones anthocyanidins
• onions
• apples
• parsley
• oranges
• blueberries
• bananas
• bell peppers
• grapefruit
• romaine
• lettuce
• celery
• lemons
• strawberries
• tomatoes
• peaches
• tomatoes
• cherries
• garbanzo beans
• pears
• oranges
• almonds
• watermelon
• cabbage
• turnip
• greens
• chili peppers
• cranberries
• sweet potatoes
• cantaloupe
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• plums
• quinoa
• lettuce
• raspberries
Medical Research
https://www.ncbi.nlm...pubmed/25109791
citrus flavonoids ....including antidepressant (activity)
https://www.ncbi.nlm...pubmed/25656001
...the flavonoid fraction (F1C) with anxiolytic activity which is dose dependent, and
has the ability to interact with the serotonergic system.
https://www.ncbi.nlm...pubmed/23596160
Grape powder supplementation prevents oxidative stress‐induced anxiety‐like
behavior, memory impairment, and high blood pressure in rats.
https://www.ncbi.nlm...pubmed/24121702
Generalized anxiety disorder (GAD): efficacy of standardized Matricaria recutita
(German chamomile) extract in the treatment of generalized anxiety disorder.
https://www.ncbi.nlm...pubmed/24679021
Purple grape juice as a protector against acute x‐irradiation induced alterations on
mobility, anxiety, and feeding behaviour in mice. This beneficial effect on short‐term
anxiety and mobility related activities could probably be included in the list of
flavonoid bio‐effects.
https://www.ncbi.nlm...pubmed/23603526
The experiments with different receptor blockers suggest an involvement of
GABAergic system in the anxiolytic action of this bioflavonoid. However, this action is
not seems to be mediated through serotonergic system.
https://www.ncbi.nlm...pubmed/26190180
https://www.ncbi.nlm...pubmed/25600371
https://www.ncbi.nlm...pubmed/21244373
https://www.ncbi.nlm...pubmed/25449359
https://www.ncbi.nlm...pubmed/21924247
And many many more research articles show the anxiety fighting charicteristics of
various flavonoids.
https://www.ncbi.nlm...les/PMC4997290/
Higher flavonoid intakes may be associated with lower depression risk, particularly
among older women.
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https://www.ncbi.nlm...pubmed/23460966
https://www.ncbi.nlm...pubmed/24717328
https://www.ncbi.nlm...pubmed/24947870
And dozens more.
Members and foods they have consumed on the high flavinoid list.
garbanzo beans ‐1
raspberries ‐ 3
lettuce ‐ 1
quinoa ‐ 3
Xiaojie ‐ Red Peruvian quinoa. I thank God every day for his creating it. It is a protein‐
packed, vitamin and mineral‐packed seed that you throw in your rice cooker and
cook the same way you would cook rice (but I add a couple of tablespoons of coconut
oil to it). Keeps you feeling energetic, and keeps your digestive system doing what it's
meant to do, only more efficiently ‐ so helps purge the body of crap ‐ literally, lol. I
HIGHLY recommend it eating a bowl of it every day. Sometimes I eat a bowl of it
twice a day. I can tell by how good I feel after eating it that my body loves it. And it
has weight loss benefits, as well. Eating lots of fresh vegetables, fish, nuts, coconut
oil, and quinoa (very high in protein) daily.
sweet potatoes ‐ 3
cantaloupe ‐ 1
plums, cranberries, chili peppers, cabbage. peaches. romaine lettuce ‐1
turnip greens (Greens in general) ‐ 13
watermelon ‐ 2
strawberries ‐ 4
almonds ‐ 11
oranges ‐ (Icluding the mention of citrus) ‐ 9
tomatoes ‐ 4
apples ‐ 8
cherries ‐ 4
lemons ‐ 2
celery ‐ 3
blueberries ‐ 6
bananas‐ 12
bell peppers ‐ 1
grapefruit ‐ (also see 'citrus' above) ‐ 3
FH ‐ Buspirone (Buspar) is a seratonin 5‐HT1A receptor partial agonist and a
dopamine antagonist at the D2 receptor, D3 receptor and D4 receptors. It functions
as a weak anti‐anxiety medication similar to diazepam in strength (a weak benzo).
DO NOT take with grapefruit or grapefruit juice.
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Member warnings
Just read that one should not drink grapefruit juice while taking Zoloft...bad
interaction See ... https://www.ncbi.nlm...pubmed/10890261 for details.
Autimom ‐ Did you know that GRAPEFRUIT products can cause an interaction with
the following medications: Buspirone (BuSpar), Antiarrhythmia ‐ Amiodarone
(Cordarone), Antidepressant ‐ Sertraline (Zoloft), Antihistamine ‐ Fexofenadine
(Allegra),. Anti‐seizure ‐ Carbamazepine (Carbatrol, Tegretol), Calcium channel
blocker (BP medication) ‐ Nifedipine (Procardia), nimodipine (Nimotop), nisoldipine
(Sular), Statin ‐ Simvastatin (Zocor), lovastatin (Mevacor), atorvastatin .
rebecca ‐ Avoid Grapefruit Juice. Grapefruit juice is an inhibitor of the cytochrome P‐
450 enzymes. These enzymes are known to metabolise (break down) (SSRI)
antidepressants in the liver. Drinking grapefruit juice whilst you are taking an (SSRI)
antidepressant can create a serious toxic reaction, because the (SSRI) antidepressant
will build to toxic levels in the bloodstream! (only certain antidepressants)
Note ‐ Because both CYP1A2 and CYP2D6 are responsible for duloxetine metabolism,
potential exists for clinically important drug interactions when duloxetine is
concurrently administered with CYP1A2 inhibitors, CYP2D6 inhibitors, and CYP2D6
substrates. (See Interactions.)( Drugs.com) while cytochrome P – 450 3A4 substrates,
has also been implicated to be inhibited by grapefruit juice. There is NO medical
research to show that grapefruit juice interacts with Cymbalta. This is confirmed by
the FDA ..
https://www.fda.gov/...g/ucm093664.htm
https://www.ncbi.nlm...pubmed/10851844
Several actual examples on interactions with selective serotonin re‐uptake inhibitors,
HMG‐CoA reductase inhibitors, mibefradil, sildenafil, protease inhibitors and with
grapefruit juice are discussed.
parsley ‐ 2
onions (red) ‐ 3
tea ‐ A great many and will be addressed by types of tea tried.
chamomile flowers (tea) ‐ 17
FN ‐ chamomile tea helps some folks with the gastro issues (I wasn't one of them)
but... helped me (with sleep) chamomile and valerian tea
FH ‐ "There is a new sleep aide out called Somnapure. It is flying off the shelfs and
being hailed as a wonder cure for insomnia. BUT.....As you can see the ingredients
are listed below;
Supplement Facts
Serving Size: 2 Tablets
Servings Per Container: 30
Valerian (Valeriana Officinalis) Root Extract 500 mg*
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Lemon Balm Extract Leaf 300 mg*
L Theonine 200 mg*
Hops Extract Strobile 120 mg*
Chamomile Flower Extract 50 mg*
Passion Flower Extract Aerial 50 mg*
Melatonin 3 mg*
* Daily Value not established.
"Most of these ingredients have strong drug interactions and/or side effects except
for melatonin. There has been a rash of people landing in the hospital for reactions to
this med, especially if they are on antidepressants. Use with caution."

• Chamomile Tea
https://www.ncbi.nlm...les/PMC6970572/
Chamomile tea also helps modulate the actions of dopamine and serotonin, helping
to offset or at least reduce the impact of depressive symptoms
Chamomile tea helps modulate the actions of dopamine and serotonin.

• Lemon Balm Tea
Definitely worth a try for most. Lemon balm is another good suggestion but it does
contain a low concentration of beta‐blockers. Beta blockers like atenolol are often
used to help with anxiety and heart palpitations. One of their side effects is to lower
blood pressure (this is part of their calming effect). The effect is so small that it isn't
an issue for most unless they are already on BP medicine.
LadyNancy ‐What I did find helpful was Lemon Balm Tea which I can drink at any
time of the day and it helps. When I have it at night with the meds that relax me I am
sure to sleep though so if you are going to try it then do so in the evening in case it
makes you sleepy.

• Feverfew
Tria ‐ The herb Feverfew was given to me by a doctor but I was allergic to it.
Wiki ‐ Long‐term use of feverfew followed by abrupt discontinuation may induce a
withdrawal syndrome featuring rebound headaches and muscle and joint pains.
Feverfew can cause allergic reactions, including contact dermatitis. Other side
effects have included gastrointestinal upset such as nausea, vomiting, abdominal
pain, diarrhea, and flatulence. When the herb is chewed or taken orally it can cause
mouth ulcer and swelling and numbness of the mouth. Feverfew should not be taken
by pregnant women. It may interact with blood thinners and increase the risk of
bleeding, and may also interact with a variety of medications metabolized by the
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liver.

• Linden flowers
To be further updated...

• Passionflower
LadyNancy ‐ If you don't take any OTC sleeping aids you can also try some lemon
balm or passionflower tea made quite strong at night. It helps relax the muscles
which eases the pressure in the head. So far I have found that Lemon Balm,
Passionflower and omega3 are very good. For nervousness, try Passionflower 2ml up
to 3 times a day.
BRZ ‐ my new anti anxiety drug is Lindt's 90% cocoa chocolatewine ‐ 22 ‐ Alcohol is
dangerous when taking Cymbalta but small amounts may help GABA production
after coming off Cymbalta.
FH ‐ when they (cramps) get real bad she can take about 6 or 7 tablespoons of wine
and in 15 minutes they are gone.
Wagtail ‐ I can feel the effects today & my balance is very bad so I have learned a
lesson , NO wine whilst suffering w/d . I find that when I drink wine the side effects
are worse.
Zappalta ‐ I am 80% better ‐I do find if I get overtired or have a glass of wine I have
some symptoms return‐so no wine when i dine out for now.
Zazzed ‐ slight buzzing had a glass of wine it went away.... go figure
CV ‐ There is nothing you can do (I found that a couple of glasses of red wine in the
evening made a big and positive impact.
Shaun ‐ a glass of wine every couple nights has helped me a lot
HZN ‐ I only drink a small glass of wine occasionally. On March 19 I became so sick
with nausea that I thougt 4 ounces might help. WRONG! It made me feel so much
WORSE!
Drugfree ‐ Alcohol is a definite no‐no. I had a glass of wine a few days ago and had a
horrible sleep followed by a full day of feeling hung over. One glass of wine should
not make me hung over.
Jen ‐ Someone on this board recommended red wine in the evening ... and absolute
Godsend. The red wine took away the symptoms completely and helped me get to
sleep.
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• Flavinoid supplements
A typical person should consume 20 to 100 grams of flavonoids each day.Other
sources say 250 to 750 milligrams per day (0.25 to 0.75 grams per day). It is
recommended to start dosage low and build slowly until you are comfortable. As of
this date NO medical research has been done to determine the daily requirement for
flavonoid intake. There are over 4000 flavonoids that have been identified and each
act at slightly different doses. Bioflavonooids (from citrus sources) help to facilitate
Vitamin C usage but some are sensative to them (1 member) and heartpounding,
skip beats and other cardiac arythmias may occur.

• Gaba Supplements
The only way to deliver GABA effectively is to circumvent the blood‐brain barrier.
Indeed, there are a small, limited number of over‐the‐counter supplements that are
derivatives of GABA, such as phenibut and picamilon combines niacin and GABA and
crosses the blood–brain barrier as a prodrug that later hydrolyzes into GABA and
niacin.

• Phenibut
There are numerous reports of withdrawal symptoms on Internet forums and blogs
including "nervousness and shakiness, psychomotor agitation, feeling easily annoyed
and irritated, fatigue, poor appetite, heart pounding and racing, nausea, insomnia,
and feeling tense and keyed up", consistent with its GABAB agonist properties. There
has been no systematic study of this problem. Very limited data to show it can be
both anti‐anxiety and antidepressant in nature.
http://www.ncbi.nlm....pubmed/23391959
http://www.ncbi.nlm....pubmed/21476277
http://www.ncbi.nlm....pubmed/20841974
http://www.ncbi.nlm....pubmed/19899708
http://www.ncbi.nlm....pubmed/19334514
http://www.ncbi.nlm....pubmed/18607733
IUN ‐ "This Phenibut rubbish has really hit me hard today ‐ having occasional sweats,
zero appetite, anhedonia and depression that I prayed would never come back."
IUN ‐ I decided to try Phenibut for the wife and myself. Phenibut is a GABA
antagonist, with anxiolytic properties which are said to relax the nervous system and
thereby relieve anxiety ‐ and potentially depression.
I got 20gm from a very reliable source who has been trading for a number of years
within the EU (not sold legally in the UK). It is very bitter to taste and you can have in
powder or salted crystal form. The former is mixed with water and drunk; the latter
taken sublingually (under the tongue). Effects are similar according to sources, but I
went with the powder.
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A typical dose is 750‐1500mg.. apparently. So knowing only too well, I started out
with 500mg. Did nothing for the wife or myself. Next day went to 750mg ‐ still
nothing ‐ no different. Third day I went to 1000mg and the wife to 1250mg.... holy
cow!
How can 250mg make that much difference?!
We both had the same effects. At peak dosage ‐ around 4‐5 hours, we were both
acting like we were on something like cocaine ‐ laughing, joking, jabbering on at
about 50 syllables/second, eating way too much. Apart from being a bit lightheaded,
it was an "interesting" couple of hours. Do not expect anything to occur for at least
90 minutes to 2 hours after taking the dose ‐ DO NOT take more after the first dose.
Wait for 24 hours before trying another dose ‐ even a few extra milligrams.
Whilst, true enough, there was no depression and no anxiety... and the wife did 2
hours of work, and then went and did some grocery shopping ON HER OWN, which is
a huge deal, she was all over the place on the way back and spilt some chicken tikka!!
It is not the sort of effect you want for an ongoing anti‐anxiety drug in my opinion.
However... 6‐7 hours passed and then we both felt a huge come down... again as one
might expect from a class A. We were both feeling a lot more dizzy, and then very
nauseous. Then, perhaps inevitably, we were both vomiting. We both then stayed in
bed for a good couple of hours to sweat it out and finally the course had passed and
"normality" resumed.
Take this as you will ‐ but an experience of Phenibut of two people having the same
experience.
https://www.ncbi.nlm...les/PMC5952553/
IUN ‐ That's what it says, but most people find the onset takes a good couple of
hours. I have read in places that it takes around 30 minutes, but from the experiences
that I have noted, this is far from the case. And was corroborated by the wife and
myself.
There is no question that it really hit full whack at around 4 hours following the dose.
The mania episode lasted between 2.5 ‐ 3 hours and then the come down onset was
also instantaneous....
IUN ‐ I have been doing some homework on the use of Phenibut, and I needed to
post what I found here because I don't want anyone to read this and do something
wrong.
Phenibut should only be taken in doses of 1mg and above ONCE A WEEK at the very
most. This I have since found is the dose for recreational use rather than an ongoing
maintenance dose of relieving depression and anxiety; I am still working on this one.
Obviously, being an occasional Kratom user, I wanted to know the effects if I was
foolish enough to combine them ‐ not that I would ‐ but it is always safe to know.
Whilst I have found that they are OK when combined, the information found in this
Reddit link shows just how much you need to RESPECT THE DOSE of the Phenibut.
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Please read at the discussion below just what the effects of Phenibut can do if
abused. The words "worse than heroine withdrawal" should do it if nothing else.
https://www.reddit.com/r/kratom/comments/a2f2f4/phenibut_and_kratom/
THIS is why I am working on a very low dose, and THIS is why after taking it three
days straight that I had such a reaction.
Nausea to vomit was about 20 minutes.
IUN ‐ Woke up to depression that I prayed would never darken my thoughts ever
again. Perfect timing as it was therapy day!
But this Phenibut is no joke. Two doses and I really have been done a number by this
stuff. It would seem that even after doses around 1.5gm, just once off, people have
had a week of depression follow suit;
https://www.reddit.c...gh_dose_binges/
I really wish I had seen this before I went near it. I am guessing that the worst of it
was delayed from my large dose on Wednesday as I took another half dose on
Saturday. But this is now out of the system as of this evening, so this explains the day
I have had.
IUN ‐ Another update...
After the above, I gradually got better until today where I feel fully recovered from
the effects. So 6 days after second dose ‐ had I have not taken the second dose, I
would still have had the same rebound effects, but a couple of days sooner.
Whilst I am not going near the stuff again, the wife has agreed to trial it at smaller
and more frequent doses as it would be prescribed. So today she is taking 250mg
twice a day for five days. At this point we will see if there is any improvement. I don't
want her on doses higher than this as it will lead to a withdrawal when she has to
stop and as far as I can tell, anything close to 1gm per day continuously invites a bit
of a withdrawal, so halving this keeps those odds quite low.
I would anticipate some sort of withdrawal after it is stopped, but done slowly, I do
not see a problem.

• Picamilon
Picamilon is able to cross the blood‐brain barrier and then is hydrolyzed into GABA
and niacin. The released GABA in theory would activate GABA receptors potentially
producing an anxiolytic response. The second released component, niacin acts as a
strong vasodilator, which might be useful for the treatment of migraine headaches.
Very limited data to show it can be both anti‐anxiety and antidepressant in nature.
Reported side effects include, but are not limited to, lightheadedness and decrease
in blood pressure.
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Phemibut has been researched more completely than picamilon. Neither are to be
taken with benzos as they interfer with the performance of the benzo.
http://www.ncbi.nlm....pubmed/14558352
http://www.ncbi.nlm..../pubmed/2736292
Member comments
AKA ‐ By the way, I'm taking 400mg of SAM‐e in the morning and 500 of GABA once
in the morning and once at night. I've been feeling pretty good mood wise for the last
two weeks on this combination. My persistent issue is sleep disturbances.
FH ‐ both SAM‐e and GABA can cause sleep disturbances including constant
dreaming, erratic sleep and disturbing dreams.
FN ‐ Caution ‐Aspartame causes "The ATP stores [adenosine triphosphate] in the cells
are depleted, indicating that low concentrations of glucose are present in the cells,
and this in turn will indirectly decrease the synthesis of acetylcholine, glutamate and
GABA (gamma‐aminobutyric acid)."
Note ‐ Indicates one should decrease the use of aspartame during withdrawal.
Flossy ‐ Apparently xanax depletes your natural gaba.The gaba is actually helping a
lot! I am so angry and agitated at the moment due to cymbalta withdrawal and gaba
is calming me a lot.
Note as mentioned above, benzos compete with gaba for the same receptors it does
not deplete the gaba in your brain.
tt2k ‐ They specialize in 5 htp, GABA, and other amino acids that totally help your
body regulate and produce the chemicals your body needs to fight anxiety and
depression. TOTALLY WAS A BLESSING!!!
phtech ‐ How it works: Gaba is an inhibitory neurotransmitter that slows activity in
the brain and makes it easier to fall asleep. How to use:Take 500mg to 1000 mg one
hour before bedtime if you have trouble getting to sleep. IF your problem is that you
wake in the middle of the night and cant go back to sleep, then take it then. Do not
exceed recommended doses on the package. Do this for two weeks. If it doesn't help,
talk to your doctor. Caution: combining GABA with prescription or over‐the counter
sleep aids can cause excessive sedation."
Cam ‐ GABA ‐ 250 mg when I'm feeling restless (helps your neurotransmitters kick in
to relax)
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• GABA calm
Contains magnesium, GABA, glycine, n‐acetyl l‐tyrosine and taurine also sorbitol,
mannitol, stearic acid, modified cellulose gum, natural orange flavor, and
magnesium stearate.

• Gaba Plus
maccacat ‐ He started taking a supplement called Gaba Plus and told me he feels a
difference.
Ingredients: GABA, glutamine, passionflower aerial parts, taurine and spirulina.
http://www.cymbaltaw...‐advice‐please/
Includes a detailed discussion on Gaba
• Medicines that react with the Gaba receptors
See ... https://en.wikipedia...eceptor_agonist
Agonists which stimulate the gaba receptors.
https://en.wikipedia...ptor_antagonist
Antagonists which inhibit the gaba receptors.
FN ‐ Trazadone works on the GABA receptors....
Note ‐ to some extent but it also reacts with over 20 other receptors.
See ‐ https://www.ncbi.nlm...pubmed/15610924
Both klonopin and baclofen work on the GABA receptors Wiki
Drug Interactions
https://link.springe...?no‐access=true
Not involved with Serotonin Syndrome

• Vitamin C
https://www.ncbi.nlm...les/PMC2649700/
Ascorbate is proposed as a neuromodulator (effects the performance of other
neurons) of glutamatergic, dopaminergic, cholinergic and GABAergic transmission
and related behaviors.

• Antihistamines
The H2 antihistamine receptor is found throughout the hypothalamus, thalamus and
central nervous system including neurons (nerve cells). It stimulates formation of
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cAMP (a compound used to transport energy), protein formation, muscle
contraction, blood pressure and much more. The receptor is found in neurons and
when stimulated it acts to inhibit other neurotransmitter formation including
dopamine, GABA, acetylcholine, noradrenaline, histamine and serotonin. WIKI

• Antidepressants
http://www.ncbi.nlm....pubmed/15451391
In comparison with saline, citalopram (Celexa) produced a mean increase of 35% in
relative brain GABA concentration in the occipital cortex.
https://www.ncbi.nlm...pubmed/25082715
Zolpidem (Ambien) increases GABA in depressed volunteers maintained on SSRIs.
https://www.ncbi.nlm...pubmed/11925309
A significant increase in occipital cortex GABA concentrations was seen after SSRI
treatment.
http://www.cymbaltaw...nts‐effect‐gaba
Articles On How Anti‐Depressants Effect Gaba
https://www.yahoo.co...‐175100717.html
Antidepressants could lead to lifelong dependence, doctors warn, since going off
them can trigger agitation, headaches, and flu‐like symptoms
The condition — known as antidepressant continuation syndrome — isn't the same
thing as drug addiction, because users don't take the drugs to get a "high."
"However," the authors write in a clinical review in The Journal of the American
Osteopathic Association, "with extended use, [antidepressants] can be notoriously
difficult to quit because they can produce a state of physical dependence."
Doctors often over‐prescribe antidepressants and don't have advice patients on how
to best wean themselves off the drugs over time, which leads to patients becoming
dependent on them, the authors warn.

• Supplements that effect Gaba
Details on these supplements will be given in the following section.

• Thiamine (Vitamin B1)
Thiamine (Vitamin B1) is used in the biosynthesis of the neurotransmitters
acetylcholine and gamma aminobutyric acid (GABA). Humans must obtain it from
their diet. Thiamine deficiency has a potentially fatal outcome if it remains
untreated. There are no reports available of adverse effects from consumption of
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excess thiamine by ingestion of food and supplements. Thiamine increases the flow
of glutamate into the cells for use in neurotransmitter formation. Wiki
Note ‐ Use of thiamine supplements may increase gaba concentrations in the brain
but it may also increase acetylcholine. This may account for the variety of responses
by members.
No research found to indicate Thiamine is anxiolytic.

• B6 (Pyridoxine)
B6 (pyridoxine) is involved in many aspects of macronutrient metabolism,
neurotransmitter synthesis, histamine synthesis, hemoglobin synthesis and function,
and gene expression. It is a factor in the biosynthesis of five important
neurotransmitters: serotonin, dopamine, epinephrine, norepinephrine, and gamma‐
aminobutyric acid (GABA).
https://www.ncbi.nlm...pubmed/10746516
50 mg B6 with Mg
https://www.ncbi.nlm...pubmed/15554143
Magne‐B6 (a magnesium lactate/pyridoxine combination), effective. 14 days to start.

• Benzodiazepines
https://www.ncbi.nlm...les/PMC2943829/
Based on collective findings in this benzodiazepine withdrawal‐anxiety model, we
propose a functional model illustrating the changes in glutamate receptor
populations at excitatory synapses during benzodiazepine withdrawal.
(Physically alters GABA receptor shape and function during withdrawal.)
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3494928/
Chronic BZ treatment results in allosteric uncoupling of the GABA and BZ binding
sites, suggesting changes in receptor subunit composition and/or receptor function
(reviewed in ref. 7)
(Multiple references to changes in the receptors)
Benzodiazepines enhance the effect of the GABA at the GABAAa receptor. Wiki
Anything for a quiet life? by C Heather Ashton DM, FRCP
People become tolerant to benzodiazepines probably because their nerve cells
respond by producing fewer receptors for GABA/benzodiazepines. This
phenomenon, known as "down regulation", means that the number of "high affinity"
GABA receptors decreases in response to the enhancement of GABA caused by the
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drug. Benzodiazepines do not decrease GABA concentrations; instead they alter
GABA‐receptor affinity.
https://ajp.psychiat...ajp.161.12.2186
Panic disorder patients had a deficient GABA neuronal response (blunted reduction
of occipital cortex GABA level) to acute benzodiazepine administration, compared to
the healthy subjects, who exhibited a significant decrease in occipital cortex GABA
levels after this intervention. The patients also appeared to have persistently low
occipital cortex GABA after chronic benzodiazepine treatment.
I have found numerous articles like these that show that high dose and/or long‐term
use of Benzos causes improved activity of GABA synapses which leads the body to
reduce the number of gaba synapses resulting in high blood concentrations of
benzos and low concentration of gaba.
Caution ‐ During withdrawal, fluoroquinolone‐based antibiotics are best avoided if
possible; they displace benzodiazepines from their binding site and reduce GABA
function and, thus, may aggravate withdrawal symptoms.
Strongist Benzos
Drug Name / Common Brand Names / Elimination Half‐Life / Therapeutic use /
Approximate Equivalent Dose
Alprazolam Xanax, 6‐12 hours anxiolytic 0.5 mg
Bromazepam Lexotanil, 10‐20 hours anxiolytic 5‐6 mg
Chlordiazepoxide Librium, 5‐30 hours anxiolytic 25 mg
Cinolazepam Gerodorm . 9 h hypnotic 40 mg
Clonazepam Klonopin, 18‐50 hours anxiolytic, 0.5 mg
Clorazepate Tranxene [36‐100 hours] anxiolytic, anticonvulsant 15 mg
Diazepam Valium, 20‐100 hours [36‐200] anxiolytic, anticonvulsant, muscle relaxant
10 mg
Estazolam ProSom 10‐24 h hypnotic 1‐2 mg
Flunitrazepam Rohypnol, 8‐26 hours [36‐200 hours] hypnotic 1 mg
Flurazepam Dalmadorm, [40‐250 hours] hypnotic 15‐30 mg
Flutoprazepam Restas 60‐90 hours hypnotic 2‐3 mg
Halazepam Paxipam [30‐100 hours] anxiolytic 20‐40 mg
Ketazolam Anxon 30‐100 hours [36‐200] anxiolytic 15‐30 mg
Loprazolam Dormonoct 6‐12 hours hypnotic 1‐2 mg
Lorazepam Ativan, 10‐20 hours anxiolytic,anticonvulsant 1 mg
Lormetazepam Loramet, 10‐12 hours hypnotic 1‐2 mg
Medazepam Nobrium 36‐200 hours anxiolytic 10 mg
Midazolam , Versed, 3 hours (1.8‐6 hours) hypnotic 5 ‐8mg
Nimetazepam Erimin 14‐30 hours hypnotic 5 mg
Nitrazepam Mogadon, 15‐38 hours hypnotic, anticonvulsant 10 mg
Nordazepam Madar, 50‐120 hours anxiolytic 10 mg
Oxazepam Seresta, 4‐15 hours anxiolytic 30 mg

153

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

Phenazepam феназепам 60 hours anxiolytic, anticonvulsant 1 mg
Pinazepam Domar 40‐100 hours anxiolytic 20 mg
Prazepam Lysanxia, 36‐200 hours anxiolytic 10‐20 mg
Premazepam 10‐13 hours anxiolytic 3.75 mg
Quazepam Doral 39‐120 hours hypnotic 20 mg
Temazepam Restoril, 8‐22 hours hypnotic 20 mg
Tetrazepam Mylostan 3‐26 hours Skeletal muscle relaxant 100mg
Triazolam Halcion, 2 hours hypnotic 0.25 mg
Clobazam Frisium, 8‐60 hours anxiolytic, anticonvulsant 20 mg
Flumazenil Anexate, 1 hour antidote Typical dose 0.2 ‐ 0.6 mg
Eszopiclone Lunesta 6 hours hypnotic 3 mg
Zaleplon Sonata, 1 hours hypnotic 20 mg
Zolpidem| Ambien, 2.6 hours hypnotic 20 mg
Zopiclone Imovane, 4‐6 hours hypnotic |15 mg
Most lists of "strongest benzos" are from forums. Medical drs rate benzo strength
based on the affinity of the benzo to the gaba receptors and that is reflected in the
equivalent dose table above.
Most doctors who have weighted in agree that number one is alprazolam and
clonazepam and are followed by lorazepam.. Triazolam is actually the strongest but
is not frequently used as it does not effect anxiety only is a hypnotic.
Most addictive ‐ Flunitrazepam (Rohypnol) Clonazepam (Klonopin) Diazepam
(Valium) Alprazolam (Xanax) Lorazepam (Ativan). Most drs agree with this list in
general. Again, this is a reflection on the drugs affinity for the gaba receptor.
Obviously Rohypnol (the date‐rape drug) is illegal in most countries.
Withdrawal ‐ Again most addiction websites and forum responses from people and
drs say that it relates to affinity for the gaba sites. The lists usually mention Rohypnol
first followed by Clonazepam , Alprazolam and Lorazepam.
Member Comments
Mxpro ‐ I read this study:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5852433/
It sounds like the benzo interferes with your ability to feel and subsequently your
ability to work through trauma. It prevents the benefits of therapy as well. The study
shows all sorts of other ways it just makes issues worse. This is what I feel is
happening since I love been on it a while. I felt like I was getting to the point in my
withdrawal where I was feeling and dealing with underlying issues and making
progress. Now I just feel numbed out and hopeless. I might be willing to go through
more misery if it means getting off this crap and closer to being healthy.
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• L‐theanine
L‐theanine is an amino acid precursor to glutamate (involved in the synthesis of
GABA) and glutamine. It can cross the blood brain barrier. It is only produced by
plants and fungi and a component in some teas. It inhibits glutamine transporters
and glutamate transporters, and thus blocks the reuptake of glutamine and
glutamate. Theanine increases serotonin, dopamine, GABA, and glycine levels in
various areas of the brain. Caution – Most plants that contain L‐theanine also
contain caffeine and it can be a significant contaminant in L‐theanine supplements. It
is synthesized from glutamate using the enzyme glutamate decarboxylase and
pyridoxal phosphate (which is the active form of vitamin B6) as a cofactor. This
process converts glutamate, the principal excitatory neurotransmitter, into the
principal inhibitory neurotransmitter (GABA).
http://en.wikipedia.org/wiki/Theanine
https://www.ncbi.nlm...pubmed/21208586
Effective, 400 mg/day
https://www.ncbi.nlm...pubmed/15378679
Not effective on anxiety, 200 mg/day
https://www.ncbi.nlm...les/PMC4137547/
Used to treat PTSD. It was successful in treating 8 gene problems associated with
PSTD in the hippocampus and amygdala.
https://www.ncbi.nlm.nih.gov/pubmed/30707852
GABA and l‐theanine mixture decreases sleep latency and improves NREM sleep.
GABA/l‐theanine mixture has a positive synergistic effect on sleep quality and
duration as compared to the GABA or l‐theanine alone. The increase in GABA
receptor and GluN1 expression is attributed to the potential neuromodulatory
properties of GABA/l‐theanine combination, which seems to affect sleep behaviour.
https://www.ncbi.nlm.nih.gov/pubmed/31758301
The Effects of Green Tea Amino Acid L‐Theanine Consumption on the Ability to
Manage Stress and Anxiety Levels: a Systematic Review.
The green tea amino acid, L‐theanine (L‐THE) is associated with several health
benefits, including improvements in mood, cognition and a reduction of stress and
anxiety‐like symptoms. This systematic review evaluated the effect of pure L‐THE
intake, in the form of orally administered nutritional supplements, on stress
responses and anxiety levels in human randomised controlled trials. Following the
Preferred Reporting Items for Systematic Reviews and Meta‐Analyses (PRISMA)
checklist, 9 peer‐reviewed journal articles were identified where L‐THE as a
supplement was compared to a control. Our findings suggest that supplementation
of 200‐400 mg/day of L‐THE may assist in the reduction of stress and anxiety in
people exposed to stressful conditions. Despite this finding, longer‐term and larger
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cohort clinical studies, including those where L‐THE is incorporated into the diet
regularly, are needed to clinically justify the use of L‐THE as a therapeutic agent to
reduce stress and anxiety in people exposed to stressful conditions.
https://www.ncbi.nlm.nih.gov/pubmed/31623400
Effects of L‐Theanine Administration on Stress‐Related Symptoms and Cognitive
Functions in Healthy Adults: A Randomized Controlled Trial.
Participants were 30 individuals (nine men and 21 women; age: 48.3 ± 11.9 years)
who had no major psychiatric illness. L‐theanine (200 mg/day) or placebo tablets
were randomly and blindly assigned for four‐week administration.
Our findings suggest that L‐theanine has the potential to promote mental health in
the general population with stress‐related ailments and cognitive impairments.
https://www.ncbi.nlm.nih.gov/pubmed/30580081
L‐theanine in the adjunctive treatment of generalized anxiety disorder: A double‐
blind, randomised, placebo‐controlled trial.
We conducted a 10‐week study (consisting of an 8‐week double‐blind placebo‐
controlled period, and 1‐week pre‐study and 2‐week post‐study single‐blinded
observational periods) involving 46 participants with a DSM‐5 diagnosis of GAD.
Participants received adjunctive L‐theanine (450‐900 mg) or matching placebo with
their current stable antidepressant treatment, and were assessed on anxiety, sleep
quality, and cognition outcomes. Results revealed that adjunctive L‐theanine did not
outperform placebo for anxiety reduction on the HAMA (p = 0.73) nor insomnia
severity on the Insomnia Severity Index (ISI; p = 0.35). However, LT treated
participants reported greater self‐reported sleep satisfaction than placebo (ISI item
4; p = 0.015). Further, a separation in favour of L‐theanine was noted on the ISI in
those with non‐clinical levels of insomnia symptoms (ISI ≤ 14; p = 0.007). No
significant cognitive effects (trail making time and the modified emotional Stroop)
were revealed. While this preliminary study did not support the efficacy of L‐
theanine in the treatment of anxiety symptoms in GAD, further studies to explore
the application of L‐theanine in sleep disturbance are warranted.
https://www.ncbi.nlm.nih.gov/pubmed/30474152
L‐theanine ameliorate depressive‐like behavior in a chronic unpredictable mild stress
rat model via modulating the monoamine levels in limbic‐cortical‐striatal‐pallidal‐
thalamic‐circuit related brain regions.
The monoamine neurotransmitters that involve serotonin (5‐HT), norepinephrine
(NE), and dopamine (DA) were measured in the limbic‐cortical‐striatal‐pallidal‐
thalamic (LCSPT)‐circuit related brain regions, including the prefrontal cortex (PFC),
nucleus accumbens (NAC), striatum (ST), amygdala, and hippocampus (HIP). L‐
theanine ameliorated the depressive‐like behaviors in the chronic unpredictable mild
stress (CUMS) rat model. In the PFC, NAC, and HIP, L‐theanine administration
significantly increased the levels of 5‐HT, NE, and DA. In the ST, the levels of 5‐HT
and DA were increased after the administration of L‐theanine. However, in the HIP,
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only the level of DA significantly changed after the treatment of L‐theanine. Taken
together, these results indicated that L‐theanine has possibly antidepressant‐like
effects in the CUMS rat model, which could be mediated by the monoamine
neurotransmitters in the LCSPT‐circuit related brain regions.

Increasing Production of Endorphins
When you are low in endorphins, you are more likely to feel anxious, depressed,
stressed out, and unable to enjoy life or experience joy.
https://en.wikipedia...wiki/Endorphins
Endorphins are endogenous opioid neuropeptides and peptide hormones in humans
and other animals. They are produced by the central nervous system and the
pituitary gland. The principal function of endorphins is to inhibit the transmission of
pain signals; they may also produce a feeling of euphoria (pleasure,happiness) very
similar to that produced by other opioids.
How to increase endorphin levels

• Sniff some vanilla or lavender
Vanilla causes an increase in production of endorphins. This is wht it can help so
many with anxiety. The endorphins released when inhaling lavender creates a
calming effect that may even enhance sleep and relieve depression.
https://www.ncbi.nlm...les/PMC4325408/
http://www.sciencedi...221169115001033
Ward, A., & Ward, K. (2006). U.S. Patent Application 11/609,330.

• Vanilla Oil
Comments from Members
Plzhelp ‐ I just recently learned that 'vanilla' is now something i am currently allergic
to (i get headaches).
• Lavender Oil
There was some indication that lavender essential oil may effect dopamine receptors
but not proven yet.
Members 12 positive and 1 negative comment.

157

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

SCL ‐ I also have a sleep blend of Serenity, lavender, sandalwood, and bergamot. The
calming blend even helped me with a headache without meds!
Gail ‐ What helps me is bubble bath with lavender essential oil.
CurlyKate ‐ The tips on bathing aren't working, my skin feels so tingly and creepy
crawly that even my hair and clothing are painful...lavender and any other smells are
triggering migraines...lost all appetite...can't sleep...this really sucks!
Gene ‐ I agree 100% with the lavender scent, amazing how calming it is

• Essential Oils
Warning ‐ Many essential oils are toxic to the liver and may collect there. Especially
if taken orally or applied on the skin in large quantities or freqjently.
The oils listed underneath are banned (FDA) and can cause toxicity if taken internally
as well as dermally (eg. in a massage blend).
• Almond butter
• Boldo leaf
• Calamus
• Camphor
• Horseradish
• Jaborandi leaf
• Mugwort
• Mustard
• Nightshade
• Pennyoyal (both European and North American)
• Rue
• Sassafras
• Savin
• Southernwood
• Stinging nettles
• Tansy
• Thuja
• Wintergreen
• Wormseed
• Wormwood
http://essentialoils.../toxic‐oils.htm gives details on each of these oils.
Medical research on DERMAL toxicity of essential oils.
https://www.ncbi.nlm...les/PMC3546250/
https://www.ncbi.nlm...pubmed/23663182
https://www.ncbi.nlm...pubmed/15771186
https://www.ncbi.nlm...pubmed/16324777
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https://www.ncbi.nlm...pubmed/25272759
About lemon, ginger and clove toxicity.
https://www.ncbi.nlm...pubmed/15895251
Recent growth in aromatherapy sales has been accompanied by an unfortunate
increase in accidental poisoning from these products. Clove oil warrants special
attention.

• Take Ginseng (red ginseng preferably)
https://www.ncbi.nlm...pubmed/16450289
http://muskrat.middl...ch/ginseng.html
Butterflygt ‐ Combining that with breathing techniques, drinking lots of water and
even green tea with ginseng and lemon it made everything bearable.

• Exercise
https://www.ncbi.nlm...pubmed/18604371
Overtraining (OT) is a complex and multifactorial sport phenomenon, and there is no
independent marker that can diagnose OT. The main stimulus for beta‐end(1‐31)
secretion is to exercise because its secretion is volume/intensity dependent for both
aerobic and anaerobic exercise. Excess training, however, may reduce beta‐end(1‐
31) concentrations, thus altering its beneficial effects. Therefore, beta‐end(1‐31)
could be used as an additional OT marker, mainly because its effects are strongly
related to OT symptoms.
https://www.ncbi.nlm.../pubmed/1553453
https://www.ncbi.nlm.../pubmed/6091217
https://www.ncbi.nlm.../pubmed/9257407
and many more
As indicated by the first research article, the degree of exercise determines the
quantities of endorphins. As many of our members related that light to moderate
activities often made them feel better but heavy exercise often brought on an
increase in withdrawal symptoms. Stretching also releases endorphins.

• Laughter
To be updated...

• Sex
To be updated...
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• Chocolate (unsweetened cocoa)
One of the more unique neurotransmitters released by chocolate is
phenylethylamine. This so called "chocolate amphetamine" causes endorphin levels
to rise significantly.
https://www.ncbi.nlm.../pubmed/1805284
http://www.sciencedi...16503270600084X
https://www.elsevier...about‐chocolate
and more.
Members on Cocoa ‐ 4 all positive.
BRZ ‐ my new anti anxiety drug is Lindt's 90% cocoa chocolate
Members on Chocolate ‐ 18 comments, 6 mention dark unsweetened chocolate, and
4 negative comments about a sugar rush followed by a crash.
FN ‐ for example, Lindt makes choco bars in different % ... the darkest is 90%
chocolate ... bitter, but I've gotten to love it ... big boost.
Boot2 ‐ I found if i combined chocolate (i am using unsweetened health food store
kind now) and valerian‐ it feels like i am almost normal again...thought i'd pass that
along.

• Music
To be updated...

• Eat something spicy
Capsaicin (trans‐8‐methyl‐N‐vanillyl‐6‐nonenamide) is a naturally occurring alkaloid
derived from plants of the genus Capsicum, better known as chili pepper fruit. It is a
member of the vanilloid family of compounds (e.g., vanillin from vanilla, eugenol
from bay leaves, cloves, and zingerone from ginger) (Hayman and Kam, 2008).
https://www.research...ions_in_the_rat
http://www.phytochem...s/capsaicin.php
https://www.ncbi.nlm.../pubmed/2944026
http://www.rspublica.../april13/54.pdf
and many more articles.

• Eat your very favorite food
To be updated...
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• Meditation
49 members tried it, 48 positive reviews and 1 negative review.
Meditation has been shown to in crease the production of endorphins.
https://www.ncbi.nlm.../pubmed/7669835
https://www.ncbi.nlm.../pubmed/9748098
Harte JL, Eifert GH, Smith R. The effects of running and meditation on beta‐
endorphin, corticotropin‐releasing hormone and cortisol in plasma, and on mood.
Biol Psychol. 1995;40:251–65. [PubMed]
Yadav RK, Magan D, Mehta N, Sharma R, Mahapatra SC. Efficacy of a short‐term
yoga‐based lifestyle intervention in reducing stress and inflammation: preliminary
results. J Altern Complement Med. 2012;18:662–7. [PubMed]
And more.
Member tips and comments
CCod ‐ Meditate daily for 20 minutes/day minimum. I use the Insight Timer app on
my iPad or the Calm app. Use the Calm app if you have never tried meditation. Calm
is really great if you have never meditated because she starts out with beginner
instructions and short meditations that last 10minutes. It WORKS every single time.
For headaches, anxiety, extreme anxiety, and yesterday, nausea got better. It is not
religious or dogmatic; it's. Breathing.
Uriel ‐ It may sound bizarre but I have been doing meditation for 15 min a day to a
meditation cd and its pretty amazing how the breathing calms your whole system.
Butterfly ‐ The name of the app is "Relieve Depression Hypnosis‐Guided meditation
and Mental Health". There is a few different ones on the app store you can try and
they are free, I really liked this one.
TM ‐ I spent a few months listening to guided Mindfulness Meditation sessions at
bedtime, and found it useful for winding down and falling asleep. You can find them
on YouTube, on CD's, and elsewhere on the net.
considering ‐ I think meditation has helped me deal with bouts of low grade
depression that I've experienced in the last seven years since I've been on Cymbalta.
So I would highly recommend it to anyone. But I recommend that you have a teacher,
even if it's meditation CDs of teachings from Sharon Saltzberg or Pema Chodron.
Tinajuli ‐ Somehow I have an anti‐reaction when I think of relaxing methods like
meditation and yoga. I tried them so much when I had that real depression and they
didn't help, and I was despaired because they didn't help.
Karen ‐ The guided meditation takes my anxiety down a lot. It might not be for you,
but it really helped me.
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Shanna ‐ Go to http://www.self‐compassion.org (my psychologist recommended this
resource). Download the 'Loving Kindness / Self‐Compassion' meditation and the
'Soften, Soothe, Allow' meditation ‐ they are free and they are a great way to start
cutting yourself a bit of slack and help you feel a bit more on top of yourself.
TBS ‐ I'd also recommend a cd set by Buddhist teacher Jack Kornfield (Not to be
confused with Jack Canfield!!!) called The Inner Art of Meditation. It's a workshop he
ran with talks and short meditations and probably my favorite of all time.
Zombie ‐ I replaced the Cymbalta with Autogenics and Guided Meditations (not
exotic meditation). My Pain Clinic has a psychologist who started me on Autogenics. I
now do them daily. For guided meditations, I like this one: Susie Mantrell's Your
Present: A Half‐Hour of Peace. If you have access to a large library system, you will
find many audio CDs on all of this so you can preview "programs" before buying CDs.
Also, there are samples or mini‐examples on youtube.
Mxpro ‐ Meditation is a practice I plan to continue, as it has been helping me greatly.

• Increased exposure to sunlight
https://www.ncbi.nlm...pubmed/24949966
https://www.ncbi.nlm...pubmed/26774381
https://www.ncbi.nlm...pubmed/16635689
https://www.ncbi.nlm...les/PMC2290997/
and more
There are numerous comments from members concerning getting enough sunlight
each day. About half of the posts are in reference to the Vit D3 deficiency that
member is suffering from and the rest are just general comments that sunlight is
good for you especially if you have depression.

• Certain touchs (hugs, massages...etc)
6 members mentioned messages in relation to their withdrawal. 5 positive. Many
others got routine massages for their fibro and frequently mentioned how relaxed
they were afterward.
TFL ‐ Today was massage and am feeling better.
Paul ‐ I ended up going to a spa and massage resort yesterday with the wife ‐ didnt
really find it relaxing at all!

• Acupuncture
https://www.ncbi.nlm...pubmed/22073885
https://www.ncbi.nlm...pubmed/22073888
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https://www.ncbi.nlm...pubmed/24215920
https://www.ncbi.nlm...pubmed/26896946
https://www.ncbi.nlm.nih.gov/pubmed/25595195
https://www.ncbi.nlm.../pubmed/7455665
and more.
Member comments and tips ‐ 15 reviews 14 positive.
FH ‐ Many of my friends and family members have had acupuncture over the years. I
think it is a great tool BUT there are a lot more idiots doing acupuncture than
experts. In fact my family has only found one so far in the states that new what he
was doing (I am sure there are others though).
Traceyish ‐ I've been trying acupuncture, and a host of natural remedies but nothing
is working.
GMI ‐ I found a lot of relief from acupuncture in the early stages of withdrawal. I’ve
mentioned in prior posts that I was never one to believe in acupuncture even though
so many people have told me what wonders it's done for them. These types of
acupuncture facilities are all over the country and one near you can be found on this
link if you’re is interested in giving it a try: https://www.pocacoop...earch‐by‐state/
Zeus ‐ However, my general practitioner thought different. She uses a combination of
eastern and western medicine and suggested acupuncture. Wow what an
improvement. I had one treatment this morning and no nausea since. Even the
fatigue is better and I feel like eating again.
considering ‐ Check out the U.S. network of Community Acupuncture Clinics. They are
a great way to get low cost acupuncture treatment.
BCH ‐ I used acupuncture, which helped amazingly well. Over a period of about 4
months I suffered very few side effect.
ECU ‐ the auriculotherapy (like acupuncture, only done on the ear alone) was based
on a 5 point protocol designed to treat heroin addicts in withdrawal, and got rid of all
the physical symptoms (temporarily) and enabled me to function while my body
adjusted.
cmonk ‐ I had been going for acupuncture treatments and yes they are wonderful
Sarahj ‐ Oh yeah, I realized how much acupuncture was helping me after the third
treatment, I went once a week. So, I hope that it provides some benefit to you. One
thing that I tried during the worst of the withdrawal is acupuncture. It really made a
difference in my overall outlook on everything, not in a magic bullet kind of way, but
my sense of being aware and wanting to take better care of myself seem to be
heightened by the experience.
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Rogerwilco ‐ Acupuncture is definitely the best way I've found to treat withdrawal
discomfort from pharma drugs. The thing about acupuncture is that it has side
effects too... but they're all GOOD! I mean, like, WOW :!:
Ramona ‐ acupuncture regularly now. It doesn't take away all the withdrawal
symptoms, but it balances the systems in your body to help you feel better while
you're going through this. Really calms down the anxiety, quiets your mind.

• Deep breathing, sighs, yawns
These activities cause an increase in the release of dopamine, endorphons and
serotonin. This fact has been used by psychologists for decades to help control
anxiety, depression and sleep. By causing yourself to yawn several time over a 10 or
15 minute period it will release enough of these neurotransmitters to help relax and
induce sleep. Sighs work much in the same fashion bugt to a lesser degree, Breathing
exercises are the most effective. A good psychologist should be used to teach the
most effective techniques.
https://www.ncbi.nlm.../pubmed/9551709
Member comments and tips
deep breathes, breath(ing) ‐ 22 comments all positive
Raven ‐ Breathe it deep calming breaths and hold them for about 5 seconds before
slowly letting them out.
Gail ‐ you need to breathe, yes breathe in and out slowly.
FH ‐ Deep breathing. Close your eyes—and try taking deep, slow breaths— making
each breath even deeper than the last. If you have a psychologist who could teach
you relaxation techniques, controlled breathing and heart rate, etc. These techniques
really do work.
Raven ‐ Just do you best to stay calm and use breathing techniques. My husband and
FH have given me great tips on breathing when anxiety strikes. FH because he is a
veteran and my husband because he has asthma.
Keys to breathing:
** Take slow deep breaths (breath in deeply and slowly)
** Hold for at least 15 secs if you can
** Exhale slowly
***repeat as needed*
FN ‐ What helped me the most with this was yoga ...the breathing exercises ... once
learned, they can be done anywhere, anytime .... the release of the built up anxiety in
my body was tremendous...
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Janson ‐ I've learned a few breathing exercises via yoga and that helps immensely to
calm down those nerves that are about to snap. even without knowledge of specific
breathing exercises, just take deep full breaths with hands on your stomach and see
your tummy rise on the breath in and then fully breath out. so simple, so effective.
Note ‐ There must have been well over 100 members that had posts similar to the
one below. Shortness of breath, heart pounding, skip beats, tightness in the chest or
chest pain. hese are classic anxiety symptoms and are the result of elevated
adrenalin e levels. Adrenaline is a vasoconstrictor and bronchiole constrictor. These
shallow rapid breaths allow CO2 to build in the lungs and worsens the symotoms.
Alpha‐agonists (eg. clonidine) and beta blockers (atenolol) work well to block the
effects of this excess adrenaline. Breathing exercises also help considerably in
breaking this Cycle. As you can see below ZA got it really right.
Snap87 ‐ Just scared with the shortness of breath and heart palpitations more than
anything.
ZA ‐ the 'out of breath' symptom is actually shallow breathing and I had that for
about 2days it is very exhausting as it causes your ozygen saturation to drop. what
worked for me 'was awareness ‐slow deep breathing ‐then a little aerobics. it helped
to up my b/p and neuteralize by blood gases.
Lutzy ‐ Another thing I want to mention that has been really helpful for me is the
Wim Hof breathing methods. When I'm really feeling bad I will do 1‐2 cycles of the
breathing techniques and it usually helps a lot.
https://video.search.yahoo.com/search/video?fr=sfp&p=Wim+Hof+breathing#id=1&
vid=7781db90a7aa3dc32b4ca2ca1006d770&action=click
Frog ‐ This article was interesting:
https://www.healthline.com/health/shortness‐of‐breath‐anxiety
It shows how to practice diaphragmatic breathing which is a more efficient way of
breathing. It also says breathing in and out through your nose is less likely to cause
shortness of breath/hyperventilation

• Conditioned Response
One of the methods that can have a dramatic effect on anxiety is the development
of a phrase in association with breathing exercises and relaxation techniques. This
usually takes time to develop but is very effective. The process is begun by selecting
a phrase...say the word "easy" for example. When you notice that you begin to get
too anxious then lay down, close your eyes and begin your deep breathing exercises
while also doing relaxation like 'progressive relaxatiion' all the time repeating the
word 'easy' in your mind. With practice this becomes very effective and the need to
lay down to acheive success is not necessary. You simply stop in place, close your
eyes and say the word 'easy" to yourself while relaxing and breathing deeply. You
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then prodeed on with your activities. This can be further used by your spouse to help
you control your anxiety. If your spouse notices you becoming anxious they can
simply develop a certain place she/he touches you gently as a signal that you need to
stop, breath and relax. With practise this becomes automatic and can easily be done
in public without drawing attention to your state of mind. The is a conditioned
response so it MUST be practised until it is a reflex action to be most helpful.
Three members report using this technique with excellant results.
Other Medical Research
https://www.ncbi.nlm...pubmed/15639542
it is suggested that melatonin exerts its analgesic actions not by binding to opioid
receptor subtypes but by binding to its own receptors and increasing the release of
beta‐endorphin.
As well as ...
https://www.ncbi.nlm...pubmed/12579851
https://www.ncbi.nlm.../pubmed/3361078
https://www.ncbi.nlm.../pubmed/1668619
https://www.ncbi.nlm...les/PMC5038497/
and more.
Also....
https://www.ncbi.nlm...pubmed/12043836
Inhibition of dopamine release by melatonin has been demonstrated in specific areas
of the mammalian central nervous system (hypothalamus, hippocampus, medulla‐
pons, and retina). Antidopaminergic activities of melatonin have been demonstrated
in the striatum.
https://www.ncbi.nlm.../pubmed/6291701
The data of this study provide evidence for a further mechanism by which beta‐
endorphin may alter dopaminergic neurotransmission, namely by increasing
dopamine reuptake into dopaminergic nerve endings.
https://www.ncbi.nlm.../pubmed/6263592
The data are consistent with the hypothesis that endorphins act at a presently
unknown brain site(s) to increase the central sympathetic outflow to adrenal
medulla and peripheral sympathetic nerve endings, thus stimulating peripheral
catecholamine release and increasing plasma concentrations of epinephrine,
norepinephrine, and dopamine.
https://www.ncbi.nlm...cles/PMC432218/
In cerebral cortex, brainstem, caudate nucleus, and thalamus, most responsive cells
were inhibited by the peptides (endorphins) and by normorphine, while in
hippocampus all responsive cells were excited. These results are consistent with the
hypothesis that the endorphins and enkephalins may represent a new class of
central neurotransmitters; among other functions, these peptides may play a role in
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the regulation of behavior and the expression of psychopharmacological agents such
as the opiate alkaloids.

• Walks in Bright Sunlilght
https://www.ncbi.nlm.nih.gov/pubmed/12480364
Lancet. 2002 Dec 7;360(9348):1840‐2.
Effect of sunlight and season on serotonin turnover in the brain.
Abstract
Alterations in monoaminergic neurotransmission in the brain are thought to underlie
seasonal variations in mood, behaviour, and affective disorders. We took blood
samples from internal jugular veins in 101 healthy men, to assess the relation
between concentration of serotonin metabolite in these samples and weather
conditions and season. We showed that turnover of serotonin by the brain was
lowest in winter (p=0.013). Moreover, the rate of production of serotonin by the
brain was directly related to the prevailing duration of bright sunlight (r=0.294,
p=0.010), and rose rapidly with increased luminosity. Our findings are further
evidence for the notion that changes in release of serotonin by the brain underlie
mood seasonality and seasonal affective disorder.
https://www.ncbi.nlm.nih.gov/pubmed/27876126
Med Hypotheses. 2016 Dec;97:34‐37. doi: 10.1016/j.mehy.2016.10.011. Epub 2016
Oct 19.
Regular sun exposure benefits health.
Abstract
Since it was discovered that UV radiation was the main environmental cause of skin
cancer, primary prevention programs have been started. These programs advise to
avoid exposure to sunlight. However, the question arises whether sun‐shunning
behaviour might have an effect on general health. During the last decades new
favourable associations between sunlight and disease have been discovered. There is
growing observational and experimental evidence that regular exposure to sunlight
contributes to the prevention of colon‐, breast‐, prostate cancer, non‐Hodgkin
lymphoma, multiple sclerosis, hypertension and diabetes. Initially, these beneficial
effects were ascribed to vitamin D. Recently it became evident that
immunomodulation, the formation of nitric oxide, melatonin, serotonin, and the
effect of (sun)light on circadian clocks, are involved as well. In Europe (above 50
degrees north latitude), the risk of skin cancer (particularly melanoma) is mainly
caused by an intermittent pattern of exposure, while regular exposure confers a
relatively low risk. The available data on the negative and positive effects of sun
exposure are discussed. Considering these data we hypothesize that regular sun
exposure benefits health.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC113771/
BMC Dermatol. 2002; 2: 6.
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Impact of UVA exposure on psychological parameters and circulating serotonin and
melatonin
Abstract
People tend to feel better after exposure to ultraviolet (UV) radiation. This study was
performed to investigate the impact of UVA exposure on psychological and
neuroendocrine parameters.
Methods
Fifty‐three volunteers were separated into 42 individuals who had UVA exposure and
11 individuals who had no UVA exposure. The UVA‐exposed volunteers had
irradiation sessions six times in a three‐week period. All volunteers completed two
questionnaires at baseline (T1) and at the end of the study (T3). For the
determination of serotonin and melatonin serum levels of all volunteers blood
samples were collected at baseline (T1), after the first UVA exposure (T2), and at the
end of the study after the sixth exposure (T3).
Results
UVA‐exposed volunteers felt significantly more balanced, less nervous, more
strengthened, and more satisfied with their appearance at T3. By contrast, the
controls did not show significant changes of psychological parameters. In
comparison to T1 and T3, serum serotonin was significantly higher and the serum
melatonin was significantly lower for the volunteers exposed to UVA at T2. Both, for
exposed and non‐exposed volunteers serotonin and melatonin levels did not
significantly differ at T1 and T3.
Conclusions
It remains obscure, whether the exposure to UVA or other components of the
treatment were responsible for the psychological benefits observed. The changes of
circulating neuroendocrine mediators found after UVA exposure at T2 may be due to
an UVA‐induced effect via a cutaneous pathway. Nevertheless, the positive
psychological effects observed in our study cannot be attributed to circulating
serotonin or melatonin.

Increasing Dopamine Levels
Summary
• The cycle is: tyrosine converts to L‐Dopa to dopamine to norepinephrine and then
epinephrine. Therefore caution should be used when trying to raise dopamine to
treat depressison. Begin with small doses until releif is obtained. Do not take larger
doses as any extra unused dopamine will be changed to noradrenaline and
adrenaline and the result could be anxiety.
• An overabundance of bad bacteria in the GI system leaves toxic byproducts called
lipopolysaccharides which destroy the brain cells that make dopamine. Therefore a
good probiotic should be used.
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• And don’t reach for artificial sweeteners. Aspartame decreases brain levels of both
dopamine and serotonin, another important mood‐boosting neurotransmitter.
• L‐tyrosine is the first dopamine supplement to consider. L‐tyrosine and
phenylalanine compete with tryptophan for absorption. Tryptophan is converted to
serotonin by the body so if too much L‐tyrisine is present n the blood stream then
serotonin levels may decrease.
• One of the functions of Vitamin C include the synthesis norepinephrine from
dopamine and the synthesis and catabolism (breakdown) of tyrosine. So vitamin C
may increase tyrosine or decrease tyrosine in the body depending on conditions.
Dopamine is also synthesized in plants and most animals. In the brain, dopamine
functions as a neurotransmitter ‐ a chemical released by nerve cells to send signals
to other nerve cells. The brain includes several distinct dopamine pathways, one of
which plays a major role in reward‐motivated behavior. Most types of rewards
increase the level of dopamine in the brain, and many addictive drugs increase
dopamine neuronal activity. Other brain dopamine pathways are involved in motor
control and in controlling the release of various hormones. It does not cross the
blood brain barrier.
Dopamine deficiency can also manifest as certain psychiatric disorders including
depression, addiction, attention deficit disorder (ADD), bipolar disorder, and
Parkinson’s disease.
Major depressive disorder (MDD), The cause is believed to be a combination of
genetic, environmental, and psychological factors. Risk factors include a family
history of the condition, major life changes, certain medications, chronic health
problems, and substance abuse. About 40% of the risk appears to be related to
genetics. There is no laboratory test for major depression. Testing, however, may be
done to rule out physical conditions that can cause similar symptoms. Much
scientific evidence links lack of dopamine to depression and sometimes anxiety.
Nicotine increases dopamine by 200%, cocaine 400%, and amphetamines a jaw‐
dropping 1,000%.
Few people realize that they are “self‐medicating” to get a dopamine boost when
they engage in potentially addictive and self‐destructive behaviors. The use and
abuse of caffeine, alcohol, sugar, drugs, shopping, sex, video games, online porn,
power, and gambling are all effective, but temporary, dopamine boosters.

• List of foods, drinks, and spices known to increase tyrosine or
dopamine
Here’s a list of foods, drinks, and spices known to increase tyrosine or dopamine
directly:
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• all animal products
• almonds
• apples
• avocados
• bananas
• beets
• chocolate
• coffee
• fava beans
• green leafy vegetables
• green tea
• lima beans
• oatmeal
• olive oil
• oregano
• peanuts
• rosemary
• sea vegetables
• sesame and pumpkin seeds
• soy products
• turmeric
• watermelon
• wheat germ
I’m going specifically mention bananas because they are a particularly good source
of dietary dopamine.

• Dopamine‐Depleting Foods to Avoid
Eating a lot of saturated fat also decreases dopamine receptor sensitivity.
Sugar has been found to boost dopamine, but this is a temporary, unhealthy boost
that is more drug‐like than food‐like and ultimately contributes to deficiency.

• L‐tyrosine
L‐tyrosine is the first dopamine supplement to consider. This amino acid is the
precursor to dopamine.
If you don’t get enough l‐tyrosine in your diet, or your body doesn’t properly convert
it, you won’t be able to synthesize adequate dopamine. When looking for a
supplement, consider n‐acetyl‐l‐tyrosine. This is a highly absorbable form of l‐
tyrosine that readily enters the brain.
L‐tyrosine can make headaches/migraines and existing thyroid issues worse. The
body uses tyrosine to make thyroxine, a thyroid hormone. Tyrosine seems to be safe
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when used in doses up to 150 mg/kg per day for up to 3 months. Some people
experience side effects such as nausea, headache, fatigue, heartburn, and joint pain.
(Webmd)
FH ‐ L‐tyrosine is the proverbial can of worms. It can increase dopamine, adrenaline,
noradrenaline and will lessen serotonin and melatonin production. It is considered a
stimulant. A couple members have found it helpful with lightheadedness. As far as
respiration is concerned I am not aware of anything.

• Lifespan Extension
https://www.ncbi.nlm...les/PMC4328591/
Full article
BMC Genet. 2015; 16(1): 8.
Mechanisms of amino acid‐mediated lifespan extension in Caenorhabditis elegans
Abstract
Background
Little is known about the role of amino acids in cellular signaling pathways, especially
as it pertains to pathways that regulate the rate of aging. However, it has been
shown that methionine or tryptophan restriction extends lifespan in higher
eukaryotes and increased proline or tryptophan levels increase longevity in C.
elegans. In addition, leucine strongly activates the TOR signaling pathway, which
when inhibited increases lifespan.
Results
Therefore each of the 20 proteogenic amino acids was individually supplemented to
C. elegans and the effects on lifespan were determined. All amino acids except
phenylalanine and aspartate extended lifespan at least to a small extent at one or
more of the 3 concentrations tested with serine and proline showing the largest
effects. 11 of the amino acids were less potent at higher doses, while 5 even
decreased lifespan. Serine, proline, or histidine‐mediated lifespan extension was
greatly inhibited in eat‐2 worms, a model of dietary restriction, in daf‐16/FOXO, sir‐
2.1, rsks‐1 (ribosomal S6 kinase), gcn‐2, and aak‐2 (AMPK) longevity pathway
mutants, and in bec‐1 autophagy‐defective knockdown worms. 8 of 10 longevity‐
promoting amino acids tested activated a SKN‐1/Nrf2 reporter strain, while serine
and histidine were the only amino acids from those to activate a hypoxia‐inducible
factor (HIF‐1) reporter strain. Thermotolerance was increased by proline or
tryptophan supplementation, while tryptophan‐mediated lifespan extension was
independent of DAF‐16/FOXO and SKN‐1/Nrf2 signaling, but tryptophan and several
related pyridine‐containing compounds induced the mitochondrial unfolded protein
response and an ER stress response. High glucose levels or mutations affecting
electron transport chain (ETC) function inhibited amino acid‐mediated lifespan
extension suggesting that metabolism plays an important role. Providing many other
cellular metabolites to C. elegans also increased longevity suggesting that
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anaplerosis of tricarboxylic acid (TCA) cycle substrates likely plays a role in lifespan
extension.
https://www.amazon.com/dp/B00CXK14D2
https://www.amazon.c...k/dp/B01G2M4LZ4

• Mucuna pruriens
Mucuna pruriens is a tropical legume that contains l‐dopa, a dopamine precursor.
Mucuna pruriens supplements are sold to enhance mood, memory, overall brain
health, anti‐aging, and libido. This herb was found to work even better than
levodopa medications for Parkinson’s, a disease characterized by low dopamine. The
plant contains relatively high (3–7% dry weight) levels of L‐Dopa; some people are
sensitive to L‐DOPA and may experience nausea, vomiting, cramping, arrhythmias,
and hypotension. The seeds of the plant contain about 3.1–6.1% L‐Dopa, with trace
amounts of serotonin, nicotine, and bufotenine (a tryptamine related to serotonin.)
Side effects include, if too high of a dosage is taken, users may experience vomiting,
headaches, and sleeplessness. Other serious side effects, like high blood pressure,
hair loss, and hallucinations are also possible. No more than 500 mg a day is
generally necessary to experience all of Mucuna’s effects. If you take Mucuna too
frequently, you may start to develop tolerances over time which cause you to
increase dosage too quickly.
https://nootriment.c...s‐side‐effects/
https://www.ncbi.nlm...pubmed/26058043
An average of 52.11% degradation of L‐dopa was found in seeds of M. pruriens
varieties. Since M. pruriens seeds and/or L‐dopa are used for treatment of
Parkinson's disease and as an aphrodisiac both in modern and/or traditional systems
of medicine, the finding of high level of L‐dopa degradation (in pure form and in M.
pruriens extracts) into damaging quinones and ROS is very significant.
https://www.ncbi.nlm...les/PMC3942911/
Great review of this plant and its properties.
https://www.ncbi.nlm...les/PMC4213977/
Overview of its use in treating depression.
This product has a large number of drug interactions, especially with psychiatric
meds so please check drug compatibilities carefully.

• Curcumin
Curcumin is the main active ingredient in the spice turmeric. It readily crosses the
blood‐brain barrier where it boosts levels of dopamine. Curcumin has been found to
be as effective for treating depression as the popular antidepressant Prozac. When
buying a curcumin supplement look for one that contains piperine, a compound
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found in black pepper that increases curcumin absorption by a remarkable 2,000%.
https://www.ncbi.nlm...pubmed/28074653
According to a 2017 review of over 120 studies, curcumin has not been successful in
any clinical trial, leading the authors to conclude that "curcumin is an unstable,
reactive, non‐bioavailable compound and, therefore, a highly improbable lead".
https://www.ncbi.nlm...pubmed/26024538
In Phase I clinical trials, curcumin had poor bioavailability, was rapidly metabolized,
retained low levels in plasma and tissues, and was extensively and rapidly excreted,
factors that make its in vivo bioactivity unlikely and difficult to accurately assess.
https://www.ncbi.nlm...pubmed/26972530
Also, curcumin normalizes the levels of dopamine, noradrenaline, and 5‐
hydroxyindoleacetic acid in the frontal cortex of rats. Taking all these results
together, it may suggest that curcumin is potent compound acting against the
depression in the male albino rats.
https://www.ncbi.nlm...pubmed/21928724
Curcumin increased both the swimming and climbing behavior in FST, thus its
antidepressant like activity could be due to an increase in serotonin, norepinephrine
and dopamine levels in the brain. Curcumin can be a useful antidepressant especially
in cases which respond to drugs having mixed effects on serotonin and
catecholamines levels in the brain.
https://www.ncbi.nlm...pubmed/20230279
Curcumin prevents dopaminergic neuronal death through inhibition of the c‐Jun N‐
terminal kinase pathway.
Our study suggests that the neuroprotective effect of curcumin is not related simply
to its antiinflammatory and antioxidant properties, but involves other mechanisms,
particularly by targeting the JNK pathway
https://www.ncbi.nlm...pubmed/18766332
Antidepressant activity of curcumin: involvement of serotonin and dopamine
system.
The study provides evidences for mechanism‐based antidepressant actions of
curcumin. The coadministration of curcumin along with piperine may prove to be a
useful and potent natural antidepressant approach in the management of
depression.
And many other articles.
Side effects ‐ Turmeric isn't approved by the U.S. Food and Drug Administration to
treat any diseases, and taking turmeric supplements can cause unpleasant or
dangerous side effects. The most common gastrointestinal side effects are
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stomachache, gas, nausea and indigestion and taking turmeric for long periods can
cause ulcers in some people due to increasing stomach acid.
The curcumin in turmeric encourages the gallbladder to produce more bile, which
may improve digestion. Because of the extra bile production, people who have
gallstones or other conditions that block bile passages shouldn't take turmeric
before consulting with their doctors. Turmeric may also contribute to the formation
of kidney stones, particularly in people who have conditions that increase the risk of
kidney stones.
Pregnant women shouldn't take turmeric as a supplement. According to
MedlinePlus, the curcumin can stimulate the uterus or encourage the uterine lining
to shed, which could increase the risk of miscarriage.
Because turmeric can increase stomach acid, it can interfere with the efficacy of
drugs that reduce acid, such as acid reflux medications. The spice can also increase
the effectiveness of some drugs, including blood thinners and diabetes medications.
Taking turmeric with blood thinners can increase the risk of bleeding. This includes
taking it with other herbs that act as blood thinners, including ginger, garlic, clove,
ginseng and willow. Diabetics who take medication to help lower their blood sugar
levels shouldn't take turmeric because it can drop blood sugar to potentially
dangerous levels.

• Ginkgo biloba
Ginkgo biloba is traditionally used for a variety of brain‐related problems such as
poor concentration, memory problems, headaches, fatigue, mental confusion,
depression, and anxiety. One of the ways ginkgo works is by raising dopamine.
Ginkgo LEAF EXTRACT is LIKELY SAFE for most people when taken by mouth in
appropriate doses. It can cause some minor side effects such as stomach upset,
headache, dizziness, constipation, forceful heartbeat, and allergic skin reactions.
There is some concern that ginkgo leaf extract might increase the risk of liver and
thyroid cancers. However, this has only occurred in animals given extremely high
doses of ginkgo. There is not enough information to know if it could happen in
humans.
Ginkgo fruit and pulp can cause severe allergic skin reactions and irritation of
mucous membranes. Ginkgo might cause an allergic reaction in people who are
allergic to poison ivy, poison oak, poison sumac, mango rind, or cashew shell oil.
There is some concern that ginkgo leaf extract might increase the risk of bruising and
bleeding. Ginkgo thins the blood and decreases its ability to form clots. A few people
taking ginkgo have had bleeding into the eye and into the brain, and excessive
bleeding following surgery. Ginkgo leaf extract can cause allergic skin reactions in
some people.
The ROASTED SEED or CRUDE GINKGO PLANT is POSSIBLY UNSAFE when taken by
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mouth. Eating more than 10 roasted seeds per day can cause difficulty breathing,
weak pulse, seizures, loss of consciousness, and shock. The FRESH SEED is even more
dangerous. Fresh seeds are poisonous and are LIKELY UNSAFE. Eating fresh ginkgo
seeds could cause seizures and death.
There isn't enough reliable information available to know if ginkgo is safe when
applied to the skin.
Special Precautions & Warnings:
Pregnancy and breast‐feeding: Ginkgo is POSSIBLY UNSAFE when taken by mouth
during pregnancy. It might cause early labor or extra bleeding during delivery if used
near that time. Not enough is known about the safety of using ginkgo during breast‐
feeding. Do not use ginkgo if you are pregnant or breast‐feeding.
Infants and children: Ginkgo leaf extract is POSSIBLY SAFE when taken by mouth for a
short time. Some research suggests that a specific combination of ginkgo leaf extract
plus American ginseng might be safe in children when used short‐term. Do not let
children eat the ginkgo seed. It is LIKELY UNSAFE.
Bleeding disorders: Ginkgo might make bleeding disorders worse. If you have a
bleeding disorder, don't use ginkgo.
Diabetes: Ginkgo might interfere with the management of diabetes. If you have
diabetes, monitor your blood sugar closely.
Seizures: There is a concern that ginkgo might cause seizures. If you have ever had a
seizure, don't use ginkgo.
Deficiency of the enzyme glucose‐6‐phosphate dehydrogenase (G6PD): Ginkgo might
cause severe anemia in people have G6PD enzyme deficiency. Until more is known,
use cautiously or avoid using ginkgo if you have G6PD deficiency.
Infertility: Ginkgo use might interfere with getting pregnant. Discuss your use of
ginkgo with your healthcare provider if you are trying to get pregnant.
Surgery: Ginkgo might slow blood clotting. It might cause extra bleeding during and
after surgery. Stop using ginkgo at least 2 weeks before a scheduled surgery.
Drug Interactions
https://www.drugs.co...2&generic_only=
Ginkgo Biloba can react with over 500 different medications to primarily increase the
risk of bleeding and seizures. Please review the list of meds at the above site to be
sure you are not at risk of these interactions.
Talk to your doctor before using ginkgo together with Cymbalta. Some preparations
of ginkgo biloba have caused seizures, and combining them with other medications
that can also cause seizures such as Cymbalta may increase that risk.
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Medical Research
https://www.ncbi.nlm...pubmed/25346240
Our results suggest that EGb 761 may be useful for reducing anhedonic depressive‐
like behavior.
https://www.ncbi.nlm...pubmed/21672588
It is suggested that EGb761 produces an antidepressant‐like effect, and that an
antioxidant effect against oxidative stress may be partly responsible for its observed
neuroprotective effects.
https://www.ncbi.nlm...pubmed/20105177
The Ginkgo biloba extract EGb 761® and its main constituent flavonoids and
ginkgolides increase extracellular dopamine levels in the rat prefrontal cortex.
The present results demonstrate that chronic but not acute treatment with EGb 761
increased dopaminergic transmission in the PFC. This finding may be one of the
mechanisms underlying the reported effects of G. biloba in improving cognitive
function.
https://www.ncbi.nlm...pubmed/22784425
https://www.ncbi.nlm...pubmed/20411379

• L‐theanine
L‐theanine is a unique compound found in green, black, and white teas.
It increases levels of dopamine as well as serotonin and the relaxing
neurotransmitter GABA (gamma‐aminobutyric acid). L‐Theanine improves recall,
learning, and positive mood. You can get a dopamine boost by either taking an l‐
theanine supplement or by drinking tea.
See the section on "raising serotonin levels" for details on this supplement.

• Phosphatidylserine
Phosphatidylserine acts as your brain’s “gatekeeper,” regulating nutrients and waste
in and out of your brain. It can increase dopamine levels and improve memory,
concentration, learning, and symptoms of ADHD.

• Boost Dopamine with Exercise
But you don’t need to exercise strenuously to enhance your brain. Taking walks, or
doing gentle, no‐impact exercises like yoga, tai chi, or qi gong all provide powerful
mind‐body benefits.
And if you can get your exercise outdoors, that’s even better. Sunlight can increase
the number of dopamine receptors and create vitamin D which activates the genes
that release dopamine.
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• Increase Dopamine with Meditation
The benefits of meditation have been proven in over 1,000 studies. Regular
meditators experience an enhanced ability to learn, increased creativity, and deep
relaxation. It’s been shown that meditation increases dopamine, improving focus
and concentration. Creative hobbies of all kinds, including knitting, quilting, sewing,
drawing, photography, woodworking, and home repair, bring the brain into a
meditative state. These activities increase dopamine, ward off depression, and
protect against brain aging.

• Music Gets Dopamine Flowing
Listening to music can cause release of dopamine. Brain scans show that the brain’s
pleasure center lights up when listening to music similarly to when we eat, make
love, or take drugs.

• Boost Dopamine with Touch
All kinds of pleasurable touch increase dopamine. A therapeutic massage increases
dopamine and serotonin and reduces the stress hormone cortisol. Stroking your dog
can give both you and your pet a boost of dopamine and a slew of other feel‐good
brain chemicals. There’s evidence that having sex increases dopamine in lab rats.
This has yet to be proven in humans.

• The Role of Dopamine and Sleep
Research has found that dopamine plays a bigger role in sleep regulation than
previously believed. It controls the production of the sleep hormone melatonin.
Research suggests that lack of sleep may reduce the number of dopamine receptors.
https://www.ncbi.nlm...pubmed/18057326
https://www.ncbi.nlm...pubmed/12043836
https://www.ncbi.nlm.../pubmed/7534345
and others

• Inhibition of dopamine release by melatonin
Inhibition of dopamine release by melatonin has been demonstrated in specific areas
of the mammalian central nervous system (hypothalamus, hippocampus, medulla‐
pons, and retina).
Note ‐ This would indicate that patients with depression may want to limit thier use
of melatonin due to possible lowering of dopamine and increased depression.
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• The Dopamine‐Weight Loss Connection
There’s a strong link between obesity and dopamine dysfunction. Interestingly,
people who are obese have fewer dopamine receptors than average. In fact, their
brains behave much like that of a drug addict. Thus, since dopamine is in charge of
the brain’s pleasure center, obese people will receive less pleasure and satisfaction
from eating, making them want to eat more. If you struggle with your weight, you
may be caught in a vicious cycle.

• Blast Dopamine with a Cold Shower
If you’re game, take a cold shower or at least end your shower with a cold blast.
Taking a shower with 14C°/57F° water can increase dopamine substantially — up to
250%! Proponents of cold showers swear it boosts their mood and productivity all
day, even more than drinking coffee.

• Acheiving Results
Dopamine is released when you achieve a goal, large or small.
If your big goal is to get organized, break it down into many small goals. Each goal
can be as simple as organizing your emails, cleaning a closet, or emptying your junk
drawer. Every time you cross one item off your to‐do list, it gives you a nice spurt of
dopamine.
Ideally, your goal should be hard — like quitting a bad habit or sticking with a budget
to pay down your debt. The harder your goal, the more accomplishment you’ll feel,
and that translates into more dopamine. Get a calendar, virtual or paper, and cross
off each day that you’ve actively worked toward your goal. This “don’t break the
chain” concept is a proven way to rewire your brain. Acknowledge and savor your
victories every day for a daily dopamine boost.
A link to all references can be found at https://bebrainfit.c...rease‐dopamine/
The remaining information came from either Wiki or NCBI medical abstracts.

Reading Material and Treatment Programs
Informational Reading

• A Mind Of Your Own
blanam ‐ A great book is Kelly Brogan's "A Mind Of Your Own".
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FH ‐ Kelly Brogan, MD is absolutely correct. I remember my crying spell. It lasted
about 3 or 4 weeks. I remember going for long walks in the park and crying every
step, for no apparent reason. Everyone was asking me if I was OK. I waited for those
spells to end before I went walking again.
blanam ‐ Kelly Brogan, MD suggests that it can take from 6 month to 2 years for the
brain/body to recalibrate.
kr15sy ‐ I have been focusing on going Paleo to get healthy and lose weight, and
after reading Dr. Kelly Brogan's A Mind of Your Own, and Dr. Perlmutter's Grain
Brain, found out about the connection between your gut and your brain.

• The Gifts of Imperfection
FN ‐ If you're a reader, I highly recommend Brene Brown's The Gifts of Imperfection.
AngryinHouston ‐ If you're a reader, I highly recommend Brene Brown's The Gifts of
Imperfection.

• The Antidepressant Solution
Jekaufman ‐ BUY THE BOOK ‐ "THE ANTIDEPRESSANT SOLUTION" By. Joseph
Glenmullen. He writes a step‐by‐step guide to overcoming Antidepressant Withdrawl,
Dependence and Addiction!
Unitedwecan ‐ This book, The Antidepressant Solution, was written in 2005. It is by
Joseph Glenmullen, M.D.. He also wrote Prozac Backlash. He teaches at Harvard
Medical School. This book tells of the way money and power have corrupted the
pharmecutical companies, the FDA and everyone involved. It also has a 5 step
program that basically says to GO SLOW when weaning off these drugs.
pheonixjazzmine ‐ I would like to suggest a book called "The Antidepressant Solution"
by Joseph Glenmullen, M.D. Dr. According to Glenmullen, many doctors these days do
not taper patients off of SSRI's slowly enough. His book guides people off of these
drugs through verrrry gradual tapering schedules.
agrace ‐ I have a book called "The Antidepressant Solution" by a Dr. Glenmullen
which devotes a whole chapter on determining whether a symptom is that of an
actual illness or just withdrawal. It's very good, although I don't think he goes nearly
far enough in discussing the long term implications of these symptoms, although he
briefly mentions that they have been documented to continue past a year,and he has
a chart of over fifty side effects that cover everything from physical to
mental/emotional to neurological.
Norther ‐ In Joseph Glenmullen's book, 'The Antidepressant Solution' (devoted to
withdrawal), he states the situation very clearly, on p.97:
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"Q. Can antidepressants be taken every other day as part of tapering off them?
A. None of the short acting antidepressants should be taken every other day as a
method of tapering them. Because of their short half‐lives, the every other day
schedule can result in roller coaster levels of the drugs and roller coaster levels of
withdrawal symptoms."
However, patients seem to be told, time after time, to withdraw by alternating doses
or missing out days ‐ a surefire recipe for destabilising drug levels, and putting the
patient through needless physiological chaos and withdrawal nightmares
rogerwilco ‐ I found Dr Glenmullen's book very revealing of the situation I find myself
in, and you can find it at addall.com.

• Full Catastrophe Living
Gail ‐ Full Catastrophe Living: Using the Wisdom of Your Body and Mind to Face
Stress, Pain and Illness (Delta, 1991);
This book treats all ailments the same way. Depression, anxiety, cancer, fibromalgia,
anything, you name it.
Same (remedy) applies to all, mindfulness.
A really interesting book. Step by step. Easy to understand,
xanaxul ‐ I forgot, I agree with you "Full catastrophe living..." Other of the John
Kabat‐Zinn books offers many cues for trauma survivors to cope and begin to rebuilt
from the emotional wreckage that trauma lefts behind.
Limbo ‐ A book that has always helped me is Dr. Jon Kabatt‐Zinn's books. He has a
mindfullness‐based stress reduction program that is extremely helpful for chronic
pain and depression. He runs these programs in hospitals but you can buy the books
and audio CDs.
http://www.amazon.co...nn/e/B000AQ12GA
http://www.umassmed....t.aspx?id=41252

• Walking with God through Pain and Suffering
IBS ‐ I'm not sure what you like to read but I am reading a great book on suffering by
Timothy Keller..called 'Walking with God through Pain and Suffering' It's completely
biblical, based on the foundation you mentioned and I highly recommend it.

• The Ragamuffin Gospel
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SL ‐ Praying like never before & have deriving the most comfort from (other than the
Psalms) a book called 'The Ragamuffin Gospel' by Brennan Manning (awesome, you
might wanna check it out) 'written for the bedraggled, beat up & burnt out.'

• Anatomy of an Epidemic
TM ‐ I introduced the topic because the no‐proof‐for‐serotonin‐deficiency is high on
the list of SSRI critics; Robert Whitaker's book, Anatomy of an Epidemic is
representative of this, and I recommend it.
BHF ‐ One of the things I would like to share is the books that I have learned from.
One of my favorites is Anatomy of an Epidemic by Robert Whittaker. I felt that the
references to research let me use my own judgement to reach conclusions. He studied
a wide range of psychotropic drugs. I bought copies of his book to lend and/or give
away. I am particularly worried about some of my son's teenaged friends who are
ripe for the industry to chew up. I also appreciated Unhinged and The Emperors New
Drugs.
Papin ‐ For anyone interested in learning more about recent research on long‐term
anti‐depressant use, check out the book Anatomy of an Epidemic, by Robert
Whitaker. He goes into a lot of detail about the history of psychotropic drugs and the
efforts the APA goes to in order to cover up evidence that these drugs are, in fact,
doing more harm than good.
Imdone ‐ I encourage everyone to read Whitaker's "Anatomy of an Epidemic" and
Breggin's "Your Drug May Be Your Problem."
Jesselee ‐ Also, educate yourself and uplift yourself. I found the book, "Anatomy of an
Epidemic" by Robert Whitaker to be helpful.

• The Mood Cure
K65 ‐ You may find the book "The Mood Cure" helpful. It addresses the underlying
diet and medical causes (for me, hypothyroidism) of pain (both mental and physical).
I have found it to be very useful in understanding and learning about natural and
dietary means of treating that pain. The book also references 5HTP, as well as other
supplements, as being helpful for people weaning off of antidepressants.

• At Last A Life
Jennifer ‐ I have read Claire Weekes and got a lot of helpful info there but the book
that is truly helping me is At Last A Life by Paul David. It's up to date and hit the nail
on the head on everything I am going through. He suffered for 10 years with severe
anxiety and has gotten his life back.

• The Healing Power of Vitamins, Minerals, and Herbs
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Tria ‐ It has info on most of the more common vitamins and supplements ‐ The
Healing Power of Vitamins, Minerals, and Herbs by Reader's Digest. I don't think it's
in print anymore, but you may be able to find used copies online.

• Essential Help for your nerves
Gail ‐ If you have a chance to get her book, it will soothe you, at least for a while.
Title ESSENTIAL HELP FOR YOUR NERVES by Claire Weekes.

• Other Various Suggested reading by members
http://www.cymbaltaw...book#entry41552
Suggested readings
TM
Anatomy of an Epidemic, Robert Whitaker (2010)
Let Them Eat Prozac, David Healey (2006)
Pharmageddon, David Healey (2013)

• Boundaries
IBS ‐ I'm reading the book "Boundaries" by Cloud and Townshend...it's a great
read...should have read a decade ago, but that's okay...

• Surviving Panic Disorder: What You Need to Know
TM ‐ Here's a link to a book you might wish to look into.
https://www.amazon.com/Surviving‐Panic‐Disorder‐What‐Need/dp/1410787346

• The Power of Anxious Thinking
BRZ ‐ I highly recommend his latest podcast, The Power of Anxious Thinking:
http://www.anxietyguru.net/the‐power‐of‐anxious‐thinking/ its about an hour, the
first 6 min or so is just chit chat, but then he gets into the meat of his topic. there is
an article and then at the bottom a link for the podcast on that topic. the actual
podcast section is the archives ‐ also good stuff in there.

• Functional Medicine
Scoffy1209 ‐ For those who are interested, here are some resources on Functional
Medicine and specifically Dr. Kelly Brogan who is a holistic psychiatrist out of NYC.
https://www.ifm.org/functional‐medicine/
Dr. Kelly Brogan:
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https://kellybroganmd.com/
Books i read that have changed my life:
Digestive Wellness by Elizabeth Lipski
A mind of your Own by Kelly Brogan.

• Claire Weekes
IUN ‐ Have you read any of Claire Weekes' books? I cannot recommend them highly
enough. There has been a number of successful books written about anxiety, and
they have all re‐written (or stolen) her methods.
The Chimp Paradox is another good book for theory and practise. Even though it is
aimed at getting your mindset right, be confident, successful etc, I was shocked at
how much could be put to good use for anxiety sufferers.

• The Power of Now (Eckhart Tolle)
The Power of Now.
For those interested, I have found the podcasts for download ‐ all 10 ‐ here;
https://archive.org/...diobook_Podcast

• Vagus Nerve
That was LDN and my own little journal thread ‐ with some valuable input from Hat
regarding the vagus nerve. There is a lot of data out there which points to the
benefits to VNS (vagus nerve stimulation) being beneficial for depression. I am
working on some little experiments myself to see what occurs. I am approaching it
cautiously, but if I am not going near medication and ultimately want to get off the
last of the damn Citalopram, IUN ‐ I need something that will help me. Keep reading
H, and there will be updates on that same forum post in due course...
this is a link directly to the start of the VNS discussion;
https://www.cymbaltawithdrawal.com/topic/9618‐been‐off‐for‐8‐weeks/page‐
31#entry87623

• Dr. Caroline Leaf
DThiessen ‐ Good tips that have helped me:
1) Following Dr. Caroline Leaf on Instagram (she is a plethora of knowledge on
neuroplasticity and the ability of the brain to change and heal), reading her books,
practicing her daily tips, etc

• The Untethered Soul
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MXPRO ‐ I read the book "the untethered soul" by Michael singer and it's helped me
separate the thoughts from the symptoms and emotions. It helps to keep the anxiety
symptoms from being made worse by a racing mind. Still not easy, but it helps.

• Mindfulness: An Eight‐week plan
MXPRO ‐ I highly recommend reading this book and following the guided meditations
on their schedule.
https://www.amazon.c...81621280&sr=8‐3

• Headspace
frog ‐ I also started using the Headspace app about a week ago. I like it so far.

Programs
• The Road Back
http://www.theroadbackprogram.com/cymbaltawithdrawal.aspx
The Road Back is put out by the Church of Scientology
http://www.cymbaltaw...tion#entry45468
http://www.cymbaltaw..."the road back"
Discussions and information on The Road Back Program.
http://www.cymbaltaw...book#entry44953
A discussion and information on The Road Back Program.
Tinajuli ‐ something that might be a joke, I don't know: Have you heard about The
Road Back Programme? It might be just using the desperation of people who feel
very silly afterwards but I thought screw it and ordered the stuff. They advise to take
a supplement that kind of calms the reactions that take place in your body as soon as
you take an anti‐depressant, and when you go into withdrawal. It has to do with the
JNK gene. (If you know whether that company is a joke, let me know!) What are ALA
supplements? I really need something to help me with that fatigue, because work
gets really hard when you're constantly extremely tired.
LadyNancy ‐ I know someone who used The Road Back program to try to get off of
Cymbalta and the last time I had any contact with her she was doing everything the
book said to do and taking all the supplements and still not off it so unless you just
like to pray a lot then in my opinion you should just go out and buy some Omega 3, a
good Vitamin B complex and drink lots of water.
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I haven't found anyone who had severe symptoms that found the program very
helpful in actually getting through withdrawal symptoms.

Psychological Therapies
• General
FH ‐ Psychiatrists only regulate meds but a good psychologist can help you control
the anxiety without meds. They can teach you relaxation techniques, control your
heart rate and breathing and much more. I would highly recommend one. These
techniques can help you greatly reduce your need for meds. Pick a psychologist who
has experience with Cognitive Behavioral Therapy or Mindfulness. These seem to be
the best techniques for anxiety.
Way too many members recommended a good psychologist to list all quotes here.

• REBT
brzghoff ‐ my therapist who specializes in REBT, rational emotive behavioral therapy,
FN ‐ You're young, and there are lots of other good alternatives for managing
depression, anxiety and any other issues that landed you on the meds in the first
place ... CBT and REBT are two...
http://www.rebtnetwork.org/
REBT Website
FN ‐ What is Rational Emotional Behavior Therapy (REBT)?
Understanding the Approach by Considering the Four Elements of its Name
Wyndy Dryden, Goldsmith's University of London
https://www.windydryden.com/CMS/FILES/REBT_4_Elements_article.pdf
Excellent overview and introduction to REBT.
Brz
‐
1) go to http://rebtnetwork.org/library.html
2) look on the right hand side
3) scroll down in the box "news"
4) look for "New ebook released" How to Conquer Your Frustrations by Dr. William J.
Knaus. the link is right there and says in blue hypertext "download the free ebook.
EQ ‐ I would like to share a downloadable booklet i found last night that is free. great
stuff. check it out if you like. its called "How To Conquer Your Frustrations"
https://www.rebtnetwork.org/library/How_to_Conquer_Your_Frustrations.pdf
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https://www.ncbi.nlm.../pubmed/9479090
The results suggest that the treatment approach was successful in modifying
irrational beliefs and anxiety.
https://www.ncbi.nlm...les/PMC5036761/
The findings revealed significant effects of a REHCT intervention program on
problematic assumptions, death anxiety, and psychological distress reduction among
the cancer patients and their family caregivers at the end of the intervention.
https://www.ncbi.nlm...les/PMC5428629/
REBC is a time‐efficient and solution‐focused therapeutic modality for assisting
occupationally stressed employees
Scientific research into the efficacy of this method is limited.

• Cognitive Behavioral Therapy
FH ‐ Therapy is a must. I was blessed with a dr who was adept at cognitive behavioral
therapy (mindfulness therapy is also good). She taught me how to do breathing
exercises, reduce heart rate, refocus my thinking from obsessive thoughts, and many
more coping mechanism. It has proved very beneficial.
Brz ‐ I also highly recommend seeing a therapist who specializes in cognitive
behavioral therapy ‐ and visit on as regular basis as much as you can possibly afford ‐
like once a week. that combined with a conservative tapering schedule can be the
difference between self destruction and preserving the relationships with those you
love. i won't say there will be no struggle ‐ because there will ‐ but the idea is to
minimize suffering and avoid permanent or long term damage.
Brz ‐ I got good sleep and deployed some good cognitive strateges and things started
to improve a little.
https://www.ncbi.nlm.nih.gov/pubmed/24314926
Treatment‐resistant depression: definitions, review of the evidence, and algorithmic
approach.
Manual based psychotherapies remain a treatment option, with the most compelling
evidence for cognitive behavioral therapy.
https://www.ncbi.nlm.nih.gov/pubmed/25433401
Systematic review of management for treatment‐resistant depression in
adolescents.
The combination of antidepressant medication and psychotherapy should be
recommended for adolescents who present with treatment‐resistant depression.
https://www.ncbi.nlm.nih.gov/pubmed/24458008
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The integrative management of treatment‐resistant depression: a comprehensive
review and perspectives.
Evidence suggests that cognitive therapy (CT) is an effective strategy for TRD.
https://www.ncbi.nlm.nih.gov/pubmed/26635099
Treatment‐resistant panic disorder: a systematic review.
Augmentation of the pharmacological treatment with cognitive‐behavioral therapy
demonstrated some short‐term efficacy in treatment‐resistant PD.
https://www.ncbi.nlm.nih.gov/pubmed/16847460
Treatment‐resistant anxiety disorders.
Anxiety disorders are treatable conditions and respond to the front‐line
interventions such as serotonin reuptake inhibitors and cognitive behavioral therapy.
Acceptance and Commitment Therapy for Generalized Anxiety Disorder in Older
Adults: A Preliminary Report (full text)
Behavioral Therapy, March 2011
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3496779/
Abstract excerpt: Some evidence suggests that acceptance‐based approaches such
as Acceptance and Commitment Therapy (ACT) may be well‐suited to geriatric
generalized anxiety disorder (GAD). The primary goal of this project was to
determine whether ACT was feasible for this population. Seven older primary‐care
patients with GAD received 12 individual sessions of ACT; another 9 were treated
with cognitive‐behavioral therapy. No patients dropped out of ACT, and worry and
depression improved. Findings suggest that ACT may warrant a large‐scale
investigation with anxious older adults.
Cathill ‐ I just finished up with 4 months of cognitive behavioral therapy to help with
my life long battle of depression. I have been on and off antidepressants for most of
my adult life (usually very low levels). I have been on Cymbalta for over two years
now, 40mg once a day, and now that I am armed with my new tools that I learned in
therapy, finally ready to say good bye to this drug. I have tried getting off in the past,
so I am well aware of the hell you go through getting off.
gsmommy ‐ I did have anxiety and panic attacks nearly 10 years ago and took a med
for it, paxil. I went through very aggressive cognitive behavioral therapy and weaned
from the med and have not had panic attack since.
There are dozens and dozens of medical research articles showing the benefit of CBT
on anxiety treatment primarily but also more limitedly on depression as well.

• Cranial Electrotherapy Stimulation (CES)
https://www.ncbi.nlm...pubmed/28870799
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doi:

Cranial Electrotherapy Stimulation for the Management of Depression, Anxiety,
Sleep Disturbance, and Pain in Patients With Advanced Cancer: A Preliminary Study.
Thirty‐three of 36 patients (92%) completed the CES. Median (interquartile range)
adherence CES use and satisaction scores were 93% (89‐100) and 10% (9‐10),
respectively, and the adherence criteria was met in the study. CES use was safe (no
Grade 3 or higher adverse events). HADS anxiety (P < 0.001), HADS depression (P =
0.024), ESAS anxiety (P = 0.001), ESAS depression (P = 0.025), Brief Pain Inventory
pain (P = 0.013), Pittsburgh Sleep Quality Index daytime dysfunction (P = 0.002), and
medication use (P = 0.006) scores improved after four‐week CES treatment.
https://www.ncbi.nlm...pubmed/23538086
Psychiatr Clin North Am. 2013 Mar;36(1):169‐76. doi: 10.1016/j.psc.2013.01.006.
Cranial electrotherapy stimulation for treatment of anxiety, depression, and
insomnia.
Abstract
Cranial electrotherapy stimulation is a prescriptive medical device that delivers a
mild form of electrical stimulation to the brain for the treatment of anxiety,
depression, and insomnia. It is supported by more than 40 years of research
demonstrating its effectiveness in several mechanistic studies and greater than 100
clinical studies. Adverse effects are rare (<1%), mild, and self‐limiting, consisting
mainly of skin irritation under the electrodes and headaches. Often used as a stand‐
alone therapy, because results are usually seen from the first treatment, cranial
electrotherapy stimulation may also be used as an adjunctive therapy.
Many other articles exist showing positive effects from this technique.

• Mindfulness
Xana ‐ JON KABAT‐ZINN, PH.D., is founding Executive Director of the Center for
Mindfulness in Medicine, Health Care, and Society at the University of Massachusetts
Medical School. He is also the founding director of its renowned Stress Reduction
Clinic and Professor of Medicine emeritus at the University of Massachusetts Medical
School. He teaches mindfulness and Mindfulness‐Based Stress Reduction (MBSR) in
various venues around the world. He received his Ph.D. in molecular biology from MIT
in 1971 in the laboratory of Nobel Laureate, Salvador Luria.
He is the author of numerous scientific papers on the clinical applications of
mindfulness in medicine and health care, and of a number of books for the lay public:
Full Catastrophe Living: Using the Wisdom of Your Body and Mind to Face Stress, Pain
and Illness (Delta, 1991); Wherever You Go, There You Are: Mindfulness Meditation in
Everyday Life (Hyperion, 1994); Coming to Our Senses: Healing Ourselves and the
World Through Mindfulness (Hyperion, 2005); and Arriving at Your Own Door: 108
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Lessons in Mindfulness (Hyperion, 2007). He is also co‐author, with his wife Myla, of
Everyday Blessings: The Inner Work of Mindful Parenting (Hyperion, 1997); and with
Williams, Teasdale, and Segal, of The Mindful Way Through Depression: Freeing
Yourself from Chronic Unhappiness (Guilford, 2007). Overall, his books have been
translated into over 30 languages.
I did the training (half of it as I told you) with a former Z Segal PhD student. The book
I've is the one by Williams, Teasdale, Segal and Kabat‐Zinn, that comes with a CD
with all the exercises guided by Kabat‐Zinn. The book is about mindfulness applied to
prevent depression relapse, but since it was written Minfulness that was developed
as a technique to cope with stress by J Kabat‐Zinn, has proven to be equally efective
in treating the whole spectrum of anxiety disorders.
Pepe ‐ The following technique (which I picked up from a book) has worked for me to
slow down this constant train of thoughts and anxiety several times, and it still does.
1) Make yourself as comfortable as you can (sit or or lie down and close your eyes)
2) Try to get your respiration under control (inhale deep through your nose for 4
seconds, keep the air in for 3 seconds exhale for 7 seconds)
3) When your respiration has stabilized,try to observe yourself as a silent 'spectator'
4) You are NOT your thoughts or feelings, your thoughts and feelings should not
kidnap you as a person. Try to observe your thoughts/feelings without any
judgement. Just try to observe them. Don't ask yourself any questions regarding
these thoughts/feelings.
5) Realize you are "observing" your thoughts/feelings. You, as a full person, are
observing 'some thoughts/feelings' which are....just there.
6) Realize that these thoughts/feelings are just a (small) part of you, they are NOT
you.
7) If you are able to objectively observe your thoughts/feelings they will gradually
decrease in strength and speed.
TM ‐ I spent a few months listening to guided Mindfulness Meditation sessions at
bedtime, and found it useful for winding down and falling asleep. You can find them
on YouTube, on CD's, and elsewhere on the net.
considering ‐ I think meditation has helped me deal with bouts of low grade
depression that I've experienced in the last seven years since I've been on Cymbalta.
So I would highly recommend it to anyone. But I recommend that you have a teacher,
even if it's meditation CDs of teachings from Sharon Saltzberg or Pema Chodron.
turbolag ‐ I work with a therapist, that works with me on mindfulness and
meditation, I also use Gert's anxiety CD course.
IBS ‐ One therapy I've benefited from is DBT...it incorporates mindfulness and was
designed by Dr. Marsha Linehan for people with Borderline personality disorder...so i
better get going on it.
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TM ‐ 1. The Mindfulness & Acceptance Workbook for Depression by Kirk D. Strosahl
and Patricia J. Robinson.
2. The Mindfulness & Acceptance Workbook for Anxiety by George H. Elfert and John
P. Forsyth.
These books come with CD, guided imagery, and Mindfulness exercises. As a strategy
for broadening your Mindfulness understanding and practice, look into Mindfulness
classes in your area. You might inquire through your therapist, medical community,
community college, night classes, or university. Search on YouTube for Vipassana
Mindfulness Meditation
TM ‐ Start with something to keep the anxiety down‐‐ that's the wild card! I could not
imagine using Mindfulness to intervene in a skyrocketing episode of anxiety or rage.
Impossible!
I agree that the physical symptoms occupy too much band‐width to enable
Mindfulness or other therapy to be up‐loaded early on in discontinuation‐‐ there's
just too much activity in your head at this time.
brz ‐ I wish i could find the web site i found with a good description, but a great
technique i use is sensory mindfulness. focus on one of your five senses, like sound.
just listen to all the sounds around you, , don't judge them, just let them come and go
and be aware of them. do that for 5‐10 minutes, then switch to a different sense,
sight ‐ notice all the imgaes before you, again, don't judge them, just notice them
and be aware ‐ you can do the same with touch , taste ‐ chew something flavorful like
chocolate, savor it, note the subtleties. the idea is to take your focus away from the
intrusive thoughts. same with focusing on your breath, in out, full but normal
breathing. don't hyperventilate. just feel your breath go in and out, no judgement. it
takes practice. i work on it ALL the time, so when the anxiety isn't as strong, it is
easier and it can become a habit.
anothermind ‐ are you referring to Prof Mark Williams ‐ he has researched
mindfulness and happiness? ... https://www.youtube.com/watch?v=WY08aXxor20
here's a great talk from him at Alain de Botton's School of Life in London)
Andrew Solomon is another amazing speaker on anxiety and depression:
https://www.ted.com/talks/andrew_solomon_depression_the_secret_we_share?lan
guage=en and dozens of others with positive things to say about mindfulness
therapy.
frog ‐ There's research out there that people who do consistent mindfulness
meditation have a a thicker, more active prefrontal cortex, which is a part of the
brain that's more logical and rational, and that their amygdala which is more
emotional and reactive actually shrinks in size. Of course it doesn't have the same
effect on every single person, I'm sure for some it works really well and others not so
much. But unlike any of these awful drugs there's no downside to trying it and no
withdrawal (!) so might be worth giving it a go if you haven't already.
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There are large amount of research showing the benefits of mindfulness for both
anxiety and depression.

Home Care
• Sleep
Many members recommend sleeping as much as possible during withdrawal.
http://www.cymbaltaw...elps#entry72205
The document "How to sleep better"
How to Sleep Better
Tips for Getting a Good Night’s Sleep
Tip 1: Keep a regular sleep schedule
Getting back in sync with your body’s natural sleep–wake cycle—your circadian
rhythm (daily rhythm)—is one of the most important strategies for achieving good
sleep. If you keep a regular sleep schedule, going to bed and getting up at the same
time each day, you will feel much more refreshed and energized than if you sleep
the same number of hours at different times. This holds true even if you alter your
sleep schedule by only an hour or two. Consistency is important.
• Set a regular bedtime. Go to bed at the same time every night. Try not to break this
routine on weekends when it may be tempting to stay up late. No more than 15
minutes earlier or later each day.
• Wake up at the same time every day. If you’re getting enough sleep, you should
wake up naturally without an alarm. If you need an alarm clock to wake up on time,
you may need to set an earlier bedtime. As with your bedtime, try to maintain your
regular wake–time even on weekends.
• Nap to make up for lost sleep. If you need to make up for a few lost hours, use a
daytime nap rather than sleeping late. DO NOT NAP MORE THAN 1 HOUR PER DAY as
it may affect your evenings sleep. DO NOT NAP AFTER 5 PM. The best time to nap is
early afternoon.
• Fight after–dinner drowsiness. If you find yourself getting sleepy way before your
bedtime, get off the couch and do something mildly stimulating to avoid falling
asleep, such as washing the dishes, calling a friend, or getting clothes ready for the
next day. If you give in to the drowsiness, you may will usually wake up later in the
night and have trouble getting back to sleep.
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Tip 2: Naturally regulate your sleep‐wake cycle
• Melatonin is your naturally produced hormone that regulates your sleep.
Melatonin production is controlled by light exposure. Your brain will secrete more in
the evening, as it becomes darker, Conversely, during the day your brain detects
increasing light levels and begins producing serotonin, which causes one to wake and
be alert.
• Spending long days in an office away from natural light, for example, can impact
your daytime wakefulness and make your brain sleepy. Then bright lights at night—
especially from hours spent in front of the TV or computer screen—can suppress
your body’s production of melatonin and make it harder to sleep. However, there
are ways for you to naturally regulate your sleep‐wake cycle, boost your body’s
production of melatonin, and keep your brain on a healthy schedule.
• Increase light exposure during the day
Remove your sunglasses in the morning and let light onto your face.
Spend more time outside during daylight. Try to take your work breaks outside in
sunlight, exercise outside, or walk your dog during the day instead of at night.
Let as much light into your home/workspace as possible. Keep curtains and blinds
open during the day.
• Boost melatonin production at night
Turn off your television and computer. Many people use the television to fall asleep
or relax at the end of the day. Not only does the light suppress melatonin
production, but television can actually stimulate the mind, rather than relaxing it. Try
listening to music or audio books instead, or practicing relaxation. If your favorite TV
show is on late at night, record it for viewing earlier in the day.
• Don’t read from a backlit device at night (such as an iPad). If you use a portable
electronic device to read, use an eReader that is not backlit, i.e. one that requires an
additional light source such as a bedside lamp.
• Change your light bulbs. Avoid bright lights before bed, after 7 PM do not use a
light greater than 25 watts. Reduce light exposure by significantly reducing the
brightness on your TV or electronic device.
• When it’s time to sleep, make sure the room is dark. The darker it is, the better
you’ll sleep. Cover electrical displays, use heavy curtains or shades to block light
from windows, or try an eye mask to cover your eyes. Most patients with chronic
problems blacken their bedrooms entirely. Do not use nightlights if it can be done
safely. Block all windows in the bedroom so light can not enter.
See... https://www.ncbi.nlm...n00057‐0027.pdf for details
Tip 3: Create a relaxing bedtime routine

192

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

• If you make a consistent effort to relax and unwind before bed, you will sleep
easier and more deeply. A peaceful bedtime routine sends a powerful signal to your
brain that it’s time to wind down and let go of the day’s stresses.
• Keep noise down. If you can’t avoid or eliminate noise from barking dogs, loud
neighbors, city traffic, or other people in your household, try masking it with a fan,
recordings of soothing sounds, or white noise. You can buy a special sound machine
or generate your own white noise by setting your radio between stations. Earplugs
may also help. Sound machines can be purchased at local department stores.
• Keep your room cool. The temperature of your bedroom also affects sleep. Most
people sleep best in a slightly cool room. A bedroom that is too hot or too cold can
interfere with quality sleep.
• Make sure your bed is comfortable. You should have enough room to stretch and
turn comfortably. If you often wake up with a sore back or an aching neck, you may
need to invest in a new mattress or a try a different pillow. Experiment with different
levels of mattress firmness, foam or egg crate toppers, and pillows that provide
more support.
Relaxing bedtime rituals to try
• Read a book or magazine by a soft light
• Take a warm bath
• Listen to soft music
• Do some easy stretches
• Wind down with a favorite hobby
• Listen to books on tape
• Make simple preparations for the next day

• DO NOT exercise or do any significant physical activity after 6 PM. Anything
considered work (laundry, dishes, etc) must be avoided after 6 PM.
Tip 4: Eat right and get regular exercise
• Your daytime eating and exercise habits play a role in how well you sleep. It’s
particularly important to watch what you put in your body in the hours leading up to
your bedtime.
• Stay away from big meals at night. Try to make dinnertime earlier in the evening,
and avoid heavy, rich foods within two hours of bed. Fatty foods take a lot of work
for your stomach to digest and may keep you up. Also be cautious when it comes to
spicy or acidic foods in the evening, as they can cause stomach trouble and
heartburn.
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• Avoid alcohol before bed. Many people think that a nightcap before bed will help
them sleep. While it may make you fall asleep faster, alcohol reduces your sleep
quality, waking you up later in the night. To avoid this effect, so stay away from
alcohol in the hours before bed.
• Eliminate caffeine. You might be surprised to know that caffeine can cause sleep
problems up to ten to twelve hours after drinking it! No chocolate, most teas, coffee.
• Avoid drinking too many liquids in the evening. Drinking lots of water, juice, tea, or
other fluids may result in frequent bathroom trips throughout the night. Caffeinated
drinks, which act as diuretics, only make things worse.
• Quit smoking. Smoking causes sleep troubles in numerous ways. Nicotine is a
stimulant, which disrupts sleep. Additionally, smokers actually experience nicotine
withdrawal as the night progresses, making it hard to sleep.
• Eliminate stimulants. No sugars, salty food or MSG. Sugar is a stimulant which can
increase blood pressure and pulse. It can take significant time to process this
material and slow down your metabolism. Salts like table salt and MSG provide
sodium which is used by the body to help carry electrical system in our bodies. This
can also increase heart rates and metabolism for several hours.
• If you’re hungry at bedtime
For some people, a light snack before bed can help promote sleep. When you pair
tryptophan–containing foods with carbohydrates, it may help calm the brain and
allow you to sleep better. For others, eating before bed can lead to indigestion and
make sleeping more difficult. Experiment with your food habits to determine your
optimum evening meals and snacks. If you need a bedtime snack, try:
A small bowl of whole–grain, low–sugar cereal
Granola with low–fat milk or yogurt
A banana (not sugary fruits)
• You’ll also sleep more deeply if you exercise regularly. As little as twenty to thirty
minutes of daily activity helps. And you don’t need to do all thirty minutes in one
session. You can break it up into five minutes here, ten minutes there, and still get
the benefits. Try a brisk walk, a bicycle ride, or even gardening or housework. Serious
exercise, even small amounts, must be done before 6 PM.
• Some people prefer to schedule exercise in the morning or early afternoon as
exercising too late in the day can stimulate the body, raising its temperature.
Tip 5: Get anxiety and stress in check
• Do you find yourself unable to sleep or waking up night after night? Residual
stress, worry, and anger from your day can make it very difficult to sleep well. When
you wake up or can’t get to sleep, take note of what seems to be the recurring

194

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

theme. That will help you figure out what you need to do to get your stress and
anger under control during the day:
• If you can’t stop yourself from worrying, especially about things outside your
control, you need to learn how to manage your thoughts. When trying to go to sleep
it is essential not to think about work, money, your family’s problems or other
stressful subjects. These are very detrimental to sleep. Do not think about exciting
subjects (a vacation, your favorite hobbies, etc.). Instead pick something mundane
(boring). Pick a subject like weeding you garden, cleaning your car, etc. It will be
difficult to stay focused on these boring subjects at first but it will become easier
with time and practice.
• If the stress of managing work, family, or school is keeping you awake, you need
help with stress management. By learning how to manage your time effectively,
handle stress in a productive way, and maintain a calm, positive outlook, you’ll be
able to sleep better at night.
Relaxation techniques for better sleep
• Deep breathing. Close your eyes—and try taking deep, slow breaths—making each
breath even deeper than the last.
• Progressive muscle relaxation. Starting at your toes, tense all the muscles as tightly
as you can, then completely relax. Work your way up from your feet to the top of
your head.
• Visualizing a peaceful, restful place. Close your eyes and imagine a place or activity
that is calming and peaceful for you. Concentrate on how relaxed this place or
activity makes you feel.
Tip 6: Ways to get back to sleep
• It’s normal to wake briefly during the night. In fact, a good sleeper won’t even
remember it. But if you’re waking up during the night and having trouble falling back
asleep, the following tips may help.
• Stay out of your head. Hard as it may be, try not to stress over the fact that you’re
awake or your inability to fall asleep again, because that very stress and anxiety
encourages your body to stay awake.
• Make relaxation your goal, not sleep. If you are finding it hard to fall back asleep,
try a relaxation technique such as visualization (focus your eyes on something in the
room), deep breathing, or meditation, which can be done without even getting out
of bed. Remind yourself that although they’re not a replacement for sleep, rest and
relaxation still help rejuvenate your body.
• Stretching. If you wake during the night do NOT fight it or panic. If you can not go
to sleep in 10 to 15 minutes, get up, wake 20 or 30 feet, stretch (touch your toes or
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stretch your arms), walk back to bed and lay back down again. Each time you stretch
and lay down your body will produce a small amount of endorphins which help the
body relax.
• Postpone worrying and brainstorming. If you wake during the night feeling anxious
about something, make a brief note of it on paper and postpone worrying about it
until the next day when you are fresh and it will be easier to resolve. Similarly, if a
brainstorm or great idea is keeping you awake, make a note of it on paper and fall
back to sleep knowing you’ll be much more productive and creative after a good
night’s rest.
FN ‐ Sound machine/radio ‐ I pick out which of the sounds (often I have high and low
pitch, hissing, humming, and whirring all at the same time) I find most pleasing ...
and somehow that helps me drift off to sleep ... It helps cover up outside noises.
Raven ‐ I also sometimes find that putting headphones on and listening to your
favorite music as loud as you can stand it helps drown out anything that might make
you panic, it might even help you fall asleep.
https://www.ncbi.nlm...pubmed/26047492
This meta‐analysis indicates that short and long sleep duration was significantly
associated with increased risk of depression in adults.
https://www.ncbi.nlm...pubmed/26179204
Geriatric Depression Scale and Geriatric Anxiety Inventory scores are both
significantly correlated with sleep disturbance. Geriatric Depression Scale scores are
uniquely associated with daytime dysfunction, and Geriatric Anxiety Inventory scores
are uniquely associated with perceived sleep quality, sleep latency, and global
Pittsburgh Sleep Quality Index scores.
https://www.ncbi.nlm...les/PMC3900629/
Contributions to depressive symptoms increase at both short and long sleep
durations.
Many articles exist that show this relationship of sleeping to much or to little
contributes to anxiety and depression symptoms.
There are many studies that reflect the fact that withdrawal decreases sleep and
increases withdrawal symptoms. Many studies also reflect that by increasing sleep
by use of natural or prescription drugs help with withdrawal sympotoms.
IUN ‐ According to recent studies, people suffering from anxiety and depression loose
a lot of sleep as a result of something called "rebound sleep" which bring to the
surface all the things that have been suppressed during the day.
Essentially where people choose to "run away" from their thoughts that might
otherwise plague them come out at night when your cognition no longer has the
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option to ignore what the brain needs to clear out.
Among the tests involving z‐drugs and all the other nasty things, studies were carried
out whereby sufferers wrote down what was causing them problems during the day
before they went to sleep, following which a significant reduction found that they
had less problems with their sleep and/or dreams.
More info can be found here;
https://www.psycholo...d‐affect‐health

• Diet
Please refer to previous sections on diet to improve serotonin, endorphin and
dopamine levels.
Increase protein intake to help body to heal. Protein is very big in helping to
overcome any illness. Can be added as a powder to a smoothie or other liquid.
FN ‐ the amino acids ... just be very cautious, and research every single thing he/she
tells you on your own ... they're powerful, and if not used with great care and
caution, can be harmful.

• Blood pressure monitoring
FH ‐ Just wanted to pass along a growing trend in a new way drs can get accurate
feedback on your anxiety levels and how to adjust your medicine.
As we have discussed many times on this site most antidepressants and especially
antianxiety drugs will lower you blood pressure to some degree. Ever wonder why a
dr will start you out on a low dose of a medicine first and then slowly increase it as
needed? Well part of the reason is to be sure you do not take any more meds then
necessary. The other part is to make sure your body has a chance to adjust to any
changes in blood pressure. Any dr who puts you on a full dose to begin with is doing
you no favors unless you are just desperate for help. By ramping up slowly you can
see if you will develop any significant side effects before they overwhelm you; you
can see if you have a reaction to a medicine before you get carried away with a full
dose and to give your body a chance to adjust to any changes in BP.
What drs are doing now (and we can do this as well) is to monitor the systolic part of
our blood pressure. The systolic is the top large number of our blood pressure. So if
your bp is 120/80 then the 120 is the systolic number. The general guidelines are
that if the systolic is over 120 then the anxiety levels are to high and an increase in
meds may be necessary. If the systolic drops to near 90 (say 90/50) then this
indicates that there is more medicine in your system than you need and the dr may
cut back on a dose.
Now drs are using this method along with the information on how you feel to
determine if any changes are needed. Of course you don't always carry a dr around
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in your back pocket so it is important to realize that you can use this method as well.
As many of you know I take clonidine and hydroxyzine to control my anxiety. Both of
course can affect bp but have no withdrawal. So by monitoring my bp I can tell when
I need to get more medicine in my body (systolic over 120) or to drop a little in
medicine dose (systolic near 90). By the way if you get dizzy when you stand up too
fast this is an indication your bp is getting low and you need to check it. This is also a
way to determine if you are stable enough to start weaning again. As your bp drops
it indicates your stress levels are decreasing and it may be time to start weaning
again. If your bp starts to go over 120 on the systolic then it may be time to slow
down or pause a little bit BEFORE it gets too bad.
PLEASE READ; Important.
Blood pressure must be taken the same way each time. You must be sitting or lying
still for 2 minutes or more. This is called a resting blood pressure. If you choose to
set then it must always be taken in a setting position each time. DO NOT base any of
your decisions on one single bp. Bp fluctuates due to many factors. Activity around
you, your health, when and what you eat, etc. So when I need to check things out I
take 2 or 3 blood pressures during the day. You are looking for a pattern. I have
found that at least in my case it is easy to quickly determine that my bp is rising or
falling after a few bp readings. Do not take a bp within 5 minutes of another blood
pressure. It takes the vessels in the arm or wrist time to adjust back to normal. It is
best to wait 10 minutes if you need to try and get another bp.
I know for me this has helped as a early warning system on when my withdrawal is
ramping up and gives me better control. I hope it helps you all as well.

• Taking Meds
https://www.healthce...shelflife‐xanax
According to experts, most prescriptions are still potent long past their expiration
date ‐ which is typically 2 to 3 years. It may be somewhat less potent or it could just
as potent as it ever was. The expiration date does not indicate that a drug is no
longer good ‐ it simply indicates a date at which a drug manufacturer guarantees
that it is good. A large Air Force study in conjunction with the FDA concluded that
most drugs are good long past their expiration dates and they use them past their
expiration dates.
FH ‐ At this point, like with most medicines I would recommend the teaspoon tea cup
rule. For those new to the site this is the safety approach to taking a new medicine to
avoid allergic reactions, severe side effects or incompatible reactions. If the medicine
calls for, example, 100 mg every 8 hours start with 10 mg (part of a tablet), then 20
then 50 then 75, etc. Some sort of step mechanism to be sure your body can handle
the medicine appropriately before going to a full dose. This helps avoid a lot of
needless suffering.
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• GI Disturbances
FH ‐ Remember if your stomach is an issue you shouldn't drink anything hot or cold as
this caused the muscles to tighten even more. Slightly warm water is the best and
sometimes a hot pad on the stomach help calms it as well.
FH ‐ It is like the old question, which came first the chicken or the egg. Anxiety causes
an increase in adrenaline and serotonin activity. Adrenaline affects the heart and
serotonin in the stomach and intestines. What most people do not realize is that the
heart and stomach are controlled by the vagus nerve. So if anxiety increases then the
stomach problems increase and vice versa, if stomach problems increase then anxiety
increases. Anxiety increases due to feed back from the stomach and the vagus nerve.
Old drs use to call this the head/gut connection. Stomach issues are also another
stressor for the body and any time you can reduce a source of stress your anxiety will
improve. Consider when you have had a bad case of the flu. You are tired and sick but
also irritable, agitated, etc. The flu makes you stressed. As the flu subsides your
psychological symptoms reduce as well. Chronic long‐term stress usually causes IBS
(irritable bowel syndrome) because of constant increase in serotonin activity in the GI
tract.
Jim ‐ He put me on 150 mg of Zantac twice a day in order to reduce production of
stomach acid. Within 2 hours of taking the first dose I was shocked to feel my anxiety
reduce by probably 75%. I was astonished at how my stomach was exacerbating my
anxious feelings. Sometimes even when I didn't feel particularly anxious about
anything, my stomach would well up and I would suddenly feel like I was about to go
into the most important job interview on my life.
FH ‐ Stomach issues, IBS, acid refux, etc have long been correlated to the severity of
anxiety. During my own withdrawal I found that relief of heartburn by zantac and
antacids would not only relieve my heartburn but also reduce my anxiety levels some.
You need to realize that stomach ailments are a source of more stress on the body
and would add to your anxiety symptoms. It is also believed that by returning the
acid levels in the stomach to normal allows your medicine to be absorbed more
efficiently and therefore it does a better job.
FN ‐ I remembered this discussion, and I had some Zantac on hand. So, I figured I'd
try an experiment to see how it works on anxiety .... I'm having no acid reflux/GERD
symptoms of the sort that tell me I need to take it ... and I haven't associated my
weird stomach sensation with acid reflux ...
Anyway, I took 75 mg...about 7 a.m.... and amazingly, shortly thereafter, the anxiety
stuff dropped down several notches ... so, at about 9 a.m. I took another 75 mg tab
(can't take more than two in a 24 hr period) ...
Well, the anxiety/weird stomach stuff that I call "anxiety" totally cleared up ... I mean
totally ....

199

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

https://draxe.com/gu...ain‐connection/
A fairly good overview of the brain/gut connection.
FH ‐ Basically with stress proper digestion and acid production changes. Bad bacteria
in the stomach are able to better compete with good bacteria. With poor digestion
improper nutrition increases to the body and has an inflamatory effect on many
organs including the brain. Stress reduction, probiotics and a good diet are essential
in bringing things back into balance. See the section on probiotics for details on what
conditions can be caused by this inproper digestion. See the earlier section in this
thread on Probiotics.
Peppermint
Fishinghat ‐ You can have her suck on a peppermint lozenge. This relaxes the
esophagus/stomach but does not affect the lower intestines and does not aggravate
constipation or diarrhea. Be sure it has real peppermint not peppermint flavoring. I
have occasional esophageal spasms (a weaker form of dry heaves) and they work
well for me. I buy mine at a health food store for about $3 for 10 lozenges.
Peppermint contains menthol, which has an antispasmodic effect that relaxes the
muscles of the digestive tract.
notsobad ‐ I've had issues with motion sickness (that I didn't have when I was a
kid)...and I wonder if it's all connected somehow. I went through phases with ginger
and chewing peppermint gum, which made the situation survivable but still
unpleasant.
MC ‐ here are a couple of remedies that has helped my nausea in the past . Mint tea,
peppermint tea, green apples and life saver 'wint‐o‐green' flavor.
Many members mention the GI benefits they recieve from using peppermint.
Peppermint contains high amounts of menthol which is an antispasmotic and
smooth muscle relaxant.

• Keeping a Journal
Many members promote the keeping of a journal. You will find that this type of
record is much more accurate trhan our memories plus it is a good reference when
talking to the dr or going back to look for similar experiences. My journal has helped
me immensely over the years.
JHRo ‐ So I created a Google Form (basically like a survey) and linked it to a Google
Sheet (basically excel). Accessing both of these is free, you just have to have a Google
account (like gmail, or you can create one from scratch).
https://drive.google...E9xWM3YNMkJ1qQv
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• Cravings
Chart: what do food cravings mean (nutrient shortage indicated by cravings)... scroll
down the page, chart is at bottom)
http://betterraw.com/2011/10/what‐do‐food‐cravings‐say‐about‐you‐chart.html
Members frequently mention cravings during withdrawal. Ten mention craving
sugar, 7 mention craving carbs, 3 salt, 2 coffee, and they also mention ice, ice cream,
oranges and orange juice, pineapple.
It is interesting that these items has a unique dietary profile.
Coffee raises tyrosine and dopoamine.
Salt and ice cream are high in sodium, calcium and magnesium (electrolytes)
Oranges, orange juice and pineapple are high in bioflavanoids and vitamin C as well
as sugar.
The sugar craving may be because of low blood sugar during withdrawal which has
been mentioned by many members.
16 members mention developing low blood sugar during withdrawal, uually
associated with headaches or dizziness. 2 members mentioned that their blood sugar
readings were like a rollercoaster during withdrawal and 4 mentioned it stayed
normal. I could not find any research articles linking Cymbalta withdrawal to
hypoglycemia.

• Stimulants (Make anxiety worse)
• Caffeine
• Over‐the‐counter cold preparations with phenylpropylamine & pseudoephedrine*
• Sleep deprivation
• marijuana
• Magnesium*
• MSG
• Alcohol
• Stress
• amphetamines
• ecstasy
• nicotine
• Ginseng
• L‐Tyrosine
• B Vitamins*
• aspartame
• Coconut Oil
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• Taurine
• DHEA
• Ginkgo
• Iodine
• Arginine
• Sugar
• Kava
* ‐ Only some people have this reaction.

• Things containing caffeine
Coffee, Espresso, Cappuccino, some Teas, Low calorie, non‐cola soda containing
aspartame, Low calorie colas containing aspartame or saccharine, Energy drinks,
Some types of alcoholic drinks.
Chocolate ....Baking, Dark, Sweet and semisweet, Pudding, Cereals, Fudge , Milk
chocolate, Syrup, Mousse, Soymilk, Fat free cookies, Cookies, Cake, Frozen Yogurt,
Ice cream, Frosting, and Shakes .
Java Pops, Chai Mints, Green Tea, Warp Mints, Penguin mints, and cinnamons.
Caffeinated Energy Strips, Caffeinated Fruity Lollipops, HyDrive Energy Chews,
Caffeinated Nixie Tubes, Foosh Energy Mints, Atomic Energy Bites, Buzz Bites,
KickBricks, Energy Chews, Reload Energy Strips, Movit Gummies, Caffeinated
jellybeans, Morning Spark, Oatmeal, Sumseeds (caffeinated sunflower seeds),
Lightning Rods (beef sticks), Engobi "Energy Go Bites" (crispy snacks), Jolt Gum, Blitz
Energy Gum, Think Gum Stay Alert, Vibe Black, Black Go Fast!, Dozens and dozens of
herbal supplements.
https://www.caffeine...ffeine‐database
List of energy drinks with caffiene. (over 100)
FCB ‐ Air, I'd think coffee is better than the diet coke! Those artificial sweeteners can
really mess with your body and mind (anxiety‐creating, among other effects) plus the
other junk that is in pop. Coffee on the other hand, has been found to have health
benefits. Dark roast coffee has less caffeine. Sweeten it with honey or maple syrup ‐
they have a medium glycemic index and have other health benefits, and sweeter than
sugar so you use less (or try stevia, I heard the body does not process stevia as a
sugar).
http://www.cymbaltaw...ety/?hl=improve
What makes anxiety worse.
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• Depressants (Make depression worse)
Oxalic acid is found in members of the spinach family and cabbage, broccoli, brussels
sprouts, chives and lamb's quarters are high in oxalates, as are sorrel and parsley.
Rhubarb leaves contain about 0.5% oxalic acid.
Can cause depression, lack of minerals, kidney stones, and more. Cooking does not
affect oxalic acid. People with kidney disease, a history of kidney stones or suffer
from depression should avoid these foods.
• Aspartame
• Gluten
• High Fat Dairy
• Sugar
• alcohol
• Trans fats
• Sodium
• Caffiene
• Pesticide residue on foods
• GHB
• Organic solvents (paint, varnish, stains, cleaning solvents, paint thinner, etc).

• Mammalian Diving Reflex
The diving reflex, also known as the diving response and mammalian diving reflex is a
response to immersion that overrides the basic homeostatic reflexes, which is found
in all air‐breathing vertebrates. It optimizes respiration by preferentially distributing
oxygen stores to the heart and brain which allows staying underwater for extended
periods of time. It is exhibited strongly in humans, in particular babies up to 6
months old. The greatest bradycardia effect is induced when the subject is holding
breath with face submerged.
Method description ‐ The Dive Reflex, originally noted in cold water diving, is a first
rate vagus nerve stimulation method capable of rapidly chilling down anxiety, panic,
stress and body‐wide inflammation as well as elevating moods. At first the dive
reflex was done by dipping the face from the lips to the scalp line into very cold
water for 30 seconds to 1 minute. This would quickly melt away anxiety and stress.
Later it was found that a large zip‐lock plastic bag filled with ice or ice cubes applied
to the face from the scalp line to the lips would perform as well without leaving the
user appearing like they just emerged from a river. The Dive Reflex, because of its
ability to stimulate the vagus nerve, has proved helpful for:
• Swift reduction of all forms of anxiety.
• Rapidly dampening down a panic attack.
• Performance anxiety, test anxiety, and phobia work.
• Reducing body‐wide inflammation.
• Use in lowering intense fight/flight in PTSD work.
203

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

• Reducing stress.
• Lowering anger.
• Thwarting worry and rumination.
• Elevating moods.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3768097/
Harnessing the suprabulbar circuits of origin that control diving physiology may
promote feedback therapies designed to remedy high HR and hypertension
associated with anxiety.

• Reiki
Reiki is a form of alternative medicine developed in 1922. Since originating in Japan,
Reiki has been adapted into varying cultural traditions across the world. Reiki
practitioners use a technique called palm healing or hands‐on healing through which
a "universal energy" is allegedly transferred through the palms of the practitioner to
the patient in order to encourage emotional or physical healing.
Reiki is pseudoscience. It is based on qi ("chi"), which practitioners say is a universal
life force, although there is no empirical evidence that such a life force exists. Clinical
research has not shown Reiki to be effective as a medical treatment for any medical
condition. The American Cancer Society, Cancer Research UK, and the National
Center for Complementary and Integrative Health state that Reiki should not be a
replacement for conventional treatment.
sk8 ‐ also started reiki... I noticed since reiki i have been able to wean way easier (not
sure if it is a coincidence or not but anything helps)...
ExCymbaltaUser ‐ I am a reiki student, and received an attunement august 19, which
sent me into a massive detox (like the worst flu ever) after which all my withdrawal
symptoms completely evaporated over the next week or so, while I continued giving
myself reiki healing every day.
Christene ‐ I have some wonderful Reiki music to plug into and used visualization
with this process. I know this has keep me centered and help in the cleansing and
healing process.
...and others
https://www.ncbi.nlm.nih.gov/pubmed/24582620
Although the number of studies is limited, based on the size Cohen's d statistics
calculated in this review, there is evidence to suggest that Reiki therapy may be
effective for pain and anxiety.
https://www.ncbi.nlm.nih.gov/pubmed/25835541
As this included only 25 people with anxiety and 17 with depression and 20 more
with either anxiety or depression, but which was not specified, the results could only
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be reported narratively. They show no evidence that Reiki is either beneficial or
harmful in this population.
https://www.ncbi.nlm.nih.gov/pubmed/26163604
The results of this study indicate that Reiki may decreasepain, anxiety and fatigue in
oncology patients.
https://www.ncbi.nlm.nih.gov/pubmed/20635803
Significant differences were observed between the experimental and treatment
groups on measures of pain, depression, and anxiety; no changes in heart rate and
blood pressure were noted. Content analysis of treatment notes and interviews
revealed five broad categories of responses: Relaxation; Improved Physical
Symptoms, Mood, and Well‐Being; Curiosity and a Desire to Learn More; Enhanced
Self‐Care; and Sensory and Cognitive Responses to Reiki.
...and many many more.

• Taking Meds
To be updated....

• Exercise
Vin ‐ Just for reference purposes for "passer‐bys" on this thread ..... I do think
working out hard and pushing your body to its limits is NOT a good idea during
withdrawal. I love my elliptical and stair‐master exercises in the gym .... but I'm
starting to realize I need to go much easier the first week or so after a bead drop.
And of course, I need to go easier when I have even a hint of downturn in my
symptoms other times as well.

Major Natural Human Supplements
• SAMe ‐ S‐Adenosyl methionine
SAMe ‐ S‐Adenosyl methionine is a common substrate involved in methylmethyl
group transfers, transsulfuration, and aminopropylation. Although these reactions
occur throughout the body, most SAM‐e is produced and consumed in the liver.
More than 40 methyl transfers from SAM‐e are known, to various substrates such as
nucleic acids, proteins, lipids etc. The half‐life is about 100 minutes. Wiki
Safety and side effects
Side effects from SAMe are rare and, if they occur, usually mild.
SAMe can cause:
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• Upset stomach
• Nausea
• Mild insomnia
• Dizziness
• Irritability
• Anxiety
• Sweating
• Constipation
• Diarrhea
Possible interactions include:
• Antidepressants and other drugs and supplements that increase levels of
serotonin. Don't take SAMe with antidepressants. The combination could cause
effects similar to a condition caused by high levels of the chemical serotonin to
accumulate in your body (serotonin syndrome).
• Antipsychotics. Be cautious when taking these drugs with SAMe. The combination
could increase the risk of serotonin syndrome.
• Amphetamines. Be cautious when taking these drugs with SAMe. The combination
could increase the risk of serotonin syndrome.
• Dextromethorphan. Taking SAMe with this cough suppressant could increase the
risk of serotonin syndrome.
• Narcotics. Taking SAMe with meperidine (Demerol) or tramadol (Ultam, ConZip)
could increase the risk of serotonin syndrome.
• St. John's wort. Be cautious when taking this supplement with SAMe. The
combination could cause serotonin syndrome.
https://nccih.nih.go...upplements/SAMe
S‐Adenosyl methionine (SAM‐e); In Depth
At least 40 studies in people have evaluated SAMe for depression, and many of them
showed evidence of beneficial effects. However, most of these trials lasted only a
few weeks, included a small number of participants, and were not of the highest
scientific quality. Also, some studies used injected SAMe rather than an oral form
(taken by mouth).
https://examine.com/...syl‐methionine/
Detailed summary of scientific studies including safety, dose, interactions, etc.
Great info.
https://www.ncbi.nlm...pubmed/27727432
Not useful in treating depression.
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FH ‐ I did a lot of looking at sam‐E withdrawal. There is no medical research on it at
all but a lot of blog/forum comments. As best as I can tell the withdrawal is similar to
Cymbalta symptoms but a lot less severe. Most people noted the symptoms lasted
around 2 to 4 weeks. Most of those who withdrew slowly had no to little symptoms.
By the way, sam‐E is a strong stimulant and should not be used if suffering anxiety.

• 5HTP
http://www.umm.edu/h...tryptophan‐5htp
Overview
5‐hydroxytryptophan (5‐HTP) is a chemical that the body makes from tryptophan (an
essential amino acid that you get from food). After tryptophan is converted into 5‐
HTP, the chemical is changed into another chemical called serotonin (a
neurotransmitter that relays signals between brain cells). 5‐HTP dietary supplements
help raise serotonin levels in the brain.
A 2002 review concluded that although the data evaluated suggests that 5‐HTP is
more effective than placebo in the treatment of depression, the evidence was
insufficient to be conclusive due to a severe lack of high quality research. More and
larger studies are needed to determine if 5‐HTP is truly effective in treating
depression. Wiki
Safety
5‐HTP is POSSIBLY SAFE when taking by mouth appropriately. 5‐HTP has been used
safely in doses up to 400 mg daily for up to one year. However, some people who
have taken it have developed a condition called eosinophilia‐myalgia syndrome
(EMS), a serious condition involving extreme muscle tenderness (myalgia) and blood
abnormalities (eosinophilia). Some people think EMS might be caused by an
accidental ingredient or contaminant in some 5‐HTP products. However, there is not
enough scientific evidence to know if EMS is caused by 5‐HTP, a contaminant, or
some other factor. Until more is known, 5‐HTP should be used cautiously.
Other potential side effects of 5‐HTP include heartburn, stomach pain, nausea,
vomiting, diarrhea, drowsiness, sexual problems, and muscle problems.
5‐HTP is POSSIBLY UNSAFE when taken by mouth in large doses. Doses from 6‐10
grams daily have been linked to severe stomach problems and muscle spasms.
Special precautions & warnings:
Pregnancy and breast‐feeding: There is not enough reliable information about the
safety of taking 5‐HTP if you are pregnant or breast feeding. Stay on the safe side
and avoid use.
Surgery: 5‐HTP can affect a brain chemical called serotonin. Some drugs
administered during surgery can also affect serotonin. Taking 5‐HTP before surgery
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might cause too much serotonin in the brain and can result in serious side effects
including heart problems, shivering, and anxiety. Tell patients to stop taking 5‐HTP at
least 2 weeks before surgery.
Are there interactions with medications?
Major ‐ Do not take this following combination.
Medications for depression (Antidepressant drugs)
5‐HTP increases a brain chemical called serotonin. Some medications for depression
also increase serotonin. Taking 5‐HTP along with these medications for depression
might increase serotonin too much and cause serious side effects including heart
problems, shivering, and anxiety. Do not take 5‐HTP if you are taking medications for
depression.
Some of these medications for depression include fluoxetine (Prozac), paroxetine
(Paxil), sertraline (Zoloft), amitriptyline (Elavil), clomipramine (Anafranil), imipramine
(Tofranil), and others.
Medications for depression (MAOIs)
5‐HTP increases a chemical in the brain. This chemical is called serotonin. Some
medications used for depression also increase serotonin. Taking 5‐HTP with these
medications used for depression might cause there to be too much serotonin. This
could cause serious side effects including heart problems, shivering, and anxiety.
Some of these medications used for depression include phenelzine (Nardil),
tranylcypromine (Parnate), and others.
Moderate ‐ Be cautious with this combination.
Carbidopa (Lodosyn)
5‐HTP can affect the brain. Carbidopa (Lodosyn) can also affect the brain. Taking 5‐
HTP along with carbidopa can increase the risk of serious side effects including rapid
speech, anxiety, aggressiveness, and others.
Dextromethorphan (Robitussin DM, and others)
5‐HTP can affect a brain chemical called serotonin. Dextromethorphan (Robitussin
DM, others) can also affect serotonin. Taking 5‐HTP along with dextromethorphan
(Robitussin DM, others) might cause too much serotonin in the brain and can result
in serious side effects including heart problems, shivering, and anxiety. Do not take
5‐HTP if you are taking dextromethorphan (Robitussin DM, and others).
Meperidine (Demerol)
5‐HTP increases a chemical in the brain called serotonin. Meperidine (Demerol) can
also increase serotonin in the brain. Taking 5‐HTP along with meperidine (Demerol)
might cause too much serotonin in the brain and serious side effects including heart
problems, shivering, and anxiety.
Pentazocine (Talwin)
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5‐HTP increases a brain chemical called serotonin. Pentazocine (Talwin) also
increases serotonin. Taking 5‐HTP along with pentazocine (Talwin) might increase
serotonin too much. This might cause serious side effects including heart problems,
shivering, and anxiety. Do not take 5‐HTP if you are taking pentazocine (Talwin).
Sedative medications (CNS depressants)
5‐HTP might cause sleepiness and drowsiness. Medications that cause sleepiness are
called sedatives. Taking 5‐HTP along with sedative medications might cause too
much sleepiness.
Some sedative medications include clonazepam (Klonopin), lorazepam (Ativan),
phenobarbital (Donnatal), zolpidem (Ambien), and others.
Tramadol (Ultram)
5‐HTP increases a brain chemical called serotonin. Tramadol (Ultram) can also
increase serotonin. Taking 5‐HTP along with tramadol (Ultram) might cause too
much serotonin in the brain and might result in side effects including confusion,
shivering, stiff muscles, and others.
Herbs and supplements with sedative properties
5‐HTP can cause sleepiness or drowsiness. Using it along with other herbs and
supplements that have the same effect might cause too much sleepiness. Some of
these herbs and supplements include calamus, California poppy, catnip, hops,
Jamaican dogwood, kava, St. John's wort, skullcap, valerian, yerba mansa, and
others.
Herbs and supplements with serotonergic properties
5‐HTP increases a brain chemical called serotonin. Taking 5‐HTP along with other
herbs and supplements that increase serotonin might lead to too much serotonin
and cause side effects including heart problems, shivering and anxiety. Other herbs
and supplements that increase serotonin levels include Hawaiian baby woodrose, L‐
tryptophan, S‐adenosylmethionine (SAMe), and St. John's wort.
A total of 74 drugs (242 brand and generic names) are known to interact with 5‐
hydroxytryptophan.
55 major drug interactions
19 moderate drug interactions
For the complete list and to see what the interaction is go to:
http://www.drugs.com...3&generic_only=
Member comments
Unknown ‐ I decided to stop taking it completely b/c I really didn't think it was doing
much of anything for me/I wasn't withdrawling and started taking 25 to 50 mg 5‐HTP
about a week ago. The 5‐HTP doesn't really seem to be helping me. I am feeling more
depressed...
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No brain zaps in 5 days. The brain zaps are horrid, but 5‐HTP really does ease them
dramatically. I'm taking 100mg in the morning, and 50mg before bed. It really does
help you sleep, and lifts your mood.
Tria ‐ My head seems clearer and I just seem to feel more normal (knock on wood ‐
don't want to jinx myself!) I can't say this is all due to the 5‐HTP as she started me on
a few other supplements as well but I only start one new supplement at a time, give
it a couple weeks then start another, and my mood did improve after starting the 5‐
HTP.
AKAnole ‐ I took 150mg of 5HTP every day for a few months. I stopped in December
thinking I no longer needed it then over the holidays the depression came back
suddenly.
brz ‐ I am still not sure how best to take 5htp, it seems to work on a delayed "as
needed" basis. does that make sense? it takes about a day to kick in but as soon as i
get my anxiety under control it doesn't seem to be a problem to just stop. ‐ which is
not what i was expecting when i started last october. since many people take it on a
regular basis, that is what i do. i take one 100mg time release pill every morning. just
wanted to pass along my experience. however, while i have had good results from
the 5htp for anxiety, i can't speak to its effectiveness as a sleep aid.
Penguin1982 ‐ There was a post I read that even though the half life is only 12 hrs, it
can stay in your liver and fat stores for months. Didn't realize that when I started
supplementing with 200mg 5htp and 750mg GABA at night only to find myself peeing
every ten min and shivering beyond control. After seeing that post I realized I was
getting waaaay too much serotonin and creating serotonin syndrome for myself . I've
since stopped both and seem to be coming back around .
AKAnole ‐ 5 HTP to supplement the lack of serotonin that I was experiencing. It
helped but didn't curb the anxiety I would experience at times. L‐Tryptophan which I
think works better for me mood wise but I can't take it at night or else it disrupts my
sleep.
FN ‐ 5HTP worked/works great for me as well ... I did stop using it daily, and have
been using it just once in a while, and was doing just fine ... however, I'm now
actually considering going back on it daily, as I've been working a really stressful
temp job, and I'm starting to feel a bit "unsteady" ...
There is a rebound effect from 5‐htp if it is stopped cold turkey. Next time try phasing
it out over a 2 week period and you will do a lot better.
https://www.cymbaltawithdrawal.com/topic/6971‐about‐5‐htp/
5thp information and discussion.
https://examine.com/supplements/5‐htp/
Detailed summary of scientific studies on 5HTP including anxiety and depression.
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3415362/
Lack of effectiveness and dangers of its use.
5‐HTP is not found in the foods we eat, although tryptophan is. Eating foods with
tryptophan does not increase 5‐HTP levels very much, however. As a supplement, 5‐
HTP is made from the seeds of an African plant called Griffonia simplicifolia.
1. 5‐HTP is changed into serotonin
2. Our body uses tryptophan to make 5‐HTP
3. Vitamin B6, vitamin C, folic acid and magnesium are necessary for the
metabolization of tryptophan. In addition, tyrosine and phenylalanine compete with
tryptophan for absorption.
4. Several dietary, lifestyle, and health factors reduce the conversion of tryptophan
to serotonin, including cigarette smoking, high sugar intake, alcohol abuse, excessive
consumption of protein, hypoglycemia and diabetes.
5. Depression, anxiety, irritability, impatience, impulsiveness, inability to
concentrate, weight gain or unexplained weight loss, slow growth in children,
overeating and/or carbohydrate cravings, poor dream recall, and insomnia can all be
signs that a person may need more tryptophan.
6. The following foods contain tryptophan: red meat, dairy products, nuts, seeds,
legumes, soybeans and soy products, tuna, shellfish, chicken and turkey.
5‐HTP can be a wonder drug for anxiety and depression but MUST be used correctly.
1st – Start out slow. Build slow
50 mg once per day for 3 days
50 mg twice a day for 3 days
50 mg three times per day for 3 days then
50‐50‐75 for 3 days
50‐75‐75 for 3 days
75‐75‐75 for 3 days and then
100‐75‐75
100‐100‐75
100‐ 3 times a day (maximum dose).
As you ramp up watch for stomach upset (stop at that point).
If at anytime your symptoms are minimal do not go up any more.
2nd – Absolutely do not take with a ssri/snri as it may cause seratonin syndrome
(easily recognized by a fever over 102F).
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3rd – Check list of incompatable drugs. Drugs.com
4th – After you have been emotionally stable for a couple weeks you need to slowly,
slowly decrease the 5‐HTP as your system may not need as much now that it has had
a chance to catch up. Many people start out using 150 mg/day and feel fine and then
taper down to 75 mg for the long haul. This is important as with long term usage 5‐
HTP can deplete some necessary nutrients in the body.
5th – 5‐HTP can be gotten for our body by consuning foods rich in tryptophan along
with a small supplement of Vitamin B6, vitamin C, folic acid and magnesium. Foods
high in tryptophan include red meat, dairy products, nuts, seeds, legumes, soybeans
and soy products, tuna, shellfish, chicken and turkey.
6th ‐ Depression, anxiety, irritability, impatience, impulsiveness, inability to
concentrate, weight gain or unexplained weight loss, slow growth in children,
overeating and/or carbohydrate cravings, poor dream recall, and insomnia can all be
signs that a person may need more tryptophan.
7th ‐ Several dietary, lifestyle, and health factors reduce the conversion of
tryptophan to serotonin, including cigarette smoking, high sugar intake, alcohol
abuse, excessive consumption of protein, hypoglycemia and diabetes.
http://www.ncbi.nlm....les/PMC3415362/
5‐HTP alone contraindicated for long‐term use
The most significant side effects and adverse reactions may occur with long‐term use
(many months or longer). Administration of 5‐HTP alone depletes catecholamines
(dopamine, norepinephrine, and epinephrine).12,15 When dopamine depletion is
great enough, 5‐HTP will no longer function.15 If other centrally acting monoamine‐
related disease processes involving catecholamines are present, administration of 5‐
HTP alone may deplete dopamine, norepinephrine and epinephrine thereby
exacerbating these conditions.15
12. Hinz M, Stein A, Uncini T. APRESS: apical regulatory super system, serotonin, and
dopamine interaction. Neuropsychiatr Dis Treat. 2011;7:457–463. [PMC free article]
[PubMed]
15. Hinz M, Stein A, Uncini T. Relative nutritional deficiencies associated with
centrally acting monoamines. Int J Gen Med. 2012;5:413–430. [PMC free article]
[PubMed]

• L‐theanine
"Suntheanine is the trade name for Taiyo’s patented pure form of L‐theanine.
Suntheanine is not an extract of green tea but rather is produced via a patented
process that mimics the natural process in green tea leaves, resulting in a 100% pure
L‐isomer‐theanine."
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Member's comments
(puritan's pride) 200 mg capsules 2‐ 3/ day. I have been taking this prior to cymbalta
detox. It helped me reduce my dosage of clonazepam. Within 20‐30 mins I feel more
calm. I do believe it is helping keep the anxiety in check.
Tinabee ‐ For now I have started taking fish oil and a supplement called Theanine
Serene that is supposed to help with anxiety. I know it sounds silly since I've only
taken the anxiety supplement for a couple days but I really feel like it has helped.
200mg L‐Theanine in the morning with a full glass of water on an empty stomach,
you can take again in late afternoon 100 to 200 mg if needed (make sure it is
suntheanine ‐ it helps with headaches and pain as any painkiller I had just did not cut
it).
FH ‐ Well gang I increased the rate of my lorazepam withdrawal a few days ago and
as symptoms started to creep in I tried my L‐Theanine. I tried 50 mg twice, 100 mg
twice and 200 mg twice. I have detected no noticeable effect on the withdrawal
symptoms but a strong 8 pt drop in blood pressure though. No positive effects
though. The L‐theanine is ruled out.
Member's comments were generally favorable.
Research
The research shows that all green tea leaves contain both L‐theanine and D‐
theanine BUT only the special processing used by the manufacturer produces pure L‐
Theanine and is the choice of many of the research biologists.
https://www.ncbi.nlm.nih.gov/pubmed/22214254
https://www.ncbi.nlm.nih.gov/pubmed/16759779
https://www.ncbi.nlm.nih.gov/pubmed/14755608
Rapid Commun Mass Spectrom. 2004;18(3):251‐6.
Analysis of derivatized and underivatized theanine enantiomers by high‐
performance liquid chromatography/atmospheric pressure ionization‐mass
spectrometry.
Five of the six products contained significant amounts of D‐theanine. Only one
product, SunTheanine, appeared to contain only the L‐theanine enantiomer.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3049752/
Note ‐ Suntheanine is the pure ingredient and that is what you want. That is the pure
L‐theanine. D‐theanine is not absorbed by our bodies.
L‐theanine is an amino acid precursor to glutamate and glutamine.
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Key Points
It can cross the blood brain barrier. It is only produced by plants and fungi. It inhibits
glutamine transporters and glutamate transporters, and thus blocks the reuptake of
glutamine and glutamate. Theanine increases serotonin, dopamine, GABA, and
glycine levels in various areas of the brain. Caution – Most plants that contain L‐
theanine also contain caffeine and it can be a significant contaminant in L‐theanine
supplements.Theanine has been studied for its potential ability to reduce mental and
physical stress, improve cognition, and boost mood and cognitive performance in
combination with caffeine. In combination with caffeine it may increase anxiety.
Scientific Information
A National Standard monograph that reviews current research on theanine reports
that it is likely safe in doses of 200–250 mg up to a maximum daily dose of 1,200 mg.
Theanine is used to help with anxiety, blood pressure control, mood, and cognition.
Natural Standard rates the evidence to support the usage for anxiety, blood pressure
control, and mood as “unclear or conflicting scientific evidence” and the evidence for
cognition as “fair negative scientific evidence.” Many of the studies of theanine were
done in combination with caffeine as found in tea. While the studies found that the
combination had some effect on mood, the studies found that theanine alone had
little effect. More sufficiently designed studies in humans are warranted to further
our understanding of the effects of theanine.
https://www.ncbi.nlm.nih.gov/pubmed/21208586
Effective, 400 mg/day
https://www.ncbi.nlm.nih.gov/pubmed/15378679
Not effective on anxiety, 200 mg/day
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4137547/
Used to treat PTSD. It was successful in treating 8 gene problems associated with
PSTD in the hippocampus and amygdala.
Oprahtake the wheel ‐ I think the worst part for me is the lightheadedness. However,
this imoroved significantly when I started taking L‐theanine and L‐tyrosine
suppliments! I didn't feel perfect, but it was definitely bearable now! Peoples' brains
are wired differently, so I'm not saying everyone should try this specific mix of
supplements, So I was taking 500 mg of L‐Tyrosine and 200mg of L‐Theanine daily!
For me, the main side‐effect was intense lightheadedness, and some irritability/rage
here and there.

• L‐Tryptophan
Recommendations
"The basic metabolic process is ...
Tryptophan to 5HTP to seratonin to melatonin."
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First of all determine if you may need additional dietary input.
"Depression, anxiety, irritability, impatience, impulsiveness, inability to concentrate,
weight gain or unexplained weight loss, slow growth in children, overeating and/or
carbohydrate cravings, poor dream recall, and insomnia can all be signs that a
person may need more tryptophan." The most common of these seam to be the
anxiety traits (eg. irritability) and the craving of carbohydrates.
Second determine what is needed for this process.
This includes Vitamin B6, vitamin C, folic acid and magnesium which are necessary
for the metabolization of tryptophan. In addition, tyrosine and phenylalanine
compete with tryptophan for absorption. A review of your diet can shed some light
on how much of each is currently available to your body. Adding unneeded amounts
of some of these can actually be detrimental. Blood test can be done for the B
vitamins (a standard test for new psychiatric patients with may pdocs). A blood test
is also available for blood magnesium levels.
One complication is the interference of tyrosine and phenylalanine to the uptake of
L‐tryptophan. A recommended daily intake for phenylalanine and tyrosine is 25 mg
per kilogram of body weight, or 11 mg per pound. For a 70 kg person this is 1750 mg
(phenylalanine + tyrosine).
Unluckily these compounds are found in nearly the same food as L‐Tryptophan.
Tyrosine, which can also be synthesized in the body from phenylalanine, is found in
many high‐ protein food products such as chicken, turkey, fish, milk, yogurt, cheese,
peanuts, almonds, pumpkin seeds, soy products, sesame seeds, lima beans,
avocados and bananas. For example, the white of an egg has about 250 mg per egg,
while lean beef/lamb/pork/salmon/chicken/turkey contains about 1000 mg per 3
ounces (85 g) portion. So increasing you ingestion of these foods may not provide
more L‐tryptophan to your body and therefore a supplement might be considered.
Third, what else interfers with the conversion of tryptophan to serotonin.
Several dietary, lifestyle, and health factors reduce the conversion of tryptophan to
serotonin, including cigarette smoking, high sugar intake, alcohol abuse, excessive
consumption of protein, hypoglycemia and diabetes. So..no smoking, keep blood
sugar levels in normal range, no drinking (alcoholic) and moderate protein ingestion.
Again the excessive protein ingestion may cause interference by tyrosine and
phenylalanine to the uptake of L‐tryptophan.
How else to control serotonin levels.
The conversion of seratonin to melatonin at night hekps our body deplete excessive
seratonin and gives the brain a chance to rest/relax and repair. Once light dims
below 25 watts the pineal gland in the brain begins to convert seratonin to
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melatonin which is used to cause sleepiness in the evenings. Many block ut the
windows in there bedroom and regulate light levels carefully after 5 PM.
How to try to get L‐tryptophan levels increased in the body.
Can not be synthsized by our bodies and must be part of our diets. DO NOT EXCEED
FDA LIMIT ON DOSES. The normal recommendation is for dietary intake is chicken or
turkey. White poultry meat contains about 40% more L tryptophan then dark meat.
http://nutritiondata.self.com/
The RDA for tryptophan is 0.2 gm (200 mg) per day, while the average daily intake is
1‐1.5gm per day. The therapeutic range is up to 4gm per day, and medical
supervision of treatment can be helpful. The 0.2 mg equates out to around 0.2 lbs of
white poultry meat per day with an upper limit of 4 lbs per day (not practical). I
would suggest around 0.5 lbs of white poultry meat per day. Increasing the L‐
Tryptophan levels will give your body a chance to absorb additional amounnts if the
interferences are minimal.
FH ‐ Do I follow this diet? Yes I do. I can't say it has cured my anxiety but I do find it
slightly improved and definitely more stable.
What if it is not effective.
If this regime is not effective then the substitution of L‐Tryptophan supplements
might be in order as described above. This would eliminate the risk of tyrosine and
phenylalanine interference. Work with your dr and the schedule above to build up
slowly and cut back once stabilized.
An earlier section lists foods that can elevate serotonin.
Key Points
Can not be synthsized by our bodies and must be part of our diets. DO NOT EXCEED
FDA LIMIT ON DOSES. The normal recommendation is for dietary intake is chicken or
turkey. White poultry meat contains about 40% more L tryptophan then dark meat.
http://nutritiondata.self.com/The RDA for tryptophan is 0.2 gm per day, while the
average daily intake is 1‐1.5gm per day. The therapeutic range is up to 4gm per day,
and medical supervision of treatment can be helpful. The 0.2 mg equates out to
around 0.2 lbs od white poultry meat per day.
This supplement must be taken together with vitamin C, magnesium and B‐complex
vitamins to support the transformation of tryptophan into serotonin.
L tryptophan reacts with most antidepressants (seratonin syndrome), MAOIs, benzos
and sedatives. There is an extensive number of drug interactions. Please research
before use.
Scientific Information
Tryptophan (Trp) Content of Various Foods
Food Tryptophan
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[g/100 g of food] Protein
[g/100 g of food] Tryptophan/Protein [%]
egg white, dried 1.00 81.10 1.23
spirulina, dried 0.93 57.47 1.62
cod, atlantic, dried 0.70 62.82 1.11
soybeans, raw 0.59 36.49 1.62
cheese, Parmesan 0.56 37.90 1.47
sesame seed 0.37 17.00 2.17
cheese, cheddar 0.32 24.90 1.29
sunflower seed 0.30 17.20 1.74
pork, chop 0.25 19.27 1.27
turkey 0.24 21.89 1.11
chicken 0.24 20.85 1.14
beef 0.23 20.13 1.12
oats 0.23 16.89 1.39
salmon 0.22 19.84 1.12
lamb, chop 0.21 18.33 1.17
perch, Atlantic 0.21 18.62 1.12
chickpeas, raw 0.19 19.30 0.96
egg 0.17 12.58 1.33
wheat flour, white 0.13 10.33 1.23
baking chocolate, unsweetened 0.13 12.9 1.23
milk 0.08 3.22 2.34
rice, white, medium‐grain, cooked 0.028 2.38 1.18
quinoa, uncooked 0.167 14.12 1.2
quinoa, cooked 0.052 4.40 1.1
potatoes, russet 0.02 2.14 0.84
tamarind 0.018 2.80 0.64
banana 0.01 1.03 0.87
No matter what type of poultry you like to eat, you’ll get 250 to 310 milligrams of
tryptophan in a 3‐ounce serving. Turkey has a little less than chicken, and dark meat
contains less than light meat. Dark‐meat turkey has 250 milligrams compared to
dark‐meat chicken with 270 milligrams of tryptophan. Turkey’s light meat has 270
milligrams, while light meat from chicken has 310 milligrams.
L‐tryptophan is possibly unsafe when taken by mouth. It has been linked to over
1500 reports of eosinophilia‐myalgia syndrome (EMS) and 37 deaths. EMS is a
neurological condition with symptoms that include fatigue; intense muscle pain;
nerve pain; skin changes; baldness; rash; and pain and swelling affecting the joints,
connective tissue, lungs, heart, and liver. Symptoms tend to improve over time, but
some people may still experience symptoms up to 2 years after they develop EMS.
Some people report that their symptoms have never gone away completely. Since
the FDA has limited the doses available the occurrence of EMS has markedly
dropped.
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L‐tryptophan can cause some side effects such as heartburn, stomach pain, belching
and gas, nausea, vomiting, diarrhea, and loss of appetite. It can also cause headache,
lightheadedness, drowsiness, dry mouth, visual blurring, muscle weakness, and
sexual problems. This supplement must be taken together with vitamin C and B‐
complex vitamins to support the transformation of tryptophan into serotonin.
Dosages range from 5 to 1000 mg/day.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3195213/
https://www.ncbi.nlm.nih.gov/pmc/articles/ PMC2908021/
brz ‐ how well does the st john's wort work for anxiety? it makes it worse for me,
same with L tryptophan. i checked into l tryptophan. after doing a lot of research i
picked some up and took one 500 mg capsule tuesday night. within 20‐30 min it
kicked in. real mellow, i wasn't able to go to sleep right away, but was very
comfortable for an hour before dozing off. slept all night the next day i felt great!
wednesday night i took one 500 mg capsule. within 20‐30 min i felt hyper, my heart
rate went up and boom! anxiety! it was terrible. i was up for several hours
TM ‐ The experiment with L‐Tryptophan didn't work. That's okay‐‐ forget about it. I'm
old school: I'm suspicious of supplements and won't take any. I think they are another
crap‐shoot.
General Comments
https://www.cymbaltawithdrawal.com/topic/9394‐sam‐e‐and‐l‐
tryptophan/?hl=improve#entry72249
Information on SAM‐e, L‐tryptophan and 5htp.
Special Note
Metabolic limitations ‐ All of these items mentioned above are 'natural' in our diets
and/or body. However, each has to have certain enzymes, vitamins (such as B6, B12,
Vit C, etc.), minerals or other components to be processed into dopamine, serotonin,
adrenaline or other neurotransmitters. They may also have items which compete
with them in the body such as tyrosine or phenylalanine. The reactions may or may
not produce more or less of a neurotransmitter but will that even get to the brain?
Many of these products just don't cross the blood brain barrier (a membrane around
the brain) so even though they are produced they do no good for mood. Some
require special enzymes, insulin, certain proteins, etc to cross the barrier and all
these items have their own requirements and limitations. This becomes clearly
evident in looking at all the individual comments on these supplements. The effects
are all over the place. Each persons body is different and has its own nutritional
shortages or overages and therefore it may be impossible to tell in advance what
reaction may occur to one of these supplements.

• L‐ Tyrosine
An amino acid. Tyrosine is a hydrophilic amino acid and is significantly less soluble in
water than its precursor, phenylalinine.
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L‐phenylalinine is converted by the body to L‐tyrosine which is changed to L‐DOPA
then to dopamine followed by norepiniphrine and finally epinephrine (adrenaline).
Tyrosine is a precursor to neurotransmitters and increases plasma neurotransmitter
levels (particularly dopamine and norepinephrine),but has little if any effect on
mood in normal subjects. The effect on mood is noted in humans subjected to
stressful conditions.
A number of studies have found tyrosine to be useful during conditions of stress,
cold, fatigue, prolonged work and sleep deprivation, with reductions in stress
hormone levels, reductions in stress‐induced weight loss seen in animal trials, and
improvements in cognitive and physical performance seen in human trials. Wiki
If you don’t get enough l‐tyrosine in your diet, or your body doesn’t properly convert
it, you won’t be able to synthesize adequate dopamine. When looking for a
supplement, consider n‐acetyl‐l‐tyrosine. This is a highly absorbable form of l‐
tyrosine that readily enters the brain. L‐tyrosine and phenylalanine compete with
tryptophan for absorption. Tryptophan is converted to serotonin by the body so if
too much L‐tyrisine is present n the blood stream then serotonin levels may
decrease. One of the functions of Vitamin C include the synthesis norepinephrine
from dopamine and the synthesis and catabolism (breakdown) of tyrosine. So
vitamin C may increase tyrosine or decrease tyrosine in the body depending on
conditions. Webmd.com
Member Comments
A neurostransmitter to help mental alertness and helps support glands especially the
thyroid. I take 750 mg capsule 2x's/day
doriono ‐ I was having anxiety attacks all the time. I tried all sorts of supplements
and finnally tried L‐Tyrosine. It work like a miracle! I used NOW L‐Tyrosine for 3
month and never got an attack again. It's been 6 months now.
Tomitsu ‐ L‐Tyrosine also helped me
https://examine.com/supplements/l‐tyrosine/
Details the results of over 50 research articles on L‐tyrosine.
Oprahtake the wheel ‐ I think the worst part for me is the lightheadedness. However,
this imoroved significantly when I started taking L‐theanine and L‐tyrosine
suppliments! I didn't feel perfect, but it was definitely bearable now! Peoples' brains
are wired differently, so I'm not saying everyone should try this specific mix of
supplements, So I was taking 500 mg of L‐Tyrosine and 200mg of L‐Theanine daily!
For me, the main side‐effect was intense lightheadedness, and some irritability/rage
here and there.
No significant link found for L‐tyrosine in fighting anxiety or depression.
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Nutritional Causes of Anxiety and Depression
Unless otherwise noted all information is either from rightdiagnosis.com or
www.ncbi.nlm.nih.gov

• Amino Acids
Testing
https://www.mayocliniclabs.com/test‐catalog/Specimen/9265
The Mayo clinic does a complete detailed analysis of all amino acids in the body.
Amino Acid Imbalance
https://journals.lww.com/co‐
clinicalnutrition/FullText/2011/01000/Plasma_amino_acid_imbalance__dangerous_i
n_chronic.12.aspx
As early as in the 1960s of the last century Harper has investigated the potential
effects exerted by amino acid imbalances. Adverse effects have been observed in
experimental animals consuming diets containing disproportionate amounts of
amino acids. Such effects may also appear in humans when homeostatic
mechanisms regulating amino acid concentrations in body fluids are deficient or
defective because of liver or kidney damage, malnutrition or a genetic defect of
amino acid metabolism. Moreover, also an overload associated with parenteral or
enteral supplied amino acids/proteins can lead to amino acid imbalances.
Note ‐ Many amino acids compete directly with each other in the body, when that is
combined with taking supplements, imbalanced diet, genetic limitations and
digestive issues it can easily lead to an amino acid imbalance.

• Tryptophan
https://www.ncbi.nlm.nih.gov/pubmed/22683764
Tryptophan deficiency linked to depression.
https://www.ncbi.nlm.nih.gov/pubmed/23904410
https://www.ncbi.nlm.nih.gov/pubmed/21377656
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2908021/
The modern Western diet often is very high in fats and carbohydrates, and
sometimes complete proteins (containing all the essential amino acids) are lacking.
Additionally, some seemingly healthy vegetarian and vegan diets may be lacking in
sources of Tryptophan. https://nootriment.com/tryptophan‐deficiency/

• Threonine
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https://aminoacidstudies.org/l‐threonine/#Symptoms_of_L‐threonine_deficiency
Deficiency (extremely rare) linked to emotional agitation. Mostly occurs in
vegetarians,

• Isoleucine
https://aminoacidstudies.org/l‐threonine/#Symptoms_of_L‐threonine_deficiency
Deficiency rare but can include irritability.

• Methionine
https://aminoacidstudies.org/l‐methionine/
Deficiency of L‐methionone can cause or exacerbate depression and allergies and
lead to an excess of toxins"
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5501805/
Our findings suggest that imbalances in specific metabolite levels (which included
methionine) may be involved in the pathogenesis of MDD (Major Depressive
Disorder).
http://ajcn.nutrition.org/content/76/5/1151S.full
Decades of research on the biochemical and molecular roles of SAMe in cellular
metabolism have provided an extensive foundation for its use in clinical studies,
including those on depression, dementia, vacuolar myelopathy, liver disease, and
osteoarthritis.
S‐Adenosyl‐l‐methionine (SAMe), first discovered in 1952 , is formed from the
essential amino acid methionine and adenosine triphosphate.
https://www.tandurust.com/health‐faq‐5/methionine‐deficiency.html
There are several uses of methionine in our body, it is necessary in synthesis of RNA
and DNA, it helps to absorb selenium. In order to make a proper utilization of
methionine, it requires cofactors such as vitamin B6, B12, choline, folic acid and
magnesium.
Methionine deficiency is contributory factor in causing diseases such as childhood
rheumatic fever, muscle paralysis, hair loss, depression, folic acid deficiency.
Methionine deficiency is usually associated with an overall protein deficiency.
http://www.ndhealthfacts.org/wiki/Methionine

• Phenylalanine
https://aminoacidstudies.org/l‐phenylalanine/
People deficient in phenylalanine may experience symptoms such as lethargy,
confusion, cognitive impairment, poor appetite, and depression.
https://www.umms.org/ummc/health/medical/altmed/supplement/phenylalanine
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http://www.nature.co...lication_detail
The genetic disorder phenylketonuria (PKU) is the inability to metabolize
phenylalanine because of a lack of the enzyme phenylalanine hydroxylase.
Phenylketonuria affects about one in 12,000 babies. Individuals treated late or never
treated may develop severe behavioral or psychiatric problems (depression, anxiety,
and phobias) in the third or fourth decade. In a few case reports, untreated
individuals with PKU (Excess phenylalanine) with normal intelligence were diagnosed
in adulthood only as a result of a sudden and severe psychiatric deterioration.
Uncommon ‐ From eating a low protein diet or from genetic mutations.
http://www.tandurust...ncy‐causes.html

• SAMe
https://www.ncbi.nlm.nih.gov/pubmed/29777816
The genetic disorder phenylketonuria (PKU) is the inability to metabolize
phenylalanine because of a lack of the enzyme phenylalanine hydroxylase.
Phenylketonuria affects about one in 12,000 babies. Individuals treated late or never
treated may develop severe behavioral or psychiatric problems (depression, anxiety,
and phobias) in the third or fourth decade. In a few case reports, untreated
individuals with PKU (Excess phenylalanine) with normal intelligence were diagnosed
in adulthood only as a result of a sudden and severe psychiatric deterioration.

• Tyrosine
https://journals.lww.com/co‐
clinicalnutrition/Fulltext/2011/01000/Plasma_amino_acid_imbalance__dangerous_i
n_chronic.12.aspx
Due to the important role tyrosine has in producing neurotransmitters there has
been several studies looking at the relationship between this amino acid and
depression. It has been established that women taking oral contraceptives tend to
have lower tyrosine concentrations and this may trigger depression.
It’s possible that the metabolism of tyrosine is abnormal in people suffering from
depression. There is some research to suggest that tyrosine supplementation may
help elevate people out of a depressed state.
The best results have been achieved when taken together with 5‐HTP supplements.
5‐HTP is a phytochemical similar to that amino acid tryptophan. It helps to elevate
serotonin levels in the brain to improve mood.
Rose D and Cramp D. 1970. Reduction of plasma tyrosine by oral contraceptives and
oestrogens: a possible consequence of tyrosine aminotransferase induction. Clinica
Chimica Acta Volume 29, Issue 1, (pp. 49‐53).”
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Moller S. (1981). Effect of oral contraceptives on tryptophan and tyrosine
availability: evidence for a possible contribution to mental depression.
Neuropsychobiology. Volume 7, Issue 4, (pp. 192‐200).”
Kishimoto H, and Hama Y. (1976). The level and diurnal rhythm of plasma tryptophan
and tyrosine in manic‐depressive patients. Yokohama Medical Bulletin, Volume 27,
(pp. 89‐97).” \l "
Gelenberg A and Gibson C (1984). Tyrosine for the treatment of depression.
Nutrition and Health. Volume 3, Issue 3, (pp. 163‐73).”
Low energy levels and an erratic mood may be linked to a deficiency in l‐tyrosine.
Often the symptoms of low tyrosine are similar to that of hypothyroidism. People
may experience flu‐like symptoms, unexplained weight gain, poor temperature
regulation, low blood pressure, sluggish metabolism, depression, dry skin,
constipation and brittle hair or fingernails.
Uncommon ‐ Due to low protein diet or genetic mutations.

Vitamins, Deficiency and Toxicity
• Vitamin C
Deficiency
https://www.ncbi.nlm.nih.gov/pubmed/25835231
https://www.ncbi.nlm.nih.gov/pubmed/17372835
https://www.ncbi.nlm.nih.gov/pubmed/8451160
https://www.ncbi.nlm.nih.gov/pubmed/23106783
All the above link it to depression.
Rare.
Liposomal Vitamin C ‐ Altrient C
The FDA has established a RDA is 75 to 90 mg/day with no more than 2000 mg/day
maximum.
Vitamin C may increase tyrosine or decrease tyrosine in the body depending on
conditions.
https://examine.com/supplements/vitamin‐c/
Large doses of Vitamin C can enhance iron and zinc absorption from supplements
and plant foods.
Large doses of Vitamin C will inhibit copper absorption.
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Sensitivity to Vitamin C is fairly common with doses of 200 or more mg per day
causing heart pounding, cardiac arrhythmias and flushing. Two of our members have
experienced that condition.
Kallner A. Influence of vitamin C status on the urinary excretion of catecholamines in
stress. Hum Nutr Clin Nutr. (1983)
In otherwise healthy humans with a relatively low intake of dietary vitamin C (did not
have scurvy), oral ingestion of vitamin C (3,000mg) has been shown to reduce
adrenaline secretion in response to stress without affecting noradrenaline nor
dopamine.[213]
https://www.ncbi.nlm...les/PMC2649700/
Ascorbate is proposed as a neuromodulator (effects the performance of other
neurons) of glutamatergic, dopaminergic, cholinergic and GABAergic transmission
and related behaviors.
Liposomal Vitamin C
https://www.ncbi.nlm.nih.gov/pubmed/27375360
The data indicate that oral delivery of 4 g of vitamin C encapsulated in liposomes (1)
produces circulating concentrations of vitamin C that are greater than
unencapsulated oral but less than intravenous administration.
Note ‐ The FDA limits are established based on use of oral unencapsulated Vitamin C.
Use of liposomal vitamin C will cause a significant increase in circulation vitamin C
greater than espected for a 3000 mg dose of normal bitamin C. Therefore, increasing
the odds of vitamin C toxicity.
Vitamin C Toxicity
https://examine.com/...tamin‐c/#ref213
Vitamin C is generally thought to be safe, although at higher doses (2,000‐6,000mg)
may cause diarrhea; this is due to Vitamin C being near completely absorbed at low
dietary levels (100mg or so) and progressively experiencing less absorption at doses
exceeding 500mg.
There appears to be a rare possibility of nephrotoxicity (kidney toxicity) associated
with oral Vitamin C supplementation, which has sometimes been reported to be
fatal. In other instances, clinical usage of intravenous Vitamin C has resulted in renal
oxalate nephropathy when very large boluses (45‐60g) are given which results in
development of reversible tubulointerstitial nephritis and possible renal failure. This
is a fairly treatable condition carrying a good prognosis if readily treated, but again it
can be fatal if left untreated or if treatment is refused.
The above observations are thought to be due to the metabolism of Vitamin C into
oxalate (known to occur with superloading), which the (admittedly unreliable)
production of excess oxalate and then deposition into kidney tissues is a known
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cause of renal failure. It has been noted to be a bit more reliably occurring in
calcium‐kidney stone forming patients.
https://www.ehealthm...d/side‐effects/
Most common side effects of high dose Vitamin C.
Deep vein thrombosis (blood clot in a major vein that usually develops in the legs
and/or pelvis)
Atrial fibrillation (fibrillation of the muscles of the atria of the heart)
Full blood count decreased
Aggression
Anxiety (increases norepinephrine levels)
flushing or redness of skin
Back pain (kidney areas)
Phospholipids from soy Lethicin
The primary phospholipid components of lecithin are:
• Phosphatidylcholine (PC) (13%‐18%) ‐ Antioxidant properties
• Phosphatidylethanolamine (PE) (10%‐15%)
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5529665/
Phosphatidylethanolamine (PE) is the second most abundant phospholipid in
mammalian cells. PE comprises about 15–25% of the total lipid in mammalian cells; it
is enriched in the inner leaflet of membranes, and it is especially abundant in the
inner mitochondrial membrane. PE has quite remarkable activities: it is a lipid
chaperone that assists in the folding of certain membrane proteins, it is required for
the activity of several of the respiratory complexes, and it plays a key role in the
initiation of autophagy.
• Phosphatidylinositol (PI) (10%‐15%)
No significant health effects found.
• Phosphatidic acid (PA) (5%‐12%)
Important in the development of cellular membranes.
Do NOT use this product past the expiration date as time and heat can cause it to
deteriorate into toxic byproducts.

• Vitamin D
The two major forms are vitamin D2 or ergocalciferol, and vitamin D3 or
cholecalciferol.
Vitamin D deficiency (depression)
https://www.ncbi.nlm.nih.gov/pubmed/23377209
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https://academic.oup.com/ajcn/article/87/4/1080S/4633477
Vitamin D deficiency is now recognized as a pandemic. The major cause of vitamin D
deficiency is the lack of appreciation that sun exposure in moderation is the major
source of vitamin D for most humans.
...And many more.
Vitamin D Deficiency (anxiety)
https://link.springer.com/article/10.1007/s10067‐006‐0348‐5
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6390422/
https://www.ncbi.nlm.nih.gov/pubmed/26203431
and many more.
Fairly Common due to improper diet, not enough sun, dark pigmented skin, kidney
disease, digestive absorbtion disorder, genetics, and obesity.
https://www.webmd.co...‐d‐deficiency#2
Vitamin D toxicity is on the uncrease due to over use/overdose of Vitamin D.
Currently Vitamin D supplementation is very popular and routine levels of your
vitamin D should be performed if you are taking the supplements.

• Vitamin E
Includes...
• Alpha Tocopherol
• Beta Tocopherol
• Gamma Tocopherol
• Delta Tocopherol
Deficiency
https://www.ncbi.nlm.nih.gov/pubmed/21979061
https://www.ncbi.nlm.nih.gov/pubmed/19472364
Linked to anxiety
https://www.ncbi.nlm.nih.gov/pubmed/15508016
Linked to depression
Rare ‐ Caused by genetics or Fat malabsorption ‐ Some dietary fat is needed for the
absorption of vitamin E from the gastrointestinal tract. Anyone diagnosed with cystic
fibrosis, individuals who have had part or all of their stomach removed or who have
had a gastric bypass, and individuals with malabsorptive problems such as Chrohn's
Disease, liver disease or exocrine pancreatic insufficiency may not absorb fat (people
who cannot absorb fat often pass greasy stools or have chronic diarrhea and
bloating). Abetalipoproteinemia is a rare inherited disorder of fat metabolism that
results in poor absorption of dietary fat and vitamin E. ‐ Wiki
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• B Vitamins
General
http://ajcn.nutrition.org/content/92/2/269.full
http://file.scirp.org/pdf/FNS20120900002_49431046.pdf
Details on the relationships of various B vitamins to depression.
https://www.ncbi.nlm.nih.gov/pubmed/25173634
Genetic mutations commonly effect B vitamin production and use resulting in
various psychological disorders.
FH ‐ Where I am a blood work up including levels of b vitamins is sort of standard. If
your levels of B vitamins is normal then they do not recommend taking a B vitamin
supplement because two high a dose can cause side effects.
https://www.ncbi.nlm...pubmed/30692033
B‐vitamins in Relation to Depression in Older Adults Over 60 Years of Age: The
Trinity Ulster Department of Agriculture (TUDA) Cohort Study.
Abstract
OBJECTIVES:
Mental health disorders are major contributors to disease burden in older people.
Deficient status of folate and the metabolically related B vitamins may be implicated
in these conditions. This study aimed to investigate folate, vitamin B12, vitamin B6,
and riboflavin in relation to depression and anxiety in aging and also considered the
role of fortified foods as a means of optimizing B‐vitamin status and potentially
reducing the risk of these mental health disorders.
DESIGN:
The Trinity Ulster Department of Agriculture (TUDA) aging study was a cross‐
sectional cohort study.
SETTING AND PARTICIPANTS:
Community‐dwelling adults (n = 5186; ≥60 years) recruited from 2 jurisdictions
within the island of Ireland from 2008 to 2012.
MEASURES:
Depression and anxiety were assessed using the Centre for Epidemiological Studies
Depression (CES‐D) and the Hospital Anxiety and Depression (HAD) scales,
respectively. The following B‐vitamin biomarkers were measured: red blood cell
folate, serum total vitamin B12, plasma pyridoxal‐5‐phosphate (PLP; vitamin B6), and
erythrocyte glutathione reductase activation coefficient (EGRac; riboflavin).
RESULTS:
Biomarker values in the lowest 20% of status for folate (odds ratio [OR] 1.79; 95% CI
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1.23‐2.61), vitamin B6 (OR 1.45, 95% CI 1.01‐2.06), or riboflavin (OR 1.56, 95% CI
1.10‐2.00), but not vitamin B12, were each associated with an increased risk of
depression (CES‐D score ≥16). Correspondingly, B vitamin‐fortified foods if consumed
daily were associated with a reduced risk of depression (OR 0.54, 95% CI 0.41‐0.70).
A deficient status of vitamin B6 (OR 1.73, 95% CI 1.07‐2.81), but not other vitamins,
was associated with increased anxiety.
CONCLUSIONS/IMPLICATIONS:
Better B‐vitamin status may have a role in impacting positively on mental health in
older adults. Regular intake of fortified foods can provide a means of optimizing B‐
vitamin status and thus could contribute to reducing depression. If confirmed by a
randomized trial, these results may have implications for nutrition and mental health
policy, and thus quality of life, in older people.

• Thiamine (B1)
Deficiency
https://www.bmj.com/rapid‐response/2011/11/01/thiamine‐amp‐niacin‐
deficiencies‐fatiguedepressiondementiapsychosis‐which‐
https://www.researchgate.net/publication/296637817_Adjuvant_thiamine_improve
d_standard_treatment_in_patients_with_major_depressive_disorder_‐
_results_from_a_randomized_double_blind_and_placebo‐controlled_clinical_trial
Linked to depression.
https://journals.sagepub.com/doi/pdf/10.1177/1533210110392941
Fairly common ‐ Thiamine deficiency fairly common in alcoholics. Beriberi (Thiamine
deficiency) may also be caused by shortcomings other than inadequate intake:
diseases or operations on the digestive tract, alcoholism, dialysis, geneetic morphs,
etc. All these causes mainly affect the central nervous system, and provoke the
development of what is known as Wernicke's disease or Wernicke's Encephalopathy.
Wernicke's disease is one of the most prevalent neurological or neuropsychiatric
diseases. In autopsy series, features of Wernicke lesions are observed in
approximately 2% of general cases.
https://en.wikipedia.org/wiki/Thiamine_deficiency#Cause

• Niacin (B3)
Deficiency
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4198903/
https://www.researchgate.net/publication/265274182_Niacin_deficiency_resulting_
in_neuropsychiatric_symptoms_A_case_study_and_review_of_literature
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http://www.bmj.com/rapid‐response/2011/11/01/thiamine‐amp‐niacin‐
deficiencies‐fatiguedepressiondementiapsychosis‐which‐
And others link low Niacin to causing depression.
Moderately common ‐ Niacin deficiency is more likely to be caused by problems that
affect absorption of niacin or tryptophan. The most common cause is alcoholism.
Other possible causes include disorders of the digestive tract and prolonged
treatment with the tuberculosis drug isoniazid.
https://www.webmd.co...‐treatments#1‐3

• Vitamin B6 (pyridoxine)
Deficiency
https://www.ncbi.nlm.nih.gov/pubmed/15479988
https://www.ncbi.nlm.nih.gov/pubmed/25401165
https://www.ncbi.nlm.nih.gov/pubmed/18838531
and other articles link low vitamin B6 to depression.
https://www.ncbi.nlm.nih.gov/pubmed/4547177
https://www.ncbi.nlm.nih.gov/pubmed/6889807
and other articles link oral contraceptives to low B6 and depression.
A deficiency of vitamin B6 alone is relatively uncommon and often occurs in
association with other vitamins of the B complex. The elderly and alcoholics have an
increased risk of vitamin B6 deficiency, as well as other micronutrient deficiencies.
Evidence exists for decreased levels of vitamin B6 in women with type 1 diabetes
and in patients with systemic inflammation, liver disease, rheumatoid arthritis, and
those infected with HIV. Use of oral contraceptives and treatment with certain
anticonvulsants, isoniazid, cycloserine, penicillamine, and hydrocortisone negatively
impact vitamin B6 status. Hemodialysis reduces vitamin B6 plasma levels.
https://en.wikipedia...n_B6#Deficiency
Caution
https://www.ncbi.nlm.nih.gov/pubmed/3630649
Because of suppliments and certain medical therapies including
chemotherapies, vitamin B6 toxicity is becoming much more common.

some

Note ‐ A search of vitamin B6 supplements on Amazon shows that many
supplements currently on the market are well above the recommended dietary
allowances. The long half life (see below) allows for toxic levels to build rapidly.
Cin ‐ a good mult‐vitamin, but don't overdo it on the B vitamins (even though they
are water soluble, I actually got vit. B6 toxicity and that caused some nerve issues
that I'm not sure will ever completely reverese)
Three members have reported Vitamin B6 toxicity.
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https://www.ncbi.nlm.nih.gov/books/NBK114313/
Half‐Life is 15 to 24 days.

• Folate (Folic Acid, Vitamin B9)
Deficiency
https://examine.com/supplements/folic‐acid/
Bjelland I, et al. Folate, vitamin B12, homocysteine, and the MTHFR 677C‐>T
polymorphism in anxiety and depression: the Hordaland Homocysteine Study. Arch
Gen Psychiatry. (2003)
Kelly CB et al.. The MTHFR C677T polymorphism is associated with depressive
episodes in patients from Northern Ireland. J Psychopharmacol. (2004)
Almeida OP, et al. Contribution of the MTHFR gene to the causal pathway for
depression, anxiety and cognitive impairment in later life. Neurobiol Aging. (2005)
And others link deficiency to depression.
Moderately common ‐
Folate is a water‐soluble vitamin. It dissolves in water and isn’t stored in your fat
cells. This means that you need to keep taking folate as your body cannot develop a
reserve.
A diet low in fresh fruits, vegetables, and fortified cereals is the main cause of folate
deficiency. In addition, overcooking your food can sometimes destroy the vitamins.
Folate levels in your body can become low in just a few weeks if you don’t eat
enough folate‐rich foods.
Diseases that affect absorption in the gastrointestinal tract can cause folate
deficiencies. Such diseases include:
• Chrohn's Disease
• Celiac Disease
• certain types of cancers
• severe kidney problems that require dialysis
Some people have a genetic mutation that hinders their body from properly and
efficiently converting dietary or supplemental folate to its usable form, methylfolate.
Certain medications can cause folate deficiency. These include:
• phenytoin (Dilantin)
• trimethoprim‐sulfamethoxalole
• methotrexate
• sulfasalazine
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Alcohol interferes with folate absorption. It also increases folate excretion through
the urine.
https://www.healthline.com/nutrition/folic‐acid#deficiency
Toxicity
https://www.livestrong.com/article/408171‐signs‐symptoms‐of‐having‐too‐much‐
folic‐acid‐in‐your‐body/
Depression
http://www.healthy‐vitamin‐choice.com/vitamin‐toxicity.html
Taking Pancreatic enzymes, methotrexate, genetics can cause vitamin B9 toxicity.

• Vitamin B12 (cobalamin)
Deficiency
https://examine.com/supplements/vitamin‐b12/
Carney MW, Sheffield BF. Serum folic acid and B12 in 272 psychiatric in‐patients.
Psychol Med. (1978)
Penninx BW, et al. Vitamin B(12) deficiency and depression in physically disabled
older women: epidemiologic evidence from the Women's Health and Aging Study.
Am J Psychiatry. (2000)
Lerner V, et al. Vitamin B12 and folate serum levels in newly admitted psychiatric
patients. Clin Nutr. (2006) Morris MS, et al. Depression and folate status in the US
Population. Psychother Psychosom. (2003)
and many other articles link low levels of vitamin B12 to depression.
https://www.health.harvard.edu/blog/vitamin‐b12‐deficiency‐can‐be‐sneaky‐
harmful‐201301105780
Moderately common ‐ More common in the elderly, vegetarians, those taking
proton pump inhibitors (24 hour heart burn medicine) or have Celiac Disease or
serious digestive issues.
Toxicity
https://www.mayoclinic.org/drugs‐supplements‐vitamin‐b12/art‐20363663
"your body is capable of storing several years' worth of vitamin B‐12," May cause
anxiety. The majority of B12 toxicity is from taking too much supplements or
megadoses of Vitamin C.
Half‐life is 6 days.
https://www.nature.com/articles/198200a0

• Pantothenic Acid (Vitamin B5)
Deficiency
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https://www.sciencedirect.com/topics/biochemistry‐genetics‐and‐molecular‐
biology/pantothenic‐acid
http://www.umm.edu/health/medical/altmed/supplement/vitamin‐b5‐pantothenic‐
acid
Links to depression.
Uncommon ‐ Groups at risk of deficiency are alcoholics, women on oral
contraceptives, the elderly, and people with impaired absorption due to certain
digestive disorders.
https://www.justvitamins.co.uk/blog/vitamin‐b5‐pantothenic‐acid‐deficiency‐risk‐
and‐symptoms5/#.WnyZJORy65c

• Choline
Deficiency
http://ajcn.nutrition.org/content/90/4/1056.full
https://www.psychologytoday.com/articles/201701/the‐case‐choline
http://folk.uib.no/mfapu/Pages/papers%20pdf/2011/ueland_2011_jimd_34_3.pdf
Low levels linked to anxiety
Deficiency caused by fatty liver disease, alcoholics, the obese, elderly and diabetics.
Toxicity
https://www.sciencedirect.com/science/article/pii/S0925492717301464
https://www.hindawi.com/journals/drt/2011/650450/
http://www.psy‐journal.com/article/0165‐1781(80)90065‐7/pdf
High levels linked to depression
http://lpi.oregonstate.edu/mic/other‐nutrients/choline#toxicity
Toxicity normally caused by diet, Methotrexate and/or taking supplements.

Minerals/Metals, Deficiency and Toxicity
Details below of minerals and metals linked to deficiency and toxicity.

• Calcium
hypocalcemia
http://www.sciencedi...y/hypocalcaemia
http://psycnet.apa.o.../1989‐19007‐001
https://www.drugs.co...pocalcemia.html
and others link low calcium to anxiety
hypercalcemia
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http://www.cleveland.../hypercalcemia/
http://www.amjmedsci...2436‐8/fulltext
http://www.jpsmjourn...(08)00145‐0/pdf
and others link high calcium to anxiety and depression.
Fairly common
FH ‐ When I think of a natural product I think of something like calcium carbonate
(the active ingredient in Tums). I do not use Tums because of the other ingredients. I
purchase 100% calcium carbonate (food grade) and put the right amount in an
empty vegetable gelatin capsule and use that for my antacid. Cheap, safe (as long as
I routinely my blood calcium levels) and effective.
http://www.cymbaltaw...nic/?hl=caution
All about calcium and zinc supplements for anxiety.

• Iron
Deficiency
http://www.jogc.com/...bstract?rss=yes
http://jn.nutrition..../135/2/267.full
http://journals.tbzm...JARCM‐3‐219.pdf
and others link deficiency to depression.
https://www.livestro...5‐iron‐anxiety/
Limited evidence of iron deficiency causing anxiety.
Toxicity
https://www.ncbi.nlm...pubmed/23333676
https://www.ncbi.nlm...les/PMC5581806/
Limited evidence of iron toxicity causing depression.
https://rd.springer....?no‐access=true
Limited evidence that excessive iron can cause anxiety
Moderately common
https://www.pnas.org...6/2047.abstract
Vanderbilt Medical Center investigators have found a surprising link between brain
iron levels and serotonin, a neurotransmitter involved in neuropsychiatric conditions
ranging from autism to major depression.
Additionally, they found that iron levels in the brains of mice with the GK variant
were significantly higher than in the ER variant mice. Iron is required to synthesize
both serotonin and dopamine, and serotonin receptors are known to regulate iron‐
carrying proteins.
But SERT (serotonin transporter protein) had not been previously shown to control
brain iron levels. Follow‐up studies with mice where the SERT gene was eliminated
(SERT “knock‐out” mice) verified a critical role for the transporter in controlling brain
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iron levels.
“Because SERT is such an important drug target in treating anxiety, depression and
OCD, we need to stop and think about how iron might be influencing these
disorders,” Blakely said.
https://www.ncbi.nlm...les/PMC4253901/
Abstract
Iron is required for appropriate behavioral organization. Iron deficiency results in
poor brain myelination and impaired monoamine metabolism. Glutamate and GABA
homeostasis is modified by changes in brain iron status. Such changes not only
produce deficits in memory/learning capacity and motor skills, but also emotional
and psychological problems. An accumulating body of evidence indicates that both
energy metabolism and neurotransmitter homeostasis influence emotional behavior,
and both functions are influenced by brain iron status. Like other neurobehavioral
aspects, the influence of iron metabolism on mechanisms of emotional behavior are
multifactorial: brain region‐specific control of behavior, regulation of
neurotransmitters and associated proteins, temporal and regional differences in iron
requirements, oxidative stress responses to excess iron, sex differences in
metabolism, and interactions between iron and other metals. To better understand
the role that brain iron plays in emotional behavior and mental health, this review
discusses the pathologies associated with anxiety and other emotional disorders
with respect to body iron status.
FH ‐ I assume you are well aware that iron can be absorbed rapidly, reach toxic levels
easily, and destroy/damage liver all without any symptoms. Ferritin levels should be
checked prior to and every six months during iron supplementation.
IUN ‐ "The FDA have issued statements in the past linking a definite side effect of
increased anxiety when taking ferrous gluconate, ferrous fume rate and ferrous
sulphate. The anxiety itself is harmless but horrible to endure. It is a rare side effect
and less than 10% of people taking an iron supplement suffer from it"
(https://www.anxietyu...me‐anxious.html)
Well that is reassuring ‐ and I wouldn't say 10% is exactly "rare" for a side effect.
Trying to substantiate this and so far have found that the FDA do not find ferrous
sulfate safe nor effective. That much is true. The other claims on the above page
seems to show that others certainly have side effects of anxiety/panic when taking
iron supplements...
IUN ‐ I have experienced brain zaps before with the Citalopram. Every day when I
forgot a dose, they would be there, and then when I started taking liquid iron at the
same time I had a load because the iron was absorbing most of the Citalopram
before it hit my liver!! Had to work that one out on my own... But strangely enough,
aside from a very slight one here and there, I have not have any zaps at all coming off
Duloxetine.
IUN ‐ This is what I bought ‐ ferrous iron sulphate 14mg;
https://www.amazon.c...y/dp/B071DTT3BG
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• Magnesium
Deficiency Toxicity
https://www.ncbi.nlm...pubmed/25690713
https://www.ncbi.nlm...pubmed/23289218
https://www.ncbi.nlm...pubmed/23950577
Blood levels of magnesium do not necessarily relate to depression or anxiety. Many
patients respond to magnesium therapy even though their blood levels may already
be high or normal. No concrete determination has been made as to when to take
magnesium for depression or anxiety.
Both deficiency and excessive levels are fairly common.
FH ‐ Be sure and have your serum magnesium levels checked at least once per year as
the supplement can elevate magnesium levels with time which can cause calcium to
drop and create additional muscle/joint issues.
FH ‐ I did have my routine blood magnesium drawn a couple weeks ago and it was
high. This would explain my low calcium. I have been dropping my magnesium intake
a little at a time and repeating the blood test. As I drop it my calcium increases. I am
now off the magnesium and hopefully at my next test on the 30th my calcium and
magnesium will both be back to normal. This is why I always recommend people who
are taking magnesium to have a blood magnesium test run every 6 months.
WisdomSeeker ‐ Also, magnesium has a paradoxical effect on me (and a few others I
know) and actually makes us wired. I can tolerate it in foods or epsom salt baths
though. I wish it worked for me.
Magnesium to treat Depression
https://www.ncbi.nlm.nih.gov/pubmed/16542786/
Rapid recovery from major depression using magnesium treatment.
Case histories are presented showing rapid recovery (less than 7 days) from major
depression using 125‐300 mg of magnesium (as glycinate and taurinate) with each
meal and at bedtime. Magnesium was found usually effective for treatment of
depression in general use.
NOTE ‐This article was written by Mr and Mrs George Eby who own Coldcure inc.
They do sell supplements but since recent complaints have become common they
have closed their website and appear to be out of business. Please note these
dosages are very high and no monitoring for high magnesium or low calcium were
performed. Also only a short term test. This was a short‐term test only.
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0180067 ‐ sec015
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Role of magnesium supplementation in the treatment of depression: A randomized
clinical trial.
Between June 2015 and May 2016, 112 participants provided analyzable data.
Consumption of magnesium chloride for 6 weeks resulted in a clinically significant
net improvement in PHQ‐9 scores of ‐6.0 points (CI ‐7.9, ‐4.2; P<0.001) and net
improvement in Generalized Anxiety Disorders‐7 scores of ‐4.5 points (CI ‐6.6, ‐2.4;
P<0.001). Average adherence was 83% by pill count. The supplements were well
tolerated and 61% of participants reported they would use magnesium in the future.
Similar effects were observed regardless of age, gender, baseline severity of
depression, baseline magnesium level, or use of antidepressant treatments. Effects
were observed within two weeks. Magnesium is effective for mild‐to‐moderate
depression in adults. It works quickly and is well tolerated without the need for close
monitoring for toxicity.
Daily supplementation with 248 mg of elemental magnesium as four 500 mg tablets
of magnesium chloride per day leads to a significant decrease in depression and
anxiety symptoms regardless of age, gender, baseline severity of depression, or use
of antidepressant medications. While the cross over design of this trial is robust in
controlling for internal biases, it would be reassuring to see the results replicated in
larger clinical trials that test long term efficacy and provide additional data on
subgroups. However, this efficacy trial showed magnesium supplements may be a
fast, safe, and easily accessible alternative, or adjunct, to starting or increasing the
dose of antidepressant medications.
Note ‐ This research was done by drs at the following institution... Center for Clinical
and Translational Science, University of Vermont, Burlington, Vermont, United States
of America It was published by PLOS publications which is a non‐profit organization.
Plos journals contain no advertisement and the authors simply pay to have their
research published.
Note ‐ This research has been criticized for the use of magnesium chloride as it is
poorly absorbed and is very hard on the stomach. In addition it involved magnesium
intake far above recommended doses with no mention of magnesium or calcium
blood tests being performed. This research was for a maximum of 6 weeks.
Cymbalta Magnesium Interaction
https://www.ncbi.nlm.nih.gov/pubmed/30381673
although the serum duloxetine level was significantly decreased. However, the
antidepressant‐like effects of a duloxetine reagent were significantly attenuated by
the co‐administration of magnesium oxide. These results suggest that duloxetine and
magnesium oxide directly interact and that such interactions affect the absorption
and antidepressant‐like effects of duloxetine.
https://www.ehealthme.com/drug‐interaction/magnesium/cymbalta/
Magnesium and Cymbalta drug interactions ‐ a real‐world study
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< 1 month:
Somnolence (a state of near‐sleep, a strong desire for sleep)
Condition ?
Drug ineffective
Neuralgia (pain in one or more nerves)
Dizziness
Diarrhea
Hypoaesthesia (reduced sense of touch or sensation)
Nerve compression
Peripheral swelling
Weight decreased

• Potassium/Sodium
Deficiency of sodium and or potassium are linked to depression and anxiety during
dehydration and low Vitamin D levels.
Toxicity
https://www.ncbi.nlm...oxicity anxiety
https://www.ncbi.nlm...pubmed/23523745
https://www.ncbi.nlm...pubmed/23653461
https://www.ncbi.nlm...pubmed/24704193
https://www.ncbi.nlm...les/PMC5536667/
High sodium levels highly correspond to anxiety and some indiation it can cause
depression.
https://www.ncbi.nlm.../pubmed/2919849
Limited evidence that high potassium causes anxiety
List of causes are extensive.
FH ‐ Sodium can be a real issue for those suffering from anxiety. Anyone under stress
(physical or mental) produces lactic acid. That is why many of us get body aches
during times of high stress. Salt consumption, as everyone knows, puts high amount
of sodium into the blood stream. It reacts with the lactic acid in our bodies to produce
sodium lactate, a very strong neurostimulant. I am particularly sensitive to it. A
simple salty hotdog will double my anxiety for 2 or 3 hours. Obviously I can reduce
that by forcing fluids, say 2 or 3 glasses in an hour or two. This has lead me to eating
at home where I can have a salt free diet. No processed foods from the grocery stores
either. Anyone else sensitive to salt intake? Kind of curious.
Salt might be nature's antidepressant
http://www.scienceda...90310152329.htm
(Because it is a neural stimulant and in high enough quantities may cause anxiety)
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• Zinc
Deficiency
https://www.ncbi.nlm...pubmed/23806573
https://www.ncbi.nlm...pubmed/21946308
https://www.ncbi.nlm...pubmed/24367556
https://www.ncbi.nlm...pubmed/21093288
and many more articles link low blood zinc levels to depression.
https://www.ncbi.nlm...pubmed/17166602
https://www.ncbi.nlm...ubmed/23493534/
https://www.ncbi.nlm...ubmed/18975044/
and many more articles link low blood zinc levels to anxiety.
Uncommon.
Excess zinc
• Zinc absorption from dandruff shampoos and denture creams.
• Supplements
Increasing in occurrance.
http://www.cymbaltaw...nic/?hl=caution
All about calcium and zinc supplements for anxiety.

• Manganese
Toxicity
https://www.ncbi.nlm...pubmed/25064383
Elevated manganese linked to anxiety
https://www.ncbi.nlm...pubmed/16343629
https://www.ncbi.nlm...pubmed/16962176
https://www.ncbi.nlm...pubmed/17018581
Elevated manganese linked to anxiety and depression.
Uncommon

• Selenium
Deficiency
https://www.ncbi.nlm...pubmed/18449137
https://www.ncbi.nlm.../pubmed/1873372
https://www.ncbi.nlm...les/PMC3566946/
and others link low selenium levels to both anxiety and depression.
Very uncommon
Toxicity
https://pubchem.ncbi...ection=Symptoms
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Limited indication that high selenium can cause depression.
Getting to be fairly common.
Selenium in Chinese grains like Chinese rice have been a source of selenium
poisoning. Many areas of China have soils rich in selenium and natives who eat
vegetables and meats in those areas are subject to bouts of selenium poisoning.
Some of the vegetables exported from China come from those regions. Periodic
outbreaks of selenosis have occurred in regions of China where high concentrations
of selenium are found in the soil.
The richest food sources of selenium are seafood, followed by muscle meats.
Drinking water is not considered to be a significant source of selenium in North
America except in areas, where high levels of selenium in soil contribute to the
selenium content of the water, higher levels of selenium may be found in wells used
for drinking water. This frequently occurs in areas of the upper midwest and far west
in the USA. Some plants, including garlic, Brazil nuts, and multiple mustard species,
garlic, onion, and broccoli, wheat, and soy are rich in selenomethionine, a form of
selenium. (‘selenium accumulators’). Brazil nuts grown in areas of Brazil with
selenium‐rich soil may provide more than 100 μg of selenium in one nut, while those
grown in selenium‐poor soil provide 10 times less.
Astragalus is a medicinal herb frequently grown in China and is a significant source of
selenium poisoning. The researchers investigated an outbreak of acute selenium
poisoning after reports of cases of toxicity started to surface in March 2008. They
defined a case as the onset of symptoms of selenium toxicity within 2 weeks of
ingesting a dietary supplement. There were 227 affected persons from 9 states,
including Florida, Georgia, Kentucky, Michigan, North Carolina, Pennsylvania,
Tennessee, Texas, and Virginia.
Selenium toxicity is actually more common in livestock than people. All animal
species are susceptible to selenium toxicosis. However, poisoning is more common
in forage‐eating animals such as cattle, sheep, horses, and other herbivores that may
graze selenium‐containing plants. This is particularly true in the western part of the
United States where the soil is rich in selenium. One thing that the states of
Montana, South Dakota and Wyoming have in common is high selenium in the soil,
water and plants. High selenium content in soil is absorbed by plants and passed on
to livestock which has been linked to human cases of selenium poisoning. In 142
adults living on farms in seleniferous regions of South Dakota, the range of serum
selenium was 123–363 μg/L (mean 197, SD ± 55, median 184)
Selenium toxicity is most frequently the cause of allergic reactions to multivitamins.
Most multivitamins provide 40 to 60 mcg/day (which does not include selenium from
the diet) while the dietary intake is recommended at 55 mcg.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3153292/
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• Fluoride
Toxicity
https://www.ncbi.nlm...pubmed/24184405
https://www.ncbi.nlm...pubmed/23222693
https://www.ncbi.nlm...les/PMC5594553/
and others link fluoride exposure to anxiety and depression.
Causes of Fluorine toxicity
• Twenty percent of modern pharmaceuticals contain fluorine.
• Children may experience gastrointestinal distress upon ingesting excessive
amounts of floride toothpaste. Between 1990 and 1994, over 628 people, mostly
children, were treated after ingesting too much fluoride‐containing toothpaste.
• Around one‐third of the world’s population drinks water from groundwater
resources. Of this, about 10 percent, approximately 300 million people, obtains
water from groundwater resources that are heavily contaminated with arsenic or
fluoride.
• accidental or intentional consumption of insecticides and rodenticides.

• Cholesterol /Triglyceride
Deficiency
https://www.ncbi.nlm.nih.gov/pubmed/10367605
https://www.ncbi.nlm...pubmed/16250690
https://www.ncbi.nlm...pubmed/23197842
Decreased HDL and/or LDL linked to anxiety and/or depression.
Toxicity
https://www.ncbi.nlm...pubmed/16250690
https://www.ncbi.nlm...pubmed/12211884
https://www.ncbi.nlm...pubmed/11778348
https://www.ncbi.nlm.../pubmed/8884036
https://www.ncbi.nlm.../pubmed/1536278
https://www.ncbi.nlm...pubmed/10900559
Elevated LDL and Triglyceride linked to anxiety.

Surgical Causes of Anxiety
• Cholecystectomy ‐ The surgical removal of the gall bladder
https://www.ncbi.nlm.nih.gov/pubmed/19337637
J Gastrointestin Liver Dis. 2009 Mar;18(1):67‐71.
Postcholecystectomy syndrome ‐ an algorithmic approach.
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BACKGROUND AND AIM:
The postcholecystectomy syndrome includes a heterogeneous group of diseases,
usually presenting as abdominal symptoms following gallbladder removal. The
clinical management of these patients is frequently without an evidence‐based
approach.
METHOD:
We evaluated 80 patients with postcholecystectomy problems consecutively
admitted during a period of 36 months. The liver function tests (LFTs) assessment
and transabdominal ultrasound (TUS) were followed by endoscopic ultrasound
(EUS). Endoscopic retrograde cholangio‐pancreatography (ERCP) was then
performed depeding on the results. With knowledge of the final diagnosis, the
probable evaluation and outcomes were reassessed assuming that ERCP would have
been performed as the initial procedure. Final diagnosis was confirmed by a
combination of imaging findings, as well as clinical follow‐up of 6 months.
RESULTS:
In 53 patients biliary or pancreatic diseases were diagnosed: common bile duct
stones,
chronic
pancreatitis,
pancreatic
cancer,
papillary
tumors,
cholangiocarcinoma, insufficient cholecystectomy or sphincter of Oddi dysfunction.
The other 27 patients had non‐biliary symptoms (dyspepsia, IBS, etc.) and were
consequently managed according to the symptoms. The sensitivity and specificity of
EUS were high in the subgroup of patients with biliary or pancreatic symptoms
(96.2% and 88.9%) and helped to indicate subsequent ERCP.
CONCLUSION:
An algorithmic approach which used EUS for the initial evaluation of the patients
with postcholecystectomy problems decreased the number of ERCPs by 51%, having
as a consequence a decreased morbidity and mortality in this group of patients.
• Abnormal sphincter of Oddi response to cholecystokinin in postcholecystectomy
syndrome patients with irritable bowel syndrome. The irritable sphincter.
https://www.ncbi.nlm.nih.gov/pubmed/7729279
Dig Dis Sci. 1995 May;40(5):1149‐56.
ABTRACT:
Standard biliary manometry, including cholecystokinin (CCK) provocation, was
performed on 42 consecutive patients (36 F, 6 M, median age 45 years) with
postcholecystectomy syndrome (PCS) who had no evidence of organic disease but
who had objective clinical features suggesting sphincter of Oddi dysfunction (SOD)
(classes I and II). Patients were subdivided into those with (N = 14) and without (N =
28) irritable bowel syndrome (IBS) using a validated symptom questionnaire based
on the modified Rome criteria. Resting sphincter of Oddi (SO) motor parameters
(basal pressure, contractile amplitude and frequency, and proportion of retrograde
contractions), the presence of abnormal manometry, and the presence of an
abnormal response to CCK were compared in the two groups. No significant
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differences in resting parameters of SO motor activity between patients with and
without IBS were observed, and abnormal biliary manometry as a whole was not
more prevalent in either group (8/13 and 18/27, respectively). An abnormal
response to CCK (failure of complete inhibition of phasic contractions), however, was
demonstrated in five of 12 patients with IBS compared with only one of 23 patients
without IBS (P = 0.01). In patients with postcholecystectomy SOD, an abnormal
response of the SO to CCK thus appears to be an important feature of the subset of
patients with concomitant IBS.
Note ‐ That is 33% who had IBS.
• Biliary events and an increased risk of new onset irritable bowel syndrome: A
population‐based cohort study
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3335764/
Aliment Pharmacol Ther.
BACKGROUND:
Prospective data are lacking to determine if IBS a risk factor for cholecystectomy, or
if biliary disease and cholecystectomy predisposes to the development of IBS.
METHODS:
Validated symptom surveys sent to cohorts of Olmsted County, MN, (1988–1994)
with follow‐up in 2003. Medical histories were reviewed to determine any “biliary
events” (defined by gallstones or cholecystectomy). Analyses examined: 1) time to a
biliary event post initial survey and separately, 2) risk of IBS (Rome II) in those with
vs. without a prior biliary event.
RESULTS:
1908 eligible subjects mailed a follow‐up survey. For aim 1) of the 726 without IBS at
initial survey, 44 (6.1%) had biliary events during follow up, in contrast to 5 of 93
(5.4%) with IBS at initial survey (HR 0.8, 95% CI 0.3‐2.1). For aim 2) of the 59 subjects
with a biliary event at initial survey, 10 (17%) reported new IBS on the follow‐up
survey, while in 682 without a biliary event up to 1.5 years prior to the second
survey, 58 (8.5%) reported IBS on follow‐up (OR=2.2, 95% CI 1.1‐4.6, p=0.03).
CONCLUSION:
There is an increased risk of new IBS in community subjects who have been
diagnosed as having a biliary event.
Note ‐ apparently fairly common after cholecystectomy (removal of Gall Bladder). I
think you are on to somethin g here.
• Having the gall bladder removed in patients with gall bladder issues reduced the
presence of depression.
https://www.ncbi.nlm.nih.gov/clinvar/25761193/
• Increased Risk of Depressive Disorder following Cholecystectomy for Gallstones.
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https://www.ncbi.nlm.nih.gov/pubmed/26053886
PLoS One. 2015 Jun 8;10(6):e0129962. doi: 10.1371/journal.pone.0129962.
eCollection 2015.
BACKGROUND:
Prior studies indicate a possible association between depression and
cholecystectomy, but no study has compared the risk of post‐operative depressive
disorders (DD) after cholecystectomy. This retrospective follow‐up study aimed to
examine the relationship between cholecystectomy and the risk of DD in patients
with gallstones in a population‐based database.
METHODS:
Using ambulatory care data from the Longitudinal Health Insurance Database 2000,
6755 patients who received a first‐time principal diagnosis of gallstones at the
emergency room (ER) were identified. Among them, 1197 underwent
cholecystectomy. Each patient was then individually followed‐up for two years to
identify those who were later diagnosed with DD. Cox proportional hazards
regressions were performed to estimate the risk of developing DD between patients
with gallstone who did and those who did not undergo cholecystectomy.
RESULTS:
Of 6755 patients with gallstones, 173 (2.56%) were diagnosed with DD during the
two‐year follow‐up. Among patients who did and those who did not undergo
cholecystectomy, 3.51% and 2.36% later developed depressive disorder,
respectively. After adjusting for the patient's sex, age and geographic location, the
hazard ratio (HR) of DD within two years of gallstone diagnosis was 1.43 (95% CI,
1.02‐2.04) for patients who underwent cholecystectomy compared to those who did
not. Females, but not males, had a higher the adjusted HR of DD (1.61; 95% CI, 1.08‐
2.41) for patients who underwent cholecystectomy compared to those who did not.
CONCLUSIONS:
There is an association between cholecystectomy and subsequent risk of DD among
females, but not in males.
• Does preoperative depression and/or serotonin transporter gene polymorphism
predict outcome after laparoscopic cholecystectomy?
https://www.ncbi.nlm.nih.gov/pubmed/27601483
BMJ Open. 2016 Sep 6;6(9):e007969. doi: 10.1136/bmjopen‐2015‐007969.
OBJECTIVE:
To determine whether preoperative psychological depression and/or serotonin
transporter gene polymorphism are associated with poor outcomes after the
common procedure of laparoscopic cholecystectomy.
DESIGN:
Patients undergoing laparoscopic cholecystectomy were genotyped for the serotonin
transporter gene 5‐HTTLPR polymorphism and assessed for psychological morbidity
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before and 6 weeks after surgery. The main outcome was postoperative depression;
secondary outcomes included fatigue, perceived pain, quality of life and subjective
perception about return to usual.
RESULTS:
Full genetic and psychological data were obtained from 273 out of 330 patients
consented to the study (82% female). Significantly fewer people with preoperative
depression (Beck Depression Inventory (BDI) score >5) had returned to employment
(57% vs 86%, p<0.001) or made a full recovery (11% vs 44%, p<0.001) 6 weeks after
surgery. Independent predictors for subjective return to usual after surgery included
preoperative depression, body mass index and postoperative pain scores.
Independent predictors of postoperative depression included preoperative
antidepressant use and preoperative depression. SS genotype was associated with
use of antidepressants preoperatively and higher anxiety levels after surgery.
However, it was not associated with other salient postoperative psychosocial
outcomes.
CONCLUSIONS:
Depressive psychological morbidity preoperatively, pain and body mass index appear
to be important factors in predicting recovery after this common surgical procedure.
There may be a place to include preoperative brief psychological screening to enable
targeted support. Our results suggest that the serotonin transporter gene is unlikely
to be a useful clinical predictor of outcome in this group.
TRIAL REGISTRATION NUMBER:
ISRCTN40219584.
Note ‐ If the serotonin transporter gene is not involved with this type of depression
than ssri/snri would probably be worthless and might explain your treatment
resistant depression.
• Quality of life and psychological and gastrointestinal symptoms after
cholecystectomy: a population‐based cohort study
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5508800/
ABSTRACT:
In this large population‐based cohort study, cholecystectomy was associated with
postoperative diarrhoea and stomach pain. Cholecystectomy for gallstone colic was
associated with nausea in men. There were no associations between quality of life,
symptoms of anxiety and depression, constipation, heartburn, or acid regurgitation.
Note ‐ From Wiki
Postcholecystectomy syndrome describes the presence of abdominal symptoms
after surgical removal of the gallbladder (cholecystectomy), 2 years after the surgery.
Symptoms of postcholecystectomy syndrome may include:
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• Dyspepsia, nausea, and vomiting.
• Flatulence, bloating, and diarrhea.
• Persistent pain in the upper right abdomen.
Symptoms occur in about 5 to 40 percent of patients who undergo
cholecystectomy,and can be transient, persistent or lifelong. The chronic condition is
diagnosed in approximately 10% of postcholecystectomy cases.
Chronic diarrhea in postcholecystectomy syndrome is a type of bile acid diarrhea
(type 3). This can be treated with a bile acid sequestrant like cholestyramine,
colestipol or colesevelam, which may be better tolerated.
TREATMENT:
Some individuals may benefit from diet modification, such as a reduced fat diet,
following cholecystectomy. The liver produces bile and the gallbladder acts as
reservoir. From the gallbladder, bile enters the intestine in individual portions. In the
absence of gallbladder, bile enters the intestine constantly, but in small quantities.
Thus, it may be insufficient for digestion of fatty foods. Postcholecystectomy
syndrome treatment depends on the identified violations that led to it. Typically, the
patient is recommended dietary restriction table with fatty foods, enzyme
preparations, antispasmodics, sometimes cholagogue.
If the pain is caused by biliary microlithiasis, oral ursodeoxycholic acid can alleviate
the condition.
A trial of bile acid sequestrant therapy is recommended for bile acid diarrhoea.

Nutritional Blood Tests for Causes for Anxiety and/or
Depression
Items proceeded by an asterisk are analysis that are routinely performed by many
Psychiatrists.
Omega 3 and 6
Amino Acids ‐ to include...
• Tryptophan
• Threonine
• Isoleucine
• Methionine
• Phenylalanine
• Tyrosine
Vitamins ‐ to include...
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•C
• *D
•E
• *B vitamins
Minerals
• Calcium
• Iron
• Magnesium
• Potassium
• Sodium
• Zinc
• Manganese
• Selenium
Lipid Profile
• Cholesterol
• Triglycerides
Misc.
• Choline
• Flouride
Psychiatrists also often perform the following tests
• Testosterone
• Estrogen
• Thyroid Function
• Liver Function ‐ (FH ‐ The AD manufacturers usually recommend an annual Liver
Function Test (LFT) to keep an eye on that issue)
• Parathyroid Function
• Pituitary Function
An increasing number of psychiatrists are also opting to do a genetic screening for
genetic mutations.
https://genesight.co...CFdC3wAodswYJSw
https://genomind.com...idepressants‐2/
https://www.psycholo...ssion‐treatment
http://mayoresearch....ene‐testing.asp
https://www.pathway....th‐dna‐insight/
Medical Screening for People with Psychiatric Complaints.
1/15/2019
You don't need a complete blood work up when you develop psychiatric symptoms
or start a withdrawal?
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Consider this..
• Studies show that between 10 and 47% of those going to the psychiatrist for a
"mental illness" actually have their illness caused by or made worse by a medical
condition.
• Of the 54 Cymbalta Withdrawal members who had "blood tests" run a total of 43
had at least 1 abnormal blood test result.
• Of the 43 which had an abnormal blood test 13 discovered that it was the cause or
a significant contributor to their mental illness and/or withdrawal symptoms and
most of the rest did not mention if it contributed.
• Rightdiagnosis.com has identified 754 medical conditions that can cause anxiety
symptoms and 589 medical conditions that can cause symptoms of depression.
• There are 11 vitamins and 10 minerals in which high and/or low amounts can cause
anxiety and/or depression. There is also 6 amino acids, Omega 3 and 6, cholesterol
and/or triglycerides, reproductive hormones, thyroid, parathyroid and pituitary
enzymes that can cause these conditions.
All can be determined by a simple blood test.
Fighting Cymbalta withdrawal is bad enough but to add a medical condition to the
situation can make it a lot worse. Considerable research has been done to determine
how much of the Treatment Resistant Anxiety/Depression is actually due to a
medical condition rather than a psychiatric cause (stress). By all accounts it is a
significant cause of Treatment Resistance.
Studies on the percentage of "mental illnesses" that are due to medical conditions.
https://www.ncbi.nlm...pubmed/28326870
A total of 947 subjects met our inclusion criteria, 14.6% having a final liaison
diagnosis of organic mental disorder (medical causes not psychiatric causes).
https://www.alternat...ical‐illness‐2/
The reader should note that this article only covers standard medical causes of
mental symptoms and does not include many other physical causes, such as
nutritional imbalances and metabolic abnormalities.
It should also be noted that some studies have shown that, when extensive testing is
done, medical causes may account for substantially more than 10% of patients with
mental symptoms (particularly Hall [reporting a 46% causal connection], American
Journal of Psychiatry, 1980 and Koranyi, Archives of General Psychiatry, 1979).
Ex.‐Johnson (1968) performed detailed physical exams on 250 patients admitted to
an inpatient psychiatric unit. 12% of these patients were admitted to the psychiatric
unit for problems that seemed to be caused by physical illness
80% of these had been missed by physician before admission
6.6% were initially missed even after the admission workup
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60% had abnormal physical findings
Ex.‐Hall (1978) performed a detailed assessment on 658 consecutive psychiatric
outpatients – 9.1% had a significant medical illness‐
Ex.‐Slater (1965) studied 85 patients (32 men and 53 women) diagnosed as having
“hysteria” – follow up 7‐11 years. More than a third proved to have organic disease
Ex.‐Sox et. al. (1989) did a thorough medical evaluation on 509 patients in
community mental health programs in California.‐ 200 (or 39%) had at least one
active, important, physical disease, Staff at the mental health program was aware of
only 47% of these. Research program discovered previously undiagnosed, important
diseases in 63 of these patients. 14% had medical illness that was causing or
exacerbating their mental illness
Ex.‐Koran performed thorough medical assessments on 529 patients drawn from
eight community mental health centers in California. 17% were found to have an
organic condition that either caused or exacerbated the emotional symptoms for
which the person was being treated.
Ex.‐Bartsch et. al. performed a comprehensive evaluation on 175 clients from two
Colorado CMHCs. A previously undiagnosed physical health problem was found in
20% of the clients. 16% had conditions that could cause or exacerbate their mental
disorder. 19 clients had a metabolic abnormality (elevated calcium, etc.).
7 clients had a neurological disorder (memory loss, post concussion syndrome, etc.)
7 clients had an adverse medication effect. 4 clients had some other disorder,
including cancer
Conservative estimates suggest that 10% of persons initially seen in outpatient
settings for psychological symptoms have an organic disease causing the symptoms.
This figure is higher in the elderly, in persons with certain diagnosis such as hysteria,
and much higher in inpatient settings.
Bibliography is available at the end of the article.
January 2019 ‐ 11:39 AM
Wagtail ‐ Just over a year ago I put myself in the care of a highly recommended
integrative GP ,who has helped me a great deal .
A few weeks ago he ordered special blood tests to be done on me . These blood tests
aren’t done regularly because Medicare refuse to pay for them or even pay any
rebate.
I had to pay for them myself & was quite pleased to do so $300 & worth every cent !.
The results came back yesterday & not surprisingly to me , it appears that I have the
autoimmune disease ‘ Hashimoto thyroiditis ‘ & possibility is , that I have had it for
most of my life like my daughter.
Bearfan ‐ She also ordered some blood tests. I had an abnormality here. On my
Vitamin D levels, I was extremely low. The normal range is >50, and mine were only
5. So she had to prescribe me a high dose of Vitamin D that I have to take once a

248

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

week, then after a month I take a slightly lower dose once a day. And continue to do
that for 3 months until get my levels checked again.
Conditions which members have found that caused their mental health issues or
made their withdrawal worse.
LDN ‐ I felt like my body couldn’t take them any more, my testosterone had dropped
and I wasn’t really feeling things.
Jenibee ‐ I was given Cymbalta for anxiety/depression way back then, which now it
turns out I never actually had‐‐I have a thyroid condition which went undiagnosed
(until late last year) and that is what was causing my symptoms of anxiety and
depression.
Sk8rmama24 ‐ It has been a battle, and I have had multiple healthcare providers tell
me I am just having anxiety, or stressed, and one even wrote "hypochondria" in my
medical record. I persisted though, and ironically, the doctor that referred me to a
psychologist for hypochondria (on my first visit no less, with no exam or complete
health history) also ordered some bloodwork and a nerve conduction test. My initial
bloodwork came back with abnormal results and I wish I could have seen the look on
his face when he reviewed the labs.
Long‐story short, I have the antibodies and markers for an autoimmune disease, plus
an acute Epstein Barr viral infection, which I never had before because I have no
antibodies to it, just the early antigen testing and presence of the virus came back
positive.
Hel ‐ My specialist discovered the underlying diseases causing my POTS, which are
Ehlers‐Danlos Syndrome and mitochondrial disorder.
sk8rmama24 ‐ As of September 7, 2018 I have been diagnosed with celiac disease; an
autoimmune condition where ingestion of gluten, a protein, causes an immune
response that leads to intestinal damage that results in digestive malabsorption and
nutrient deficiency and malnutrition.
Vinpin ‐ Got preliminary blood test results back from the doctor ‐ not the best. My
main concern is my low white blood cell count, but I also have high cholesterol, low
Vitamin D & B12 levels and a high potassium level.
needoffthisdrug0326 ‐ I had some lab work last week and everything was normal
except my iron was slightly low and my vitamin D was also low
Cjmansf ‐ Low vitamin D which I am addressing.
brzghoff ‐ I just started seeing it in my labs. thats how we found out I was vitamin D
deficient.
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notsobad ‐ My vitamin D levels were extremely low...they've improved but are still
low, so the doctor put me on a super dose for couple months. The day after taking
50000 IU of vitamin D3 I suddenly feel like a normal person, like I'm able to rationally
think about my day and do activities without getting mentally and physically
fatigued. Life just feels normal and not difficult.
MrsGriffin ‐ In addition to my serotonin being low, lab work revealed that my
Vitamin D levels were low so I have been taking a Vit D3 supplement
fishinghat ‐ If you read some of my previous posts you will note that I have dropped
taking my magnesium lately. It got too high and my calcium too low.
okcarmen ‐ and I also have an incredibly low iron level. My iron level is 12 when a
normal one is at least 128.
CatLover ‐ It came back with a B12 level that was extremely low and I had Iron
deficiency anemia so bad she almost sent me to the hospital to get the iron.
houseofmiro ‐ I now have to go and get B12 shots for the next month or so as my
B12 and Iron levels have tanked.
Sufferinsilence ‐ not only is my iron count on a mere 8 when it's meant to be a low of
15 and hight of 150 making me achy dizzy and extremely tired and emotional I am
feeling mostly all withdrawals from lack of cymbalta but my blood tests also reveal I
have a virus of some sort.
melly ‐ I also forgot to mention that my blood pressure is up and my iron count is
low.
Sam I am ‐ Personally, I was told I was low on iron, so a natural source iron
supplement worked for me there.
Debbie M. ‐ I got severely anemic and had to go on iron supplements. My reading
was 9.
Junior ‐ Yesterday I was getting a blood test done because my iron count is a little
low.
Lindarrr ‐ My doctor had me do some blood tests and found that I was iron deficient
and had amaemia, which was probably why I was so sleepy and exhausted all the
time. I ended up having an iron infusion.
scarydays ‐ The test showed low potassium and they had give me lots of fluid,
Uriel ‐ There were other things like my minerals were all messed up so i was on
potassium and magnesium . Its amazing what that drug screws around with.

250

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

eearley ‐ He's had patients end up in ICU from withdrawing cold turkey. My
potassium level was dangerously low and they gave me a mega dose to help bring it
up, along with 2 bags of IV fluid to help with the dedydration.
tired08 ‐ However this particular doctor didn't deny that this could be caused from
the cymbalta withdrawl. bad enouh that something could be wrond but not bad
enough to keep me. I waa dehydrated and low potassium they gave me something
for that and sent me home to see the cardiologist which is what I was trying to do
before going to the ER.
Alicemarie ‐ By the 5th day I was in the emergency room. I seriously thought my body
was shutting down. What they found at the emergency room was low sodium,
chloride and calcium and a high lactic acid level (lactic acidosis indicates that your
body is not getting enough oxygen.
Uriel ‐ The main thing my tests showed was I had no selenium this is what helps you
sleep and no Lyzime which is natural lithium.
Hel ‐ Blood test showed abnormal thyroid, anemia.
Bkc26 ‐ Withdrawal Symptoms: Thyroid tests erratic
CatLover ‐ My thyroid levels are now perfect but my liver enzymes are continuing to
rise. I now have to go get an ultrasound of my liver. Could the fatty liver be a result of
the Cymbalta? I am sure the hypoT is, as I didn't have it at all until I weaned off
Cymbalta.
jealbrecht ‐ I also started to take synthroid again (in the last week) since my thyroid
hormone tests showed I was low T4 and my hair has started to really thin out (or is
that another Cymbalta withdrawal symptom?). I had labs done at the end of May,
and last week ‐ so 4 months apart. Over all cholesterol # is fine, but the LDL‐P and
small LDL ‐ P have risen, along with glucose, but not bad on that. It was 90, now is
95. The Hemoglobin A1c is .1 above normal (that measure the body's ability to
process sugar over the past 3 months.) My thyroid is a little off, but we've been
working on that with bio‐identical meds for a while.
Amybc7 ‐ I'm taking a chance and reaching out there ‐ does anyone else have issues
with their Thyroid? This is a new deal for me ‐ and sadly the challenge of regulating
my thyroid coincides with my withdrawal.
ofarrells7 ‐ But everything has come back normal except for a slightly elevated liver
enzyme.
Justoffcymbandwellb ‐ my Prolactin levels are about 20% high on all the labs I've
done recently
fishinghat ‐ High estrogen and prolactin.
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TWhil195 ‐ My cortisol levels this time around were sky high
Goldie ‐ Any ideas or suggestions would be greatly appreaciated. My cortisol levels
are high, but the doctors tell me everything else is normal.
EBB ‐ We got the results and her estrogen is high and progesterone and testosterone
are low.
pelycosaurus ‐ I got my labs done and i have really high testosterone and low vitamin
D.
Bulldog ‐ He ordered a testosterone test and found out it was very low. It was the
answer to a lot of the issues I was having. Had a ton of blood work done and found
out my testosterone is still low and that I am Vit"D" deficient and that my liver is
reading high levels.
ratdog ‐ I have found my thyroid is hypo, my testosterone is low, and have NO
energy.
RD ‐ I did my bloodwork and it seems that my Testosterone levels are low. I got a
score of 8.6 and the average lies between 9‐36.
RD ‐ Good news: since I am off the cymbalta my Testosterone level had doubled!!
Research on AD's/Testosterone levels?
https://pubmed.ncbi....h.gov/28179152/
https://www.ncbi.nlm...les/PMC4632899/
https://pubmed.ncbi....h.gov/24642156/
https://www.tandfonl...401230500464612
https://www.ncbi.nlm...les/PMC4321007/
http://mental-health...m/rx/testos.htm
https://www.bmj.com/...re-we-surprised
http://scielo.isciii...632008000400002

Competition of Minerals and Vitamins in the Body
Doses of magnesium can also be relatively large and should, ideally, be taken apart
from other minerals. Magnesium competes with calcium for absorption.
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If you take high doses of zinc long‐term (50 mg or more per day for 10 weeks or
longer ), be aware that it can cause copper deficiency, so you may need to
supplement with copper as well.
Hypervitaminosis E may also counteract vitamin K, leading to a vitamin K deficiency.
Tyrosine and phenylalanine compete with tryptophan for absorption.
Niacin can cause an excess of uric acid in the blood (hyperuricemia), putting you at
risk of gout. (Mayo Clinic)
Long term use of vitamin D can cause hypercalcemia (too high calcium levels). Iron,
copper and zinc are competitive for absorption.
The use of prescription drugs also helps in the deficiency of minerals. Antibiotics,
Tylenol, Advil, Motrin, and aspirin all inhibit the absorption of minerals especially
zinc, chromium and calcium.
Research has shown the best bioavailable minerals are amino acid chelated minerals.
Fiber which contains phytates, tea which contains tannins and rhubarb and spinach
which contains oxalates are known as bad chelates. This is because phytates, tannins
and oxalates bind the minerals in the body to themselves in the same way that
amino acids do, this results in the minerals not being absorbed by the body but
excreted instead.
Methionine effects the concentration of vitamin B6, B12, choline, folic acid and
magnesium.
Vitamin C can enhance iron absorption from supplements and plant foods.
The fat‐soluble vitamins (A, D, E and K) are likely to be better absorbed if taken with
a meal that contains fats. In fact, one study found that taking vitamin D with dinner
rather than breakfast increased blood levels of vitamin D by about 50%.
Moderate to large doses of fat‐soluble vitamins reduce absorption of other fat‐
soluble vitamins ‐ by about 10 to 50% ‐ due to competition.
Vitamin B1 in high doses can lower other B vitamins and homocysteine.
Absorption of vitamin K appears to be particularly reduced by taking other fat‐
soluble vitamins.
Vitamin A absorption is least affected and may actually be better absorbed when
taken with vitamin E.
Taking vitamins D, E, or K several hours before or after other fat‐soluble vitamins
would seem to maximize their absorption.
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Vitamin C can inhibit copper absorption, and too much copper can lead to vitamin C
deficiency.
Zinc inhibits both copper and iron; magnesium. Also copper, iron and calcium all
compete for absorption, so too much of one can lead to low blood levels of the
others.
Taking antibiotics for a long time can also deplete the body's levels of several B
vitamins. On the other hand, taking vitamin B‐12 with the antibiotic tetracycline may
interfere with the medication's absorption and effectiveness.
Weight loss medication that prevents your body from absorbing fat also prevents
your body from absorbing fat‐soluble vitamins.
Taking Magnesium with food can reduce the occurrence of diarrhea.
Taking iron with food can reduce the chance of stomach upset.
l‐leucine was inhibited by l‐valine, l‐isoleucine and l‐methionine
l‐lysine was inhibited by l‐arginine, l‐phenylalanine and l‐histidine.
Little or no competition was observed for the glycine uptake site.
Many other amino acids compete with each other for absorption.
https://www.consumer...‐take‐vitamins/
https://www.livestro...other‐vitamins/
http://www.foodminer...human‐body.html
https://www.scienced...300962977903528

List of medical/medicinal causes of Anxiety not
including stress
There are over 400 medical conditions that can cause anxiety. Too many to list here.
http://www.rightdiagnosis.com/symptoms/anxiety/causes.htm
Medications or substances that may cause Anxiety
There are 100s of drugs, medications, substances or toxins that can cause anxiety.
Too many to list here.

• Antibiotics
Amoxicillin
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IUN ‐ Now I may be overthinking this, but yesterday, 90 minutes after taking the
amoxicillin, I had the most horrible wave of hopelessness. Then the same thing
happened today ‐ same time. I wasn't thinking about it until it had happened.
IUN ‐ I couldn't take the level of depression that I now know it was causing. I am not
being dramatic, I have lived thru enough depression to know my limit, but I hope this
can serve as a warning... A quick Google will evidence. 6 out of 20 reviewed mention
depression as a side‐effect;
https://www.askapati...ame=AMOXICILLIN
I have done three days ‐ if it comes back, I will find something else to tackle it. Never
again.
It also just occurred to me that when I last had a dose of amoxicillin (and steroids), I
was in a very bad state.
FH ‐ Just a word to the wise... Clindamycin carries a warning with it, not to be taken
by patients with clinical anxiety.

• Otrivin
Forlyla ‐ No idea what I did except I did use some Otrivin yesterday because my nose
has been blocked. Any chance that could set me back or is this just taking it's natural
course?
FH ‐ Its a long shot, but the main medicinal ingredient in Otrivine (Xylometazoline)
works by stimulating adrenal receptors ‐ albeit in the nasal passages, but still a
chance that this would excite further responses which would result in
adrenaline/cortisol excess symptoms such as anxiety...

List of Causes of Depressive/Anxious Symptoms
Perhaps most important is the larger the stone the worse the kidney function. Low
kidney function allows toxic wastes to buildup in the body causing a condition called
metabolic disease. This is a condition where most of the systems are light to
moderately
effected
causing
decrease
in
their
functions
Research bears this out.
https://www.ncbi.nlm...pubmed/26195070
Regardless of the patients' baseline comorbidities, patients with urolithiasis showed
a higher incidence rate ratio of anxiety and depression than those without
urolithiasis.
https://www.ncbi.nlm...pubmed/22136748
The prevalence of depression in our patient cohort with urolithiasis was substantially
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greater than societal norms. Multiple stone‐related factors were associated with
significant psychological distress.
Again, this list would contain over 600 medical conditions that may cause
depression.
http://www.rightdiag...toms/causes.htm
Medications or substances causing Depressive symptoms
There are 100s of drugs, medications, substances or toxins that can cause
depression.
• Post Menapausal Depression
https://www.ncbi.nlm...pubmed/25622021
Hormone‐related factors and post‐menopausal onset depression: results from
KNHANES (2010‐2012).
"Greater numbers of pregnancies and exogenous hormone use were also associated
with increased risk of depression."
• Effect of previous diagnoses of depression, menopause status, vasomotor
symptoms, and neuroticism on depressive symptoms among climacteric women: A
30‐month follow‐up.
https://www.ncbi.nlm...pubmed/26384055
"The research suggested that neuroticism plays an important role in the persistence
of depression among climacteric women after 30 months."
DEFINITION:
Neuroticism is a long‐term tendency to be in a negative emotional state. People with
neuroticism tend to have more depressed moods ‐ they suffer from feelings of guilt,
envy, anger, and anxiety more frequently and more severely than other individuals.
Neuroticism is the state of being neurotic.
Those who score highly on neuroticism tend to be particularly sensitive to
environmental stress and respond poorly to it. They may perceive every day, run‐of‐
the‐mill situations as menacing and major; trivial frustrations are problematic and
may lead to despair.
• Ovarian hormone fluctuation, neurosteroids, and HPA axis dysregulation in
perimenopausal depression: a novel heuristic model.
https://www.ncbi.nlm...pubmed/25585035
Mood disorders was synthesized to describe a heuristic model of perimenopausal
depression development.
DEFINITION:
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The hypothalamic–pituitary–adrenal axis (HPA axis or HTPA axis) is a complex set of
direct influences and feedback interactions among three endocrine glands: the
hypothalanus, the pituatary gland (a pea‐shaped structure located below the
thalamus), and the adrenal glands (small, conical organs on top of the kidneys).
FH's Notes ‐ The involvement of the HPA axis and GABA are widely accepted as the
key in developing menopausal depression.
RESULTS:
The rate of major depressive disorder and clinically meaningful elevations in
depressive symptoms increases two‐ to threefold during the menopause transition.
While the mechanisms by which ovarian hormone fluctuation might impact mood
are poorly understood, growing evidence from basic and clinical research suggests
that fluctuations in ovarian hormones and derived neurosteroids result in alterations
in regulation of the HPA axis by γ‐aminobutyric acid (GABA). The authors' heuristic
model suggests that for some women, failure of the GABAA receptor to regulate
overall GABA‐ergic tone in the face of shifting levels of these neurosteroids may
induce HPA axis dysfunction, thereby increasing sensitivity to stress and generating
greater vulnerability to depression.
CONCLUSIONS:
The proposed model provides a basis for understanding the mechanisms by which
the changing hormonal environment of the menopause transition may interact with
the psychosocial environment of midlife to contribute to perimenopausal depression
risk. Future research investigating this model may inform the development of novel
pharmacological treatments for perimenopausal depression and related disorders,
such as postpartum depression and premenstrual dysphoric disorder.
• Depression during the perimenopause
https://www.ncbi.nlm...pubmed/26552926
The chances of developing depression seem to be higher during the perimenopause
than during the premenopause. The difficulty in measuring the fluctuations of
female hormones during the perimenopausal stage may be the reason why no
correlation between depression and the fluctuations of hormones has yet been
unambiguously established. Future studies and meta‐analysis could provide a more
accurate estimate of the risk of developing depression during the perimenopause
and could give detailed information about the relationship between hormonal
factors and perimenopausal depression.
• Do menopausal status and use of hormone therapy affect antidepressant
treatment response? Findings from the Sequenced Treatment Alternatives to
Relieve Depression (STAR*D) study
https://www.ncbi.nlm...pubmed/23398127
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In this study, citalopram treatment outcome was not affected by menopausal status.
Hormonal contraceptives and Hormonal Therapy also did not affect probability of
good outcome.
• Individualized homeopathic treatment and fluoxetine for moderate to severe
depression in peri‐ and postmenopausal women (HOMDEP‐MENOP study): a
randomized, double‐dummy, double‐blind, placebo‐controlled trial.
https://www.ncbi.nlm...pubmed/25768800
RESULTS:
After a 6‐week treatment, homeopathic group was more effective than placebo by 5
points in Hamilton Scale. Response rate was 54.5% and remission rate, 15.9%. There
was a significant difference among groups in response rate definition only, but not in
remission rate. Fluoxetine‐placebo difference was 3.2 points. No differences were
observed among groups in the Beck Depression Inventory. Homeopathic group was
superior to placebo in Greene Climacteric Scale (8.6 points). Fluoxetine was not
different from placebo in Greene Climacteric Scale.
CONCLUSION:
Homeopathy and fluoxetine are effective and safe antidepressants for climacteric
women. Homeopathy and fluoxetine were significantly different from placebo in
response definition only. Homeopathy, but not fluoxetine, improves menopausal
symptoms scored by Greene Climacteric Scale.
• Menopausal status could modulate the association between 5‐HTTLPR and
antidepressant efficacy in depressed women: a pilot study.
https://www.ncbi.nlm...pubmed/25257397
ABSTRACT:
The aim of this study was to evaluate the association between the functional
polymorphic region of the serotonin transporter gene (5‐HTTLPR) and
antidepressant efficacy in menopausal and non‐menopausal women. Since
serotonergic system has been shown to be linked to estrogens, menopausal status of
women may explain previous contradictory results on antidepressant efficacy in
major depressive episode related to 5‐HTTLPR in women. Seventy‐four women (43
non‐menopausal and 31 menopausal) and 29 men with a major depressive episode
were genotyped for the 5‐HTTLPR and assessed prospectively for antidepressant
efficacy after 4 weeks of treatment. Non‐menopausal women with at least one copy
of the long allele had better antidepressant efficacy than those who were
homozygous for the short allele, whereas no difference was found in menopausal
women. Furthermore, antidepressant response was correlated with an interaction
between the 5‐HTTLPR polymorphism and age in women, but not in men. This
finding suggested that the differences in antidepressant response were not linked to
age but, rather, to menopausal status of women. Further research on a bigger
sample is needed with steroids measurements to determine how menopausal status
and 5‐HTTLPR polymorphism influence antidepressant response.
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• Urinary phytoestrogens and depression in perimenopausal US women: NHANES
2005‐2008.
https://www.ncbi.nlm...pubmed/24434020
Lower lignans but not isoflavones concentrations were statistically significantly
associated with an increased risk of depression in perimenopausal women. Because
of medical risks associated with the use of hormone therapy, further investigation on
the effect of lignans on the risk of depression in perimenopausal women is
warranted.
FH's Notes‐ If related to low lignans than ligand supplements might help!!??
• Effect of Citalopram in Combination with Omega‐3 on Depression in Post‐
menopausal Women: A Triple Blind Randomized Controlled Trial.
https://www.ncbi.nlm...pubmed/27891399
Using omega‐3, in combination with Citalopram greatly reduce the severity of
depression in post‐menopausal women when compared to citalopram only.
• Low vitamin D, and bone mineral density with depressive symptoms burden in
menopausal and postmenopausal women.
https://www.ncbi.nlm...pubmed/26538987
The current study revealed that there was a strong association between vitamin D
level and BMD (bone marrow density) in Arab women during the menopausal and
post‐menopausal period.
FH's Notes ‐ Have you had your Vitamin D levels and bone density checked?
• Higher serum total testosterone levels correlate with increased risk of depressive
symptoms in Caucasian women through the entire menopausal transition.
https://www.ncbi.nlm...pubmed/26280374
In our cohort, testosterone levels were low but progressively increased from
premenopause through post menopause. In addition to age and history of
depression, we identified race to have a significant interaction between the
association of testosterone levels and depressive symptoms.
FH's Notes ‐ Higher testosterone in white women increased the risk of pot‐M
depression.
Have you had your hormone levels checked including testosterone?
• Effectiveness of antidepressant treatments in pre‐menopausal versus post‐
menopausal women: a pilot study on differential effects of sex hormones on
antidepressant effects.
https://www.ncbi.nlm...pubmed/18502089
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"Our study suggests that menopausal status and old age are predictors of a poor
response to antidepressant treatment. Furthermore, the FSH (Follicle Stimulating
Hormone) may interfere with the mechanism of action of the antidepressant agents.
Definition ‐ Follicle‐stimulating hormone (FSH) is a gonadotropin, a hormone. FSH is
synthesized and secreted by the pituatary gland and regulates the development,
growth and reproductive processes of the body. FSH and luteinizing hormone (LH)
work together in the reproductive system.
FH's Notes ‐ Have you had your FSH and LH checked? These are commonly altered
after and during menopause.
• Response to SSRIs and role of the hormonal therapy in post‐menopausal
depression.
https://www.ncbi.nlm...pubmed/17196795
In conclusion, HT appeared to improve the antidepressant response to SSRIs.
Furthermore, in post‐menopausal women, LH basal levels may be taken into account
as possible predictor of response.
• Effects of Danazol on pituitary gonadotrophins in post‐menopausal women.
https://www.ncbi.nlm...v/pubmed/284768
ABSTRACT:
Multiple sampling was carried out in 4 postmenopausal women for measurement of
LH and FSH before and at the end of a 1‐week treatment period with Danazol (400
mg daily). A small but significant depression of FSH was found in 3 of 4 subjects,
while a significant depression of LH was only seen in 1 subject. In view of the very
modest gonadotrophin suppression demonstrated in these women it is possible that
Danazol also exerts its profound and sometimes rapid effects through inhibition of
positive oestrogen feedback and by direct actions on the ovaries and endometrium.
FH's Notes ‐ Can Danazol treat Post‐D if due to high FSH and/or LH?
• The antidepressant effect of secoisolariciresinol, a lignan‐type phytoestrogen
constituent of flaxseed, on ovariectomized mice.
https://www.ncbi.nlm...pubmed/22476613
The results showed that SECO (10 mg/kg) treatment could significantly reduce the
duration of immobility of OVX mice in these two models compared with the control
group (OVX mice + vehicle), which was similar to the positive control imipramine. In
addition, SECO treatment could substantially increase brain monoamine
(norepinephrine and dopamine) levels in OVX mice. The present studies showed that
SECO can reverse depressive‐like behavior and exhibit monoamine‐enhancing
effects.

260

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

FH's Notes ‐ The previous document had some studies showing low lignan levels in
depressed post‐M women. While there is not much scientific evidence that it helps
depression there is considerable positive testimony in forums and blogs for the use of
flaxseed (high in lignans) to help with depression. Dosage of 40 grams of crushed
flaxseed or flaxseed in bread daily is the normal recommendation. This contains
phytoestrogens as well so that may be part of the benefit.
• Tryptophan for PMD
FH's Notes ‐ I found several articles that showed there was no relationship between
serotonin levels and depression in menopausal and post‐menopausal women. This
may help explain why use of ssri and snri is limited in its effectiveness. Tryptophan
showed no help in treating menopausal depression.
• Thyroid
https://www.ncbi.nlm...pubmed/26042394
Our study supports the importance of thyroid functionality in cognitive functioning in
a group of women after menopause. The values of TSH, TT3, TT4, TPO‐AB, and AB‐
TSHR were higher and FT4 was lower in examined women.
• A study of thyroid function in the pre‐ and post‐menopause.
https://www.ncbi.nlm.../pubmed/6415363
ABSTRACT:
Serum levels of thyroid‐stimulating hormone (TSH), triiodothyronine (T3), thyroxine
(T4), free triidotthyronine (FT3), free thyroxine (FT4) and thyroxine‐binding globulin
(TBG) were measured in 382 healthy women who were attending a menopause
clinic. Of these women, 140 were in the pre‐menopausal phase, 162 had been post‐
menopausal for less than 3 yr and 60 had been post‐menopausal for greater than 3
yr. Analysis of the results as a function of climacteric situation, revealed that the only
significant difference was a lower serum concentration of FT3 in the women who
had been post‐menopausal for over 3 yr than in the women who were in the pre‐
menopausal phase. Statistical analysis of the results as a function of both climacteric
situation and age showed that the serum level of TBG increases with age, while
serum levels of circulating thyroid hormones decrease, and that although the
menopause does not bring about marked changes in thyroid function, it nevertheless
tends to reduce that function, especially when menopause occurs at the expected
time. Finally, by correlating values with T4 values on an individual basis, it was
possible to ascertain that when physiological changes in thyroid function do occur in
the climacteric, they are not caused by primary changes in TSH secretion.
• Can thyroid dysfunction explicate severe menopausal symptoms?
https://www.ncbi.nlm...pubmed/17701801
ABSTRACT:
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Many of the menopausal manifestations look like those accredited to thyroid
hyperfunction or hypofunction. Can thyroid dysfunction explicate severe
menopausal symptoms? The study comprised 350 women with different
menopausal symptoms. All women had serum TSH, T3 and free T4 estimated.
Women with thyroid dysfunction were appropriately treated and other women were
treated with ERT. The study showed that 21 women (6%) had hypothyroidism and 18
(5.1%) had hyperthyroidism. Marked improvement in the menopausal‐like
symptoms occurred after treatment of the thyroid dysfunction. Elderly women with
severe or resistant menopausal symptoms can be offered TSH, T3 and T4 assays to
rule out the thyroid disturbances before attempting hormone replacement therapy.
Notes ‐ Other articles exist as well linking thyroid blood levels to severity of
menopausal and Post‐menopausal symptoms including depression.
Miscellaneous
• A diet high in refined carbohydrates may lead to an increased risk for new‐onset
depression in postmenopausal women, according to a study published in The
American Journal of Clinical Nutrition.
https://www.scienced...50805110335.htm
A diet high in refined carbohydrates may lead to an increased risk for new‐onset
depression in postmenopausal women, according to a study. The study looked at the
dietary glycemic index, glycemic load, types of carbohydrates consumed, and
depression in data from more than 70,000 postmenopausal women who
participated in the National Institutes of Health's Women's Health Initiative
Observational Study between 1994 and 1998.
• Evaluation of the Efficacy and Tolerability of Micronutrient Supplementation in
Treatment of Post Menopausal Symptoms
https://www.research...pausal_Symptoms
Micronutrient supplementation (Menopace® Tablets) was provided by Meyer
Organics Pvt Ltd Thane
Depression: On the 90 th day of treatment, 10 (66.7%) women in the active group
compared to only 2 (22.2%) in placebo group showed significant improvement.
Anxiety: At baseline, 18 and 13 women in the active and placebo group reported
anxiety, respectively. Out of them, 15 in active group and 8 in the placebo group
reported moderate to good improvement at the 60th day. Furthermore, at the 90 th
day, all 18 (100%) women in active group compared to 10 (76%) in placebo group
reported moderate to good improvement.
• Testosterone insufficiency in women: fact or fiction?
http://www.bumc.bu.e...371&PageID=7136
By André Guay and Susan R. Davis
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Excerpt from World Journal of Urology 2002. 20:106‐110
It has become apparent that androgens play a significant role in women’s health.
More than the expected level of androgens in a woman’s blood stream causes
obvious symptoms of androgen excess; less readily apparent are the consequences
of female androgen deficiency. The symptoms are subtle, affecting a woman’s sexual
desire, satisfaction, and mood, and are commonly mistaken as signs of an underlying
depression, prompting referral for counseling and psychotherapy, when hormone
measurements would be more appropriate and more fruitful. Androgen deficiency in
women is a topic that the medical community has been slow to address. This is
partially attributed to the fact that the most common symptom is decreased libido, a
very common nonspecific complaint that has long been associated with the
psychological issues of stress and depression. One of the earliest reports showing an
association between decreased sexual desire and decreased testosterone in women
was published in 1959, but acceptance of this association has been slow. However,
more evidence now shows that many women‐pre‐menopausal and post‐
menopausal‐do suffer from androgen deficiency. Because the symptoms of such a
deficiency resemble those of depression, misdiagnosis and lack of treatment are
common. Improved awareness of the symptoms, diagnostic procedures, and
appropriate available treatments are needed, to avoid misdiagnosis and unnecessary
or inappropriate treatments.
Wild Yam is an excellent natural menopause treatment for regulating hormones,
especially progesterone. This hormone plays a role in controlling moods, and is used
to help with depression, moodiness, irritability and anger.
Notes ‐ No scientific evidence to back this claim that it helps depression only the
other menopausal symptoms.
Cimicifuga (Black Cohosh) relieves all symptoms of menopause including night
sweats and hot flashes, vaginal dryness, bleeding and mood swings. It is especially
suited to women experiencing arthritic pains in the joints of the hands, headaches
on the right side of the head and neck, and despairing depression. Normal dose is
20‐80 mg once or twice daily.
• Effective on menopause symptoms
https://www.ncbi.nlm...pubmed/23769553
• Effective on depression
https://www.ncbi.nlm...fuga depression
• Slight positive effect on menopausal depression
https://www.ncbi.nlm...pubmed/12609559
• Significantly reduced menopausal depression
https://www.ncbi.nlm...pubmed/15969244
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Many more articles.
IUN ‐ For crying out loud... why did I take three of these things...
"Prochlorperazine may cause depression or make the symptoms of depression
worse. If you have depression or a history of depression, discuss with your doctor
how this medication may affect your medical condition, how your medical condition
may affect the dosing and effectiveness of this medication, and whether any special
monitoring is needed."

• Low Testosterone
FH ‐ As many of you know Cymbalta usage left me with no testosterone production. I
have been on testosterone replacement therapy since then (2013), Recently my dr
wanted me to try and get by with less usage so we cut my dose by 1/3. I went from
7.5 grams of 1% to 5 grams of one percent. It was a very slow free fall from there.
After 8 weeks I was feeling like nothing in life mattered, extreme fatigue, great
sadness and some agitation. It left me basically non‐functional and very sad. I went
back to my regular dose and now 4 weeks later feel good again.
https://www.ncbi.nlm.nih.gov/pubmed/9919317
Testosterone and depression in aging men.

• Respiratory Acidosis
Respiratory acidosis develops when air inhaled into and exhaled from the lungs does
not get adequately exchanged between the carbon dioxide from the body for oxygen
from the air. During periods of high stress people often hyperventilate. This
hyperventilation is a fast respiratory rate but shallow. This leads to high CO2 levels
especially in the lower parts of the lungs. These high CO2 levels cause a concurrent
high CO2 levels in the blood which converts to carbonic acid and low blood pH. Blood
with a low pH does not carry oxygen as well and results in a condition called
hypercapnia.
The narrow pH range for normal function is between 7.35 and 7.45.
Acidemia, which is highly acidic blood, occurs when pH of the blood is lower than
7.35.
Respiratory acidosis occurs when breathing out does not get rid of enough CO2. The
increased CO2 that remains results in an acidic state.
Doctors refer to the increased CO2 level in the bloodstream occurring as a result of
respiratory acidosis as hypercapnia.
Symptoms can include:
• headaches
• memory loss
• sleep disturbance
• anxiety and personality changes
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• confusion
• drowsiness
• stupor
• muscle jerking
• reduced heart muscle function
• disturbances in heart rhythm, producing arrhythmias
• a drop in blood pressure
A person can prevent the onset of respiratory acidosis by maintaining healthy lung
function (eg. breathing exercises)
Excerpts from...
Chronic Adrenergic State
(Anxiety)
Conditions Associated with a Chronic Adrenergic State
Addresses the breathing difficulties associated with an adrenergic state.
Hyperventilation Syndrome
Symptoms
Dizziness, Lightheaded, Headaches, Presyncope or Syncope (fainting)
Shortness of Breath, Sighing and Yawning, Dyspnea (difficult or labored breathing)
Hypocapnia (low CO2 in blood), Respiratory Alkalosis (shift to high pH in the
Blood due to increased respiration)
It has recently been shown that excessive exercise, especially in athletes, will cause
the generation of extra adrenaline. If these high levels of exercise go on for an
extended period then the athlete can and usually does develop a chronic adrenergic
state.
Respiratory – The hyperadrenergic state usually produces hyperventilation (an
increase in frequency and depth of respiration) in order to supply oxygen for the
increase in metabolism. In the chronic adrenergic state the increase in respiration
eventually causes hypocapnia (decreased CO2 in the blood stream). This decrease in
CO2 levels cause alkalosis (elevated pH) of the blood and respiratory system. At an
elevated pH the hemoglobin increases its affinity for oxygen (the Bohr Effect). This
causes an increase in the hyperventilation if physical activity continues, thereby
continuing or worsening the hypocapnia. Once severe hypocapnia occurs it can be
maintained by even normal breathing. Those with a chronic adrenergic state often
show this breathing pattern. The increase in hemoglobin affinity to oxygen decreases
the amount of oxygen available to the cells and increases muscle fatigue and
cerebral perfusion. This helps account for the diagnosis of chronic fatigue syndrome
and exercise intolerance in the chronic adrenergic state. The hypocapnia rapidly
causes the development of hypophosphatemia (low phosphate in the blood) that
further reduces oxygen availability to tissues. Once a hypocapnia state is generated
the stresses of everyday life may create the potential for a self‐perpetuating cycle.
Acute adrenergic state may cause hypercapnia (respiratory acidosis). In this
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condition the elevated CO2 in the blood competes with oxygen producing similar
effects as hypocapnia.
Patients in a hypocapnia or hypercapnia situation can often correct their blood pH
balance by doing breathing exercises. The key parts are..
Three deep breaths focused on the lower part of the lungs, if done properly the belly
should extend out during these deep breaths.
Each deep breath is taken fairly slowly and deep followed by a 1 to 2 second pause
and slowly exhaled.
After the three deep breaths are done then normal breathing is resumed.
This may be done as many times a day as necessary as long as sufficient times (a few
minutes) are given after each set of deep breaths.
Caution ‐ Due to the bloods poor oxygen carrying ability heavy exercising should be
avoided. During heavy exercise the body will run low on oxygen easily and increased
adrenaline will be released further aggravating the condition.
Things to consider doing
Low acid food diet.
Deep breathing as well.

• Gut Bacteria & Depression
A must read for those suffering from chronic depression.
https://www.medicaln...articles/324362
This article is in reference to the following research.
https://www.nature.c...1564‐018‐0337‐x
Similar study showing transplant of specific bacteria leads to depressive symptoms in
otherwise healthy subjects;
https://www.scienced...90506163642.htm
Look at table 1 shown in this paper ‐ indexes all of the papers written to date
regarding the gut‐brain axis and depression
https://www.ncbi.nlm...les/PMC7276434/
"microbiota‐based interventions could play a major role in modulating the gut‐brain
axis and, thereby, in preventing mood disorders"
https://pubmed.ncbi....h.gov/28512033/
The following family/genus/species have been found to be associated with
improvements in depression:
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Firmicutes
Clostridia
Lachnospiraceae
Coprococcus
Ruminococcaceae
Inhibited by PPIs.
Faecalibacterium
These bacteria produce butyrate and other short‐chain fatty acids through the
fermentation of dietary fiber.
Faecalibacterium prausnitzii
The most important butyrate‐producing bacteria in the human colon. An overview
at...
https://pubmed.ncbi....h.gov/29566907/
Lactobacillaceae
Lactobacillus brevis
L.brevis is found in food such as sauerkraut and pickles .Major metabolites of L.
brevis include lactic acid and ethanol. L. brevis produces more organic acids,
specifically acetic acid and ethanol. This means that this bacterium produces an
increased acidic environment and alcohol. Growth conditions all depend on the
location of the bacterium within the intestines. It does seem that they are unable to
significantly replicate in anaerobic environments.
Lactobacillus helveticus
Lowers cortisol and decreases depression (humans). but also significantly decreased
plasma levels of adrenaline and noradrenaline.
Lactobacillus helveticus is a lactic‐acid producing, rod‐shaped bacterium. It is most
commonly used in the production of American Swiss cheese and Emmental cheese.
Lactobacillus casei
In a double‐blind study conducted by Benton et al., 124 healthy volunteers
consumed milk enriched with Lactobacillus casei, a Shirota strain, for 20 days.
Volunteers were divided into three subgroups depending on the initial mood. Results
‐ evaluated using the POMS (Profile of Mood States) – showed statistically significant
improvement in the mood of the group of people who initially assessed their mood
as the most lowered.
Akkasheh et al. conducted a study involving 40 patients diagnosed with major
depressive disorder. Patients received Lactobacillus acidophilus, Lactobacillus casei
and Bifidobacterium bifidum probiotics or placebo (double‐blind trial) for 8 weeks.
The results showed that consumption of probiotic significantly reduced depression
scores. The group receiving probiotics obtained improvement in the metabolism of

267

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

insulin, probiotics also reduced oxidative stress in patients with major depressive
disorder.
A commercial beverage containing L. casei strain Shirota has been shown to inhibit
the in vivo growth of Helicobacter pylori, but when the same beverage was
consumed by humans in a small trial, H. pylori colonization decreased only slightly,
and the trend was not statistically significant. Some L. casei strains are considered to
be probiotic, and may be effective in alleviation of gastrointestinal pathogenic
bacterial diseases.
According to WHO, those properties have to be demonstrated on each specific strain
‐ including human clinical studies ‐ to be valid. L. casei has been combined with other
probiotic strains of bacteria in randomized trials studying its effects in preventing
antibiotic‐associated diarrhea (AAD) and Clostridium difficile infections (CDI), and
patients in the trials who were not given the placebo had significantly lower rates of
AAD or CDI (depending on the trial) with no adverse effects reported. Additionally,
trials have shown significantly shorter recovery times in children suffering from
acute diarrhea (primarily caused by rotavirus) when given different L. casei
treatments when compared to placebo. Studies suggest that Lactobacillus is a safe
and effective treatment for acute and infectious diarrhea.
Lactobacillus pentosus
In 2012, Shinkai et al. conducted a study involving 300 healthy volunteers at the age
of 65 or older. Participants of the study were taking Lactobacillus pentosus or
placebo. The study lasted for 20 weeks. The results of the experiment showed a
statistically significant improvement in well‐being and subjective perception of
subjects’ health in the group receiving probiotics compared to the placebo group.
Bifidobacterium longum (aka Bifidobacterium infantis)
Regulates 5htp and helps alleviate depression.
It has been successfully used to treat depression.
Significantly increases BDNF.
Lowers cortisol and decreases depression (humans). but also significantly decreased
plasma levels of adrenaline and noradrenaline.
Sixty‐three healthy elders (≥ 65 years) consumed either placebo or probiotics
containing Bifidobacterium bifidum and Bifidobacterium longum (1 × 109 CFU/d) for
12 weeks. Contrary to placebo, probiotics significantly increased serum BDNF level.
In conclusion, probiotics promote mental flexibility and alleviate stress in healthy
elderly, along with causing changes in gut microbiota.
Administration in mice significantly improved the scores in behavioral tests and
increased the level of 5‐HTP and serotonin (5‐ HT) in the prefrontal cortex (PFC) of
the brain. The brain‐derived neurotrophic factor (BDNF) in the PFC was also
increased, In addition, it alleviated the hyperactivity of the hypothalamic‐ pituitary‐
adrenal (HPA) axis response and accordingly reversed the peripheral inflammation
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status. Moreover, the stress‐induced structural and functional dysbiosis of the gut
microbiome was improved by it, through increased alpha diversity and abundance of
butyrate‐ producing bacteria, in conjunction with inhibition of pathogenic gene
expression.
In the study the levels of tryptophan, the precursor of serotonin, and kynurenine
acid, a product of metabolic transformation of tryptophan with a neuroprotective
effect in mice treated with a probiotic containing Bifidobacterium infantis were
assessed in relation to individuals from the control group. In the group of mice
receiving the probiotic, higher concentrations of both factors were noted.
Fifty rats were separated into control and other four groups randomly. The four
groups underwent the chronic unpredictable mild stress (CUMS) intervention with or
without prebiotics and probiotics (Bifidobacterium longum, L. rhamnosus)
treatment. In conclusion, these findings implied that prebiotics and probiotics have
antidepressive effects, and a considerable effect on the regulation of 5‐HT
metabolism, especially L. rhamnosus.
While B. longum is not significantly present in the adult gastrointestinal tract, it is
considered part of the gut microbiota and its production of lactic acid is believed to
prevent growth of pathogenic organisms. B. longum is non‐pathogenic and is often
added to food products. B. longum colonizes the human astrointestinal tract, where
it, along with other Bifidobacterium species, represents up to 90% of the bacteria of
an infant's gastrointestinal tract. This number gradually drops to 3% in an adult's
gastrointestinal tract as other enteric bacteria such as Bacteroides and Eubacterium
begin to dominate. The use of B. longum was shown to shorten the duration and
minimize the severity of symptoms associated with the common cold with a similar
effect to that of neuraminidase inhibitors for influenza
Bifidobacterium dentium
Efficient GABA producer
B. dentium is a source of anaerobic infections. Scientists have shown that B. dentium
can cause tooth decay in humans. Due to its high tolerance of the acidic
environments reached by the human mouth (pH 4.5), B. dentium can sustain growth
in the oral cavities, cause harm to the teeth, and break down sugars. Taking it in
capsule form would minimize oral exposure.
B. dentium has been identified by researchers at Baylor College of Medicine and
Texas Children's Hospital as producing a neurotransmitter that may play a role in
preventing or treating inflammatory bowel diseases such as Crohn's disease.
B. dentium colonizes the intestinal mucus layer, where it has been found to produce
acetate.
Bifidobacterium bifidum
Sixty‐three healthy elders (≥ 65 years) consumed either placebo or probiotics
containing Bifidobacterium bifidum BGN4 and Bifidobacterium longum BORI (1 × 109
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CFU/d) for 12 weeks. Contrary to placebo, probiotics significantly increased serum
BDNF level. In conclusion, probiotics promote mental flexibility and alleviate stress in
healthy elderly, along with causing changes in gut microbiota.
Akkasheh et al. conducted a study involving 40 patients diagnosed with major
depressive disorder. Patients received Lactobacillus acidophilus, Lactobacillus casei
and Bifidobacterium bifidum probiotics or placebo (double‐blind trial) for 8 weeks.
The results showed that consumption of probiotic significantly reduced depression
scores. The group receiving probiotics obtained improvement in the metabolism of
insulin, probiotics also reduced oxidative stress in patients with major depressive
disorder.
The majority of the population of B. bifidum is found in the colon, lower small
intestine, breast milk, and often in the vagina. B. bifidum is an essential bacteria
found in the human intestine. When it is low or absent all together in the human
intestine, it is an indication of being in an unhealthy state. Intestinal flora can be
improved if someone takes oral B. bifidum. Also, oral B. bifidum is used for other
things such as therapy for enteric and hepatic disorders, for activating the immune
response, and for preventing some cancers. B. bifidum decreases as people age. As
B. bifidum decreases, other gut bacteria such as Lactobacilli, Enterococci,
Enterobacteria and Clostridia (potentially disease causing) increase. All of these
increase an older adults risk for cancer and decrease the ability for their liver to
function adequately and efficiently.
Consuming dairy products seem to be the most efficient way to keep a healthy gut
flora. However pastuerized milk has much lower bacterial counts that raw milk,
especially disease causing bacteria. B. bifidum is an important intestinal microbe.
One study shows that because hard cheese has a higher pH, higher fat content and is
more solid, it is more effective in carrying probiotics such as B. bifidum to a person
through ingestion.
Bifidobacterium adolescentis
We established that the ingestion of the probiotic composition based on the
selected strains by BALB/c mice for 2 weeks reduced depressive‐like behavior in the
forced swimming test; the effect was similar to that of fluoxetine.
Clostridium butyricum
https://pubmed.ncbi....h.gov/30234616/
Clostridium butyricum (60 mg/d) in combination with (existing treatment
with)antidepressants (flvoxamine, paroxetine, escitalopram, duroxetine, and
sertraline) provided significant improvement in depression. All patients completed
the trial, and 70% responded to treatment; the remission rate was 35.0%. No serious
adverse events occurred.
Most member of the families below are harmless to humans but there are a few
individual species that can cause disease. Little studies have been performed on
these groups.
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Corynebacterium
Psychrobacter
Peptostreptococcaceae incertae sedis
Alcaligenaceae
Summary
The probiotics with the best indication that they reduce depression are:
Lactobacillus helveticus
Lactobacillus casei
Lactobacillus acidophilus
Bifidobacterium breve
Bifidobacterium longum (aka Bifidobacterium infantis)
Bifidobacterium dentium
Bifidobacterium bifidum
General Information
https://pubmed.ncbi....h.gov/31478105/
Changes in the gut microbiome increase the release of microbial lipopolysaccharides
(LPS) which activate a gut inflammatory response. Gut pro‐inflammatory cytokines
stimulate the afferent vagal nerve which in turn impacts the hypothalamic‐pituitary‐
adrenal (HPA) axis inducing symptoms associated with depression. Recent research
suggests that gut inflammation can induce neuroinflammation which, in turn,
stimulates microglia activation and the kynurenine pathway and can activate
systemic inflammation‐inducing depressive symptoms. Promoting a healthy diet and
lifestyle changes, limiting exposure to pesticides, limiting medications that affect the
microbiome and the use of such things pre/probiotics and other interventions may
complement existing efforts to curb the rise in depression. Alternative and
complementary therapies may serve as effective treatments in adolescents with
depression.
https://pubmed.ncbi.nlm.nih.gov/31317970/
(Full Text)
http://psychiatriapo...ol2019v53i2.pdf
It is estimated that the number of microbial cells in the human body is ten times
higher than that of our own somatic cells – the microbiota consists of about 10^14
cells.
The microbiota is composed of more than a thousand species of bacteria, fungi,
archaea, and viruses. The most numerous type of bacteria are Firmicutes (64%),
Bacteroidetes (23%), Proteobacteria (8%) and Acinetobacter (3%). The composition
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of the flora varies depending on the section of the gastrointestinal tract.
Intestinal microbiota performs a variety of functions in the body, i.a., it synthesizes B
and K vitamins, affects the absorption of magnesium, calcium and iron ions,
conversion of fatty acids, stimulates the development of the immune system and
performs protective functions – commensal bacteria compete with pathogenic
bacteria for nutrients and receptors on the surface of the intestine. Intestinal
bacteria affect the intestinal epithelial tightness by influencing the gene expression
of some structural proteins in the so‐called tight junctions between intestinal
epithelial cells.
Many of the articles mentioned a lack of short‐chain fatty acids in those suffering
from depression. This corresponds to the type of bacteria that are in low population
in the gut.
Bacterial Transplants
https://www.sciencedaily.com/releases/2019/05/190506163642.htm
Children's Hospital of Philadelphia
Transplant of bacteria from gut of healthy rats to gut of depressed rats alleviated
depression.
https://pubmed.ncbi....h.gov/31439031/
Fecal microbiota transplantation from mice significantly ameliorated the depressive‐
like behavior induced by chronic unpredictable stress in recipient mice.
There are several other papers that show that fecal transplants have a positive
impact on depression, anxiety, indlammation and other activities in the human body.
Prebiotics
Prebiotics, such as galactooligosaccharide (GOS), polydextrose (PDX) and the
glycoprotein lactoferrin (LAC), also appear to regulate gut microbiota and improve
behavior through the microbiota‐gut‐brain axis
https://pubmed.ncbi....h.gov/29985786/
Mood was improved by enhancing diet quality. Fructooligosaccharide and
galactooligosaccharide improved anxiety and depression in participants consuming ≥
5 g/day. Additionally, bifidobacteria were enriched in subjects consuming ≥ 5 g/day.
Probiotic consumption improved psychological or biological measures of depression,
anxiety, or stress in individuals predisposed to a mood disorder. Probiotics
suppressed biological markers of stress in healthy individuals in a strain‐dependent
manner.
https://pubmed.ncbi....h.gov/27763700/
We tested whether early life supplementation of a blend of two prebiotics,
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galactooligosaccharide (GOS) and polydextrose (PDX), and the glycoprotein
lactoferrin (LAC) would attenuate behavioural and biological responses to stress later
in life. Juvenile, male F344 rats were fed diets containing either GOS and PDX alone,
LAC alone, or GOS, PDX and LAC. All diets altered gut bacteria, while diets containing
GOS and PDX increased Lactobacillus spp. These data suggest early life diets
containing prebiotics and/or LAC promote behavioural stress resistance and uniquely
modulate gene expression in corresponding circuits.
https://pubmed.ncbi....h.gov/28931777/
We investigated the antidepressant‐like effect of lactoferrin (Lf) in a repeated
forced‐swim test (FST) stress mouse model. These results suggest that bLf may
improve the depressive‐like symptoms induced by repeated FST.
https://pubmed.ncbi.nlm.nih.gov/31896054/
Inulin‐type fructo‐oligosaccharides (FOSs) purified from Morinda officinalis alleviated
depression‐like behaviors and repaired intestinal epithelia damages in rats.
Note ‐ Used as an alternative sweetener. FOS exhibits sweetness levels between 30
and 50 percent of sugar in commercially prepared syrups. All inulin‐type prebiotics,
including FOS, are generally thought to stimulate the growth of Bifidobacteria
species. This effect has not been uniformly found in all studies. These species are
responsible mainly for the gas formation (hydrogen and carbon dioxide), which
results after ingestion of FOS. Studies have shown that up to 20 grams/day is well
tolerated.
https://pubmed.ncbi....h.gov/18524324/
Over view of Inulin‐type fructo‐oligosaccharides
https://pubmed.ncbi....h.gov/31674783/
Here, we found that oral sesamin administration (50 mg/kg∙bodyweight/day)
significantly attenuated depressive, aversive, repetitive, and anxiety‐like behaviors in
a long‐term multiple nonsocial stress‐treated mice model. Sesamin inhibited stress‐
induced gut barrier integrity damage, reduced circulating lipopolysaccharide (LPS)
levels, and suppressed neuroinflammatory responses. Moreover, sesamin treatment
also restructured the gut microbiome by enhancing the relative abundances of
Bacteroidales and S24‐7. The correlation analysis indicated that the microbiota
composition changes were strongly correlated with behavioral disorders, serotonin,
norepinephrine, and LPS levels. In conclusion, sesamin has preventive effects on
stress‐induced behavioral and psychological disorders, which might be highly related
to the reshaped microbiota composition. This study provides a clue for
understanding the systemic mechanism of anti‐depression effects of sesamin.
https://pubmed.ncbi.nlm.nih.gov/30445417/
This study is aimed to determine the potential antidepressant effects of (+)‐sesamin,
a lignan component of sesame, in a mild stress‐induced depression mouse model.
CD‐1 mice were treated with chronic unpredictable mild stress (CUMS) process and
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orally administrated with sesamin (50 mg/kg/d) for 6 weeks. It was found that
sesamin prevented stress‐induced decease levels of 5‐HT and NE in striatum and
serum. Sesamin treatment also prevented stressed‐induced memory impairments
and neuronal damages. Consistently, sesamin also enhanced synapse ultrastructure
and improved expressions of PSD‐95 in stressed mice hippocampus with improving
neurotrophic factors expression including BDNF and NT3. Moreover, sesamin
treatment significantly prevented CUMS‐induced neuroinflammation by inhibiting
over‐activation of microglia and expressions of inflammatory mediators including
iNOS, COX‐2, TNF‐α and IL‐1β in stressed mice hippocampus and cortex. These
results illustrated that sesamin markedly improved CUMS‐induced depression and
memory loss via inhibiting neuroinflammation, which indicate that as food
component, sesamin might be also a novel potential therapeutic for depression.
https://pubmed.ncbi.nlm.nih.gov/32101345/
Psilocybin, the principal indole alkaloid of Psilocybe mushrooms, is currently
undergoing clinical trials as a medication against treatment‐resistant depression and
major depressive disorder.
https://pubmed.ncbi....h.gov/27210031/
Psilocybin is a serotonin receptor agonist that occurs naturally in some mushroom
species. Recent studies have assessed the therapeutic potential of psilocybin for
various conditions, including end‐of‐life anxiety, obsessive‐compulsive disorder, and
smoking and alcohol dependence, with promising preliminary results. Here, we
aimed to investigate the feasibility, safety, and efficacy of psilocybin in patients with
unipolar treatment‐resistant depression. In this open‐label feasibility trial, 12
patients (six men, six women) with moderate‐to‐severe, unipolar, treatment‐
resistant major depression received two oral doses of psilocybin (10 mg and 25 mg, 7
days apart) in a supportive setting. There was no control group. Psychological
support was provided before, during, and after each session. The primary outcome
measure for feasibility was patient‐reported intensity of psilocybin's effects. Patients
were monitored for adverse reactions during the dosing sessions and subsequent
clinic and remote follow‐up. Psilocybin's acute psychedelic effects typically became
detectable 30‐60 min after dosing, peaked 2‐3 h after dosing, and subsided to
negligible levels at least 6 h after dosing. Mean self‐rated intensity (on a 0‐1 scale)
was 0∙51 (SD 0∙36) for the low‐dose session and 0∙75 for the high‐dose session.
Psilocybin was well tolerated by all of the patients, and no serious or unexpected
adverse events occurred. The adverse reactions we noted were transient anxiety
during drug onset (all patients), transient confusion or thought disorder (nine
patients), mild and transient nausea (four patients), and transient headache (four
patients). Relative to baseline, depressive symptoms were markedly reduced 1 week
and 3 months after high‐dose treatment. Marked and sustained improvements in
anxiety and anhedonia were also noted.
Over‐view of above mentioned Prebiotics.
Galactooligosaccharides are classified as prebiotics, defined as non‐digestible food
ingredients that beneficially affect the host by stimulating the growth and/or activity
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of beneficial bacteria in the colon. The increased activity of these health‐promoting
bacteria results in a number of effects, both directly by the bacteria themselves or
indirectly by the organic acids they produce via fermentation. Examples of effects
are stimulation of immune functions, absorption of essential nutrients, production of
the powerful anti‐oxidant H2 gas and syntheses of certain vitamins. Galacto‐
oligosaccharides may improve stool frequency and relieve symptoms related to
constipation. GOS in amounts 12 g per day or lower is usually well tolerated. Larger
amounts may cause abdominal bloating, excessive gas (flatulence) or other mild
gastrointestinal symptoms
Polydextrose is a synthetic polymer of glucose.[1] It is a food ingredient classified as
soluble fiber by the U.S. Food and Drug Administration (FDA) as well as Health
Canada, as of April 2013. It is frequently used to increase the dietary fiber content of
food, to replace sugar, and to reduce calories and fat content. It is a multi‐purpose
food ingredient synthesized from dextrose (glucose), plus about 10 percent sorbitol
and 1 percent citric acid. However, polydextrose is not universally well tolerated.
Doses as low as 10 g cause significantly more intestinal gas and flatulence than
fermentation resistant psyllium.
Lactoferrin ‐is widely represented in various secretory fluids, such as milk, saliva,
tears, and nasal secretions. Lactoferrin is one of the components of the immune
system of the body; it has antimicrobial activity (bacteriocide, fungicide) and is part
of the innate defense. In particular, lactoferrin provides antibacterial activity to
human infants. It is an iron‐containing red protein in milk. Apart from its main
biological function, namely binding and transport of iron ions, lactoferrin also has
antibacterial, antiviral, antiparasitic, catalytic, anti‐cancer, and anti‐allergic functions
and properties. It has aided in decreasing bone resorption and increasing bone
formation.
Fructooligosaccharide ‐ used as an alternative sweetener. These oligosaccharides can
be found in a large number of plants, especially in Jerusalem artichoke, chicory and
the blue agave plant as well as bananas, onions, chicory root, garlic, asparagus,
jícama, and leeks. Some grains and cereals, such as wheat and barley, also contain
FOS. In the colon they are fermented by anaerobic bacteria. In other words, they
have a lower caloric value, while contributing to the dietary fiber fraction of the diet.
Fructooligosaccharides are more soluble than inulins and are, therefore, sometimes
used as an additive to yogurt and other (dairy) products. FOS serves as a substrate
for microflora in the large intestine, increasing the overall gastrointestinal tract
health. All inulin‐type prebiotics, including FOS, are generally thought to stimulate
the growth of Bifidobacteria species. Bifidobacteria are considered beneficial
bacteria. These species are responsible mainly for the gas formation (hydrogen and
carbon dioxide), which results after ingestion of FOS. Studies have shown that up to
20 grams/day is well tolerated.
Sesamin ‐ Sesamin is a lignan isolated from the bark of Fagara plants and from
sesame oil. It has been used as a dietary fat‐reduction supplement, although no
controlled studies on this application have been performed. Its major metabolite is
enterolactone, which has an elimination half life of less than 6 hours. Sesamin and
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sesamolin are minor components of sesame oil, on average comprising only 0.14% of
the oil by mass. The richest known dietary sources of enterolactone precursors are
flaxseed and sesame seed. Since enterolactone is produced by specific species of gut
microbiota, the capacity to produce it varies between people. Antibiotic treatments
can abolish the capacity to produce enterolactone. It may take up to a year before
enterolactone production is restored. There are limited human studies on sesamin,
but it appears that oral ingestion of around 100‐150mg of sesamin is sufficient to
raise bodily sesamin stores to the level where it can preserve Vitamin E in the body;
this indirect antioxidative effect may be the most practical reason to supplement
sesamin.
More details on sesamin at....
https://examine.com/...ements/sesamin/
Stress Relationship
Catecholamines (Stress related compounds) can elevate certain bacterial levels 10
000‐fold and intensify their infectiousness in 14 hours. These pathogenic species
may crowd out beneficial species. In line with an early work linking academic stress
with immune dysregulation. Knowles et al. found that as university students’ stress
increased throughout the semester, certain health‐promoting bacteria decreased.
Even so, people under stress have unpredictable patterns of dysbiosis. Gut bacteria
can regulate the immune system, but dysbiosis can increase risk for infection or
autoimmune disease.
https://pubmed.ncbi....h.gov/31588192/
We found that stress led to low bacterial diversity, simpler bacterial network, and
increased abundance of pathogens, such as Escherichia/Shigella, and conditional
pathogens, such as Enterococcus, Vagococcus, and Aerococcus. However, these
changes were attenuated by fluoxetine directly and indirectly.
PPIs
For example, proton pump inhibitors (e.g. omeprazole), widely used to treat acid
reflux, reduce diversity and affect 20% of species, creating an unhealthy gut
microbiota that may predispose to gastrointestinal infection. Indeed, PPIs may
negatively impact the gut bacteria population even more so than do antibiotics.
https://pubmed.ncbi....h.gov/32514445/
Bacterial cultures from the stomach were obtained from 103 patients, and duodenal
samples were also cultured from 49 of them, for a total of 53 patients with PPI use
and 50 patients without. Positive gastric cultures were found in 42 of 53 patients
with PPI use and in 13 of 50 without (P < 0.0001). Duodenal cultures were positive in
20 of 24 with PPI and 8 of 25 without (P < 0.0001). The most commonly identified
bacterial species were oral strains of Streptococcus, followed by Neisseria and
Haemophilus influenzae. Bacterial growth in the stomach and duodenum is more
common in patients with PPI treatment.
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https://pubmed.ncbi....h.gov/31990420/
Twelve observational study cohorts with 708 PPI users and 11 interventional cohorts
with 180 PPI users were included in the review. In most studies, PPI treatment did
not affect microbiological richness and diversity, but was associated with distinct
taxonomic alterations: In the upper gastrointestinal tract, PPI users showed
overgrowth of orally derived bacteria, mostly Streptococcaceae (findings based on
six independent cohorts with 126 PPI users). In faecal samples, PPIs increased
multiple taxa from the orders Bacillales (eg, Staphylococcaceae), Lactobacillales (eg,
Enterococcaceae, Lactobacillaceae, Streptococcaceae) and Actinomycetales (eg,
Actinomycetaceae, Micrococcaceae), the families Pasteurellaceae and
Enterobacteriaceae and the genus Veillonella. Taxa decreased by PPIs include
Bifidobacteriaceae, Ruminococcaceae, Lachnospiraceae and Mollicutes (findings in
faecal samples based on 19 independent cohorts with 790 PPI users).
Anti‐parasitic Drugs
https://pubmed.ncbi....h.gov/31321385/
At taxa and species level, Moxidectin (anti‐parasitic drug) affected a number of
bacteria including a 30‐fold increase in Bifidobacterium cholerium, a bacterium with
a strong ability to degrade carbohydrates that resist digestion in the small intestine.
There was a minimum of 2‐fold increase in: five probiotic species of Lactobacillus,
butyrate‐forming Rosburia Facies and Butyrivibro proteovlasticus. In contrast, MOX
depleted 11 species, including 2 species of Ruminoccus, which are positively
associated with severity of irritable bowel syndrome, and 4 species of Provettela,
which are closely associated with depressive‐like behavior.
Antidepressants
https://pubmed.ncbi....h.gov/31588192/
We found that stress led to low bacterial diversity, simpler bacterial network, and
increased abundance of pathogens, such as Escherichia/Shigella, and conditional
pathogens, such as Enterococcus, Vagococcus, and Aerococcus. However, these
changes were attenuated by fluoxetine directly and indirectly.
https://pubmed.ncbi....h.gov/31477894/
Fluoxetine reduces the membership of T. sanguinis in the gut microbiota.
https://pubmed.ncbi....h.gov/30234616/
Clostridium butyricum (60 mg/d) in combination with (existing treatment
with)antidepressants (flvoxamine, paroxetine, escitalopram, duroxetine, and
sertraline) provided significant improvement in depression. All patients completed
the trial, and 70% responded to treatment; the remission rate was 35.0%. No serious
adverse events occurred.
Probiotics
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https://pubmed.ncbi....h.gov/31563280/
In total, 19 double‐blind, randomized, placebo‐controlled trials with a total of 1901
participants were included in the qualitative synthesis. Participants treated with
probiotics showed significantly greater improvement in depressive symptoms than
those receiving placebo.
5‐HT
https://pubmed.ncbi....h.gov/31415146/
This suggests that alterations in the microbiome during development, but not later in
life, could influence 5‐HT2C receptor editing patterns. Overall, these results
demonstrate that the microbiota affects 5‐HT2C receptor editing in the brain and
may inform novel therapeutic strategies in conditions in which 5‐HT2C receptor
editing is altered, such as depression.
Other articles reviewed for pertinent information.
https://www.ncbi.nlm...les/PMC7276434/
Kelly J.R. Lost in translation? The potential psychobiotic Lactobacillus rhamnosus (JB‐
1) fails to modulate stress or cognitive performance in healthy male subjects. Brain
Behav. Immun. 2017;61:50–59.
Naseribafrouei A. Correlation between the human fecal microbiota and depression.
Neuro Gastroenterol. Motil. 2014;26(8):1155–1162.
Jiang H. Altered fecal microbiota composition in patients with major depressive
disorder. Brain Behav. Immun. 2015;48:186–194.
Yu M. Variations in gut microbiota and fecal metabolic phenotype associated with
depression by 16S rRNA gene sequencing and LC/MS‐based metabolomics. J.
Pharmaceut. Biomed. Anal. 2017;138:231–239.
Tian P. Bifidobacterium with the role of 5‐hydroxytryptophan synthesis regulation
alleviates the symptom of depression and related microbiota dysbiosis. J. Nutr.
Biochem. 2019;66:43–51.
Desbonnet L. Effects of the probiotic Bifidobacterium infantis in the maternal
separation model of depression. Neuroscience. 2010;170(4):1179–1188.
Sudo N. Postnatal microbial colonization programs the hypothalamic‐pituitary‐
adrenal system for stress response in mice. J. Physiol. 2004;558(Pt 1):263–275.
Ait‐Belgnaoui A. Probiotic gut effect prevents the chronic psychological stress‐
induced brain activity abnormality in mice. Neuro Gastroenterol. Motil.
2014;26(4):510–520.
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Desbonnet L. Effects of the probiotic Bifidobacterium infantis in the maternal
separation model of depression. Neuroscience. 2010;170(4):1179–1188.
Barrett E. gamma‐Aminobutyric acid production by culturable bacteria from the
human intestine. J. Appl. Microbiol. 2012;113(2):411–417.
Mika A. Early life diets with prebiotics and bioactive milk fractions attenuate the
impact of stress on learned helplessness behaviours and alter gene expression within
neural circuits important for stress resistance. Eur. J. Neurosci. 2017;45(3):342–357.
https://www.ncbi.nlm...les/PMC7213601/
Human
https://pubmed.ncbi....h.gov/32335265/
https://pubmed.ncbi....h.gov/32300799/
Human
https://pubmed.ncbi....h.gov/32258258/
https://pubmed.ncbi....h.gov/32241688/
https://pubmed.ncbi....h.gov/32229219/
Human
https://pubmed.ncbi....h.gov/32194087/
https://pubmed.ncbi....h.gov/32119675/
https://pubmed.ncbi....h.gov/32028208/
https://pubmed.ncbi....h.gov/31992802/
https://pubmed.ncbi....h.gov/31973090/
https://pubmed.ncbi....h.gov/31825083/
https://pubmed.ncbi....h.gov/31802379/
https://pubmed.ncbi....h.gov/31789724/
https://pubmed.ncbi.....gov/31760425/
https://pubmed.ncbi....h.gov/31736803/
https://pubmed.ncbi....h.gov/31687714/
https://pubmed.ncbi....h.gov/31686865/
https://pubmed.ncbi....h.gov/31677091/
https://www.ncbi.nlm...les/PMC6780009/
https://pubmed.ncbi....h.gov/31546058/
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https://pubmed.ncbi....h.gov/31539679/
https://pubmed.ncbi....h.gov/31539420/
https://pubmed.ncbi....h.gov/31530002/
https://pubmed.ncbi....h.gov/31519869/
https://pubmed.ncbi....h.gov/31476330/
https://www.ncbi.nlm...les/PMC6717641/
https://pubmed.ncbi....h.gov/31464319/
https://pubmed.ncbi....h.gov/31356715/

Benton D, Williams C, Brown A. Impact of consuming a milk drink containing a
probiotic on mood and cognition. Eur. J. Clin. Nutr. 2007; 61(3): 355–361.
Shinkai S, Toba M, Saito T, Sato I, Tsubouchi M, Taira K et al. Immunoprotective
effects of oral intake of heat‐killed Lactobacillus pentosus strain b240 in elderly
adults: A randomised, double‐blind, placebo‐controlled trial. Br. J. Nutr. 2013;
109(10): 1856–1865.
Akkasheh G, Kashani‐Poor Z, Tajabadi‐Ebrahimi M, Jafari P, Akbari H, Taghizadeh M
et al. Clinical and metabolic response to probiotic administration in patients with
major depressive disorder: A randomized, double‐blind, placebo‐controlled trial.
Nutrition 2016; 32(3): 315–320.
https://pubmed.ncbi....h.gov/31379269/
https://pubmed.ncbi....h.gov/31323174/
https://pubmed.ncbi....h.gov/29985786/
https://pubmed.ncbi....h.gov/27763700/
https://pubmed.ncbi....h.gov/28931777/
https://pubmed.ncbi....h.gov/25449699/
https://pubmed.ncbi....h.gov/30445417/

• Estrogen
Menopause and postmenopause are both highly associated with breathing
difficulties especially during sleep.
Low estrogen levels is associated with dehydration; most notedly vaginal, skin, dry
eyes. Dehydration of the lungs is not specifically mentioned in the medical articles
but certainly is a possibility.
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Estrogen effects the release of vasopressin which in turns controls electrolytes which
control fluid levels in the body. Low estrogen, low vasopressin, low electrolytes and
dehydration.
Research has shown that lowering of estrogen levels causes slower breathing and a
reduction in total air volume moved by the lungs.
Antidepressants like ssri and snri can cause failure of the hormone production. This
may is also common in the pssd stage of antidepressant withdrawal.
I would highly recommend that you get your estrogen fractions checked.

Precription Meds
Cautions and Warnings
Stress starts a series of actions that include the release of adrenaline and other
neural stimulants. This causes an increase in respiration, pulse, and blood pressure
as well as general metabolism. Any medicine which will help alleviate anxiety will
have the effect of lowering the pulse, blood pressure and respiration. This decrease
helps explain the frequent weight gains when taking anxiety medicine. The taking of
more than one anxiety medicine at a time or too much of an anxiety medicine can
pose a risk of low blood pressure and pulse. Not only is it essential that these
medications be discussed with your physician but they should still be approached
with care. When prescribed an anxiety medicine you should consider starting with a
partial dose and gradually working your dose upward as you feel comfortable with
any side effects. Nearly all medicines can have side effects. The risk of a serious side
effect may be very low BUT you never know, you could be the one. By starting with a
low dose it will give you a chance to determine what side effects or allergic reaction
will occur before a larger dose is attempted.

• Cimetidine – (Tagamet)
Increases the absorption of a great many medicines. Please check your meds to see if
they can be taken with Tagamet.
Liver and kidney damage is frequent with use of most of these medicines and
patients should insist upon a liver function blood test (LFT) and to have their kidney
functions checked at least annually. The liver is a detoxification organ for our body
and processes most of the medicines we take.
https://www.cymbaltawithdrawal.com/topic/9414‐treatment‐resistant‐
depressionanxiety/?hl=helps
Contains list of prescription and OTC antidepressants and there effects and cautions.
Also contains lists of anxiety medications and research on treatment resistant
anxiety and depression.
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https://www.cymbaltawithdrawal.com/topic/9224‐im‐not‐as‐good‐as‐i‐thought‐i‐
was/?hl=recommend#entry68953
Alternate Treatments for Anxiety

• Clonidine
Clonidine (Catapres, Kapvay, Nexiclon, Clophelin) is a classic blood pressure medicine
BUT it is very effective on anxiety. It is an alpha adrenergic antagonist which means it
stimulates the alpha adrenaline synapses located in the frontal lobes of the brain.
When these synapses are stimulated by the clonidine the brain thinks that it is due
to adrenaline and it tells the adrenal gland to produce less adrenaline. It is a little
slow to kick in, about an hour and a half. It has a 12 hour half life. Most drs prescribe
0.1 mg twice a day. One to be taken about an hour before bedtime and the other in
the morning. Because it decreases adrenaline it has a strong calming effect which
helps a person get to sleep and stay a sleep. It is not unusual for people to have a
little drowsiness from clonidine until they get use to it (1 or 2 weeks). It does NOT
work faster sublingual (under the tongue) like benzos. These have no withdrawal but
your blood pressure may spike for a couple weeks if you cold turkey. Due to the
lowering of blood pressure and sleepiness it is common for the patient to start with
½ tablet at bedtime. Once the patient adjusts to the medicine they begin a ½ tablet
in the morning. As sleepiness and blood pressure stabilize they are slowly worked up
to the 2 tablets (0.1 mg each) a day. They also make a slow release patch for
clonidine which avoids the peaks up and down in blood pressure and sleepiness
associated with taking clonidine every 12 hours.
Begins working 60 to 90 minutes
Peak levels – 3 to 5 hrs
Half Life – 12 ‐ 16 hrs
There are too many research articles on clonidine's anxiolytic properties to list here.
FH ‐ I started clonidine but it was a relief to me NOT to be able to feel my heart
pound through my chest. As long as your bp is OK you shouldn't have a problem.
That is why the slow start up. This gives your heart a chance to adapt to the new
med. I did the same slow start up and my bp stayed within normal range. Just keep
monitoring your bp and you should be OK.
FN ‐ clonidine worked wonders for me
DThiessen ‐ Okay so only been like 48 hrs on Clonidine ‐ so far LOVING it.
1) Great reduction on anxiety
2) Reduction in heart rate (FINALLY ‐ mine has been 130 BPM since the withdrawal
started)
3) Almost slightly euphoric
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4) Decrease in head pain starting (again very soon to tell)
5) Decrease in muscle tremor starting
6) Dry mouth (at this point, this side effect is laughable compared to the hell of all the
other symptoms)
https://www.cymbaltawithdrawal.com/topic/9368‐reducing‐from‐120mg‐3‐beads‐a‐
day‐not‐well‐help‐please‐withdrawal‐symptoms/?hl=helps#entry71818
Cymbalta, clonidine and hydroxyzine and alcoholism information
https://www.ncbi.nlm.nih.gov/pubmed/2872826
The intensity, severity, and duration of the abstinence syndrome were not altered by
clonidine at a dose sufficient to markedly reduce blood pressure and plasma free 3‐
methoxy‐4‐hydroxyphenylglycol.
https://www.ncbi.nlm.nih.gov/pubmed/8577798
Finally, low doses of clonidine (0.03 mg/kg, i.p.) were shown to have anxiolytic
properties and to reverse the anxiogenic effects of lorazepam on withdrawal.

• Prokinetics
Prokinetics activates of a wide range of serotonin receptors which results in
enhanced gastrointestinal motility.
Animal research has found that supplementation with the probiotics Lactobacillus
rhamnosus and Bifidobacterium lactis enhances the speed and strength of phase III
of the migrating motor complex in the small intestine resulting in reduced small
intestinal bacterial overgrowth and bacterial translocation.
Research in rats has found that supplementation with Lactobacillus acidophilus and
Bifidobacterium bifidum increases small intestinal motility with a measurable
decrease in the duration of migrating motor complex cycles. A further study found
that in rats supplemented with a diet of Lactobacillus rhamnosus and
Bifidobacterium lactis, the number and velocity of phase iii of the migrating motor
complex increased. These effects make the small intestine more effective at
propelling food, bacteria and luminal secretions into the colon.[10] Bifidobacterium
bifidum in combination with Lactobacillus acidophilus accelerated small intestine
transit in rats.
Research into the prokinetic effects of probiotics on the gastrointestinal tract has
also been conducted in humans. Lactobacillus reuteri in infants and Lactobacillus
casei and Bifidobacterium breve in children have been found to be effective in the
treatment of constipation. Lactobacillus plantarum, in adults has been found to
increase defecation frequency.
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• Hydroxyzine, (Vistaril, Atarax)
Hydroxyzine is an H(1)R antagonist, is very effective against anxiety in most people
but some get no help from it at all. It is not addictive nor does it have withdrawal but
it also can lower blood pressure some but that usually goes away with time. This
medicine should be started slowly to give your body a chance to adjust to the blood
pressure effect. Normal dose is 25 mg four times a day but can go as high as
400mg/day.
Begins working in 30 minutes or less
Peak levels ‐ 2 hrs
Half Life – 15 to 20 hrs
https://www.ncbi.nlm...pubmed/21154375
https://www.ncbi.nlm...pubmed/12444816
https://www.ncbi.nlm.../pubmed/7875114
Anxiolytic, Sleepiness begins to subside after 1st week and no withdrawal.
https://www.ncbi.nlm.../pubmed/9809861
https://www.ncbi.nlm.../pubmed/2430410
Do not take with cimetidine as it increases hydroxyzine levels in the blood.
https://www.ncbi.nlm...les/PMC1512309/
Effective, sleepiness slowly decreases.
http://www.cymbaltaw...elps#entry71818
Cymbalta, clonidine and hydroxyzine and alcoholism information
https://dailymed.nlm...4b‐8e1fae02af2e
(Manufacturer)
For symptomatic relief of anxiety and tension associated with psychoneurosis and as
an adjunct in organic disease states in which anxiety is manifested: in adults, 50–100
mg q.i.d.; children under 6 years, 50 mg daily in divided doses and over 6 years, 50–
100 mg daily in divided doses.
https://www.drugs.com/dosage/hydroxyzine.html#Usual_Adult_Dose_for_Anxiety
Usual Adult Dose for Anxiety
‐Oral: 50 to 100 mg 4 times a day
‐IM: 50 to 100 mg immediately, then every 4 to 6 hours as needed
http://www.pdr.net/drug‐summary/Hydroxyzine‐Pamoate‐hydroxyzine‐pamoate‐
744
(Physicians Desk Reference)
Oral dosage
Adults‐ 50 to 100 mg PO 4 times daily as needed, adjusted to patient response.
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https://www.mayoclinic.org/drugs‐supplements/hydroxyzine‐oral‐route/proper‐
use/drg‐20311434
(Mayo Clinic)
For oral dosage forms (capsules or suspension):
To help control anxiety and tension:
Adults ‐ 50 to 100 milligrams (mg) 4 times a day.

• Atenolol
Atenolol is a beta 1 adrenergic receptor antagonist, also known as a beta blocker. It
does not pass through the blood brain barrier which limits its side effects compared
to other beta blockers. It has been linked to a higher risk of type 2 diabetes. It may
cause drowsiness and lower blood pressure. Typical dosage around 25 mg four
times/day. Dosage should be slowly increased.
Begins working in 30 minutes to an hour
Peak levels: 2 ‐ 4 hrs
Half Life: 6 ‐ 8 hrs
https://www.ncbi.nlm.../pubmed/3549876
Effective but blood pressure drops.
https://www.ncbi.nlm.../pubmed/4054193
Side Effects
https://www.ncbi.nlm.../pubmed/1777372
https://www.ncbi.nlm.../pubmed/4047384
Not effective
https://www.ncbi.nlm.../pubmed/2196620
30% found it effective.
SF ‐ So now I am on one. It is called Atilonol (Atenolol?) and calms down your heart
rate too.

• Buspirone (Buspar)
Buspirone (Buspar) is a seratonin 5‐HT1A receptor partial agonist and a dopamine
antagonist at the receptors. It functions as a weak anti‐anxiety medication similar to
diazepam in strength (a weak benzo). No withdrawal or tolerance issues. Dosage
should be kept low if taking a ssri and/or snri or St. John's Wort as it may cause
seratonin syndrome. DO NOT take with grapefruit or grapefruit juice. May lower
blood pressure. Typical dosage is 10 to 20 mg three times per day.
Buspar in conjunction with sesamol exhibited decreased anxiety in test animals. (See
sesamol below)
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Begins working 3 to 7 days after begin dosing
Peak levels ‐ 1 hrs
Half Life – 2 ‐ 4 hrs
https://www.ncbi.nlm...les/PMC3608295/
With Sesamol
https://www.ncbi.nlm...pubmed/22998742
Buspar (15mg) and Melatonin (3 mg) yielded the best anti‐depressant effect of any
combination concentration tested. (See Melatonin below)
https://www.ncbi.nlm...pubmed/25156283
Buspar and melatonin in combination is anxiolytic.

• Benzodiazipines and Z‐Drugs
Usage data
https://www.ncbi.nlm.nih.gov/pubmed/25517224
In 2008, approximately 5.2% of US adults aged 18 to 80 years used benzodiazepines.
The percentage who used benzodiazepines increased with age from 2.6% (18‐35
years) to 5.4% (36‐50 years) to 7.4% (51‐64 years) to 8.7% (65‐80 years).
Benzodiazepine use was nearly twice as prevalent in women as men. The proportion
of benzodiazepine use that was long term (> 120 days) increased with age from
14.7% (18‐35 years) to 31.4% (65‐80 years), while the proportion that received a
benzodiazepine prescription from a psychiatrist decreased with age from 15.0% (18‐
35 years) to 5.7% (65‐80 years). In all age groups, roughly one‐quarter of individuals
receiving benzodiazepine involved long‐acting benzodiazepine use.
https://www.ncbi.nlm.nih.gov/pubmed/25613443
Estimates of the number of benzodiazepine‐dependent persons in Germany range
from 128 000 to 1.6 million.
Use benzodiazepines for only 4 weeks or less to minimize risk of addiction.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4318457/
Dependency problems with benzodiazepines have been a familiar phenomenon for
about 40 years for this reason, pharmaceutical companies and the German Federal
Institute for Drugs and Medical Devices (BfArM) have restricted the standard period
of use to 2–4 weeks since the 1980s. According to the current law on prescriptions of
medical drugs, hypnotics and tranquillizers can be prescribed for period can be
extended if sound reasons exist.
https://smw.ch/en/article/doi/smw.2011.13277/
Within weeks of chronic use, tolerance to the pharmacological effects can develop
and withdrawal becomes apparent once the drug is no longer available, which are
both conditions indicative of benzodiazepine dependence.
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Withdrawal symptoms are observed following discontinuation or abrupt reduction of
BDZs dosage, even after a relatively short treatment period (three to four weeks).
Such physiological symptoms are the main signs of physical dependence. The most
frequent are insomnia, gastric problems, tremors, agitation, fearfulness and muscle
spasms. Less frequently observed are irritability, sweating, depersonalisation,
hypersensitivity to stimuli, depression, suicidal behaviour, psychosis, seizures and
delirium tremens. Over‐rapid withdrawal from BDZs also increases the severity of
the symptoms. Slow and gradual reduction of dosage customised to the individual
accompanied by psychological support are the most effective way of managing
withdrawal. Complete withdrawal can require four weeks to several years.
National Health Committee. Guidelines for assessing and treating anxiety disorders.
Wellington (New Zealand): National Health Committee; 1998.
Recommend restricting their use to no more than 3–4 weeks
https://www.ncbi.nlm.nih.gov/pubmed/17535048
Recommend restricting their use to no more than 3–4 weeks
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4657308/
Review of research listing proper use of benzos.
In general, compounds with higher potency and a shorter half‐life are associated
with a greater likelihood of developing withdrawal syndromes and dependence.
A significant risk of dependence is recognized in some patients receiving treatment
for longer than one month, and health professionals should be aware of this when
considering the relative treatment benefits and risks.
https://www.ncbi.nlm.nih.gov/pubmed/16639148
Benzodiazepine dependence could be prevented by adherence to recommendations
for short‐term prescribing (2‐4 weeks only when possible).
Clinical Guideline 22 (amended). Anxiety: management of anxiety (panic disorder,
with or without agoraphobia, and generalised anxiety disorder) in adults in primary,
secondary and community care" (PDF). National Institute for Health and Clinical
Excellence. 2007. pp. 23–25. Retrieved 2009‐08‐08.
According to National Institute for Health and Clinical Excellence (NICE),
benzodiazepines can be used in the immediate management of GAD, if necessary.
However, they should not usually be given for longer than 2–4 weeks. The only
medications NICE recommends for the longer term management of GAD are
antidepressants.
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McIntosh A, Cohen A, Turnbull N, et al. (2004). "Clinical guidelines and evidence
review for panic disorder and generalised anxiety disorder" (PDF). National
Collaborating Centre for Primary Care. Retrieved 2009‐06‐16.
Barbui C, Cipriani A (2009). "Proposal for the inclusion in the WHO Model List of
Essential Medicines of a selective serotonin‐reuptake inhibitor for Generalised
Anxiety Disorder" (PDF). WHO Collaborating Centre for Research and Training in
Mental Health. Retrieved 2009‐06‐23.
Based on the findings of placebo‐controlled studies, they do not recommend use of
benzodiazepines beyond two to four weeks, as tolerance and physical dependence
develop rapidly, with withdrawal symptoms including rebound anxiety occurring
after six weeks or more of use.
https://www.ncbi.nlm.nih.gov/pubmed/25613443
Benzodiazepines are generally highly effective when first given, but they should
generally be given only for strict indications and for a limited time. If these drugs still
need to be given beyond the short term, timely referral to a specialist is indicated,
and possibly also contact with the addiction aid system.
https://www.rcpsych.ac.uk/mental‐health/treatments‐and‐
wellbeing/benzodiazepines
Royal College of Psychiatrists
How long should I take a benzodiazepine for?
Up to 4 weeks ‐ no longer. This should really be just to give other (often
psychological) treatments a chance to work.
Limited effectiveness/Long‐term use and Addiction
https://www.ncbi.nlm.nih.gov/pubmed/16933543
The Canadian Psychiatric Association (CPA) recommends benzodiazepines
alprazolam, bromazepam, lorazepam, and diazepam only as a second‐line choice, if
the treatment with two different antidepressants was unsuccessful. Although they
are second‐line agents, benzodiazepines can be used for a limited time to relieve
severe anxiety and agitation. CPA guidelines note that after 4–6 weeks the effect of
benzodiazepines may decrease to the level of placebo, and that benzodiazepines are
less effective than antidepressants in alleviating ruminative worry, the core
symptom of GAD. However, in some cases, a prolonged treatment with
benzodiazepines as the add‐on to an antidepressant may be justified.
https://www.ncbi.nlm.nih.gov/pubmed/16639148
Tolerance to anti‐anxiety effects develops more slowly with little evidence of
continued effectiveness beyond four to six months of continued use.
Curran, H. V.; Collins, R.; Fletcher, S.; Kee, S. C. Y.; Woods, B.; Iliffe, S. (2003‐10‐01).
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"Older adults and withdrawal from benzodiazepine hypnotics in general practice:
effects on cognitive function, sleep, mood and quality of life". Psychological
Medicine 33 (7): 1223–1237. doi:10.1017/s0033291703008213. ISSN 0033‐2917.
PMID 14580077.
"Holbrook AM. %282004%29. Treating insomnia. ‐ PubMed
www.ncbi.nlm.nih.gov. PMID 25282004. Retrieved 2015‐12‐10.

‐

NCBI".

Poyares, Dalva; Guilleminault, Christian; Ohayon, Maurice M.; Tufik, Sergio (2004‐06‐
01). "Chronic benzodiazepine usage and withdrawal in insomnia patients". Journal of
Psychiatric Research 38 (3): 327–334. doi:10.1016/j.jpsychires.2003.10.003. ISSN
0022‐3956. PMID 15003439.
Friedman MJ (1998). "Pharmacotherapy for posttraumatic stress disorder: a status
report". Clinical Neurosciences Supplement 52: S115–S121.
Heather N, Bowie A, Ashton H, McAvoy B, Spencer I, Brodie J, Giddings D (2004).
"Randomised controlled trial of two brief interventions against long‐term
benzodiazepine use: outcome of intervention". Addiction Research and Theory 12
(2): 141–154. doi:10.1080/1606635310001634528.
Bandelow, Borwin; Zohar, Joseph; Hollander, Eric; Kasper, Siegfried; Möller, Hans‐
Jürgen; Zohar, Joseph; Hollander, Eric; Kasper, Siegfried (2008‐01‐01). "World
Federation of Societies of Biological Psychiatry (WFSBP) guidelines for the
pharmacological treatment of anxiety, obsessive‐compulsive and post‐traumatic
stress disorders.
https://www.ncbi.nlm.nih.gov/pubmed/18949648
The World Journal of Biological Psychiatry 9 (4): 248–312.
doi:10.1080/15622970802465807. ISSN 1562‐2975. PMID 18949648.
Ashton, Heather (2005‐05‐01). "The diagnosis and management of benzodiazepine
dependence". Current Opinion in Psychiatry 18 (3): 249–255.
doi:10.1097/01.yco.0000165594.60434.84. ISSN 0951‐7367. PMID 16639148.
Morin, Charles M.; Bélanger, Lynda; Bastien, Célyne; Vallières, Annie (2005‐01‐01).
"Long‐term outcome after discontinuation of benzodiazepines for insomnia: a
survival analysis of relapse". Behaviour Research and Therapy 43 (1): 1–14.
doi:10.1016/j.brat.2003.12.002. ISSN 0005‐7967. PMID 15531349.
Michelini S, Cassano GB, Frare F, et al. (2016). "Long‐term use of benzodiazepines:
tolerance, dependence and clinical problems in anxiety and mood disorders.".
Pharmacopsychiatry 29: 127–134
https://www.ncbi.nlm.nih.gov/pubmed/24434093
Several studies (listed above) have confirmed that long‐term benzodiazepines are
not significantly different from placebo for sleep or anxiety. This may explain why
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patients commonly increase doses over time and many eventually take more than
one type of benzodiazepine after the first loses effectiveness.
https://www.ncbi.nlm.nih.gov/pubmed/15078112
Discontinuation of benzodiazepines or abrupt reduction of the dose, even after a
relatively short course of treatment (three to four weeks), may result in two groups
of symptoms—rebound and withdrawal. Rebound symptoms are the return of the
symptoms for which the patient was treated but worse than before. Withdrawal
symptoms are the new symptoms that occur when the benzodiazepine is stopped.
They are the main sign of physical dependence.
https://www.ncbi.nlm.nih.gov/pubmed/26164054
While benzodizapines may have short‐term benefits for anxiety, sleep and agitation
in some patients, long‐term (i.e., greater than 2–4 weeks) use can result in a
worsening of the very symptoms the medications are meant to treat.
https://www.ncbi.nlm.nih.gov/pubmed/26545257
The relative proportion of long‐term BZD users in adult BZD users ranged from 6% to
76% (mean 24%) The estimates were higher in studies only on the elderly (47%).
Long‐term use involved typically steady treatment with low BZD doses. However, in
elderly patients long‐term BZD use and exceeding recommended doses was
relatively common. Several characteristics associated with long‐term use were
found.
https://www.ncbi.nlm.nih.gov/pubmed/2222129
Patients who were able to remain free of benzodiazepines for at least 5 weeks
obtained lower levels of anxiety than before benzodiazepine discontinuation.
Effects of long‐term use
Alzheimer's Disease
https://www.ncbi.nlm.nih.gov/pubmed/26011780
During the 4‐year follow‐up, we found that 45% of individuals with Alzheimer's
Disease (AD) and 38% of individuals without AD used BZDRs. The prevalence of long‐
term (≥ 180 days) BZDR use was more common among individuals with AD (30%)
than individuals without AD (26%). The high prevalence of long‐term BZDR use
among individuals with AD is especially a cause for concern because long‐term use
may further impair cognition and may be associated with serious adverse events.
https://www.ncbi.nlm.nih.gov/pubmed/25208536
No association for Alzheimer's disease was found for a cumulative dose <91
prescribed daily doses. The strength of association increased with exposure density
1.32 for 91‐180 prescribed daily doses and 1.84 for >180 prescribed daily doses).
Benzodiazepine use is associated with an increased risk of Alzheimer's disease. The
stronger association observed for long term exposures reinforces the suspicion of a
possible direct association, even if benzodiazepine use might also be an early marker
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of a condition associated with an increased risk of dementia. Unwarranted long term
use of these drugs should be considered as a public health concern.
https://www.ncbi.nlm.nih.gov/pubmed/25491057
Taking benzodiazepine is associated with an increased risk of Alzheimer disease
Cancer Risk
https://www.ncbi.nlm.nih.gov/pubmed/25674736
Clonazepam was associated with a higher risk for cancers. Moreover, specific cancer
risk among BZDs use was observed significantly increased 98% for brain, 25% for
colorectal, and 10% for lung, as compared with non‐BZDs use. Diazepam,
chlordiazepoxide, medazepam, nitrazepam, and oxazepam are safe among BZDs use
for cancer risk.
https://www.ncbi.nlm.nih.gov/pubmed/24314718
In this population‐based study, we found a significant increase in the risk of benign
brain tumor development in a cohort of long‐term (>2 months) BZD users.
https://www.ncbi.nlm.nih.gov/pubmed/23043261
BZD use was not associated with an overall increase in cancer risk.
Dementia
https://www.ncbi.nlm.nih.gov/pubmed/25691075
Out of the ten studies retrieved, nine reported an increased risk of dementia in
benzodiazepine users. The risk increased with cumulative dose and treatment
duration and when long‐acting molecules were used. Even if the causal nature of this
association remains unproved, the reviewed material provides arguments for
evoking a causal link. Further research would be necessary to elucidate the
mechanism of this effect, if any, to evaluate the risk of exposure in younger
population and the influence of risk factors such as depression. In any case, the body
of evidence seems sufficient for avoiding prescriptions or renewals that are not fully
justified and indiscriminate long‐term use.
https://www.ncbi.nlm.nih.gov/pubmed/26016483
The risk of dementia increased by 22% for every additional 20 defined daily dose per
year. Long‐term benzodiazepine users have an increased risk of dementia compared
with never users.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4737849/
The risk of dementia is slightly higher in people with minimal exposure to
benzodiazepines but not with the highest level of exposure. These results do not
support a causal association between benzodiazepine use and dementia.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3460255/
In this prospective population based study, new use of benzodiazepines was
associated with increased risk of dementia. The result was robust in pooled analyses
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across cohorts of new users of benzodiazepines throughout the study and in a
complementary case‐control study.
Memory/Cognative Function
https://www.ncbi.nlm.nih.gov/pubmed/21494764
In the course of the 10 year‐follow‐up, 3.9% of subjects were defined as occasional
users of benzodiazepine and 7.5% as long‐term users. The analysis revealed a
significant alteration of long‐term memory in women whereas there was no
significant association in men.
https://www.ncbi.nlm.nih.gov/pubmed/22705064
Chronic use of benzodiazepine was significantly associated with a lower latent
cognitive level, but no association was found between chronic use and an
acceleration of cognitive decline, neither on the latent cognitive process, nor on
specific neuropsychological tests. Our results suggest that chronic benzodiazepine
use is associated with poorer cognitive performance but not with accelerated
cognitive decline with age.
https://www.ncbi.nlm.nih.gov/pubmed/7639085
This study confirmed earlier observations of neuropsychological deficits in long‐term
benzodiazepine‐using patients and demonstrated that these changes (decrease in
general intelligence and of nonverbal memory) are at least partly reversible (within a
year) by discontinuing drug intake.
Sleep
https://www.ncbi.nlm.nih.gov/pubmed/23692988
Our findings do not support long‐term effectiveness of BZDs; long‐term users slept
more poorly than nonusers and were even more outspoken in users of long‐acting
BZDs.
Tasman A; Kay J; Lieberman JA, eds. (2008). Psychiatry (3rd ed.). Chichester, England:
John Wiley & Sons. pp. 1186–1200, 2603–2615. ISBN 978‐0470065716.
Disrupting REM sleep by inhibiting deep stage sleep.
https://www.ncbi.nlm.nih.gov/pubmed/20963787
Long‐term benzodiazepine users were more likely to report poor sleep quality.
https://www.ncbi.nlm.nih.gov/pubmed/26547856
Melatonin ineffective in helping sleep during benzo withdrawal.
https://www.ncbi.nlm.nih.gov/pubmed/22704915
Benzodiazepines may be efficient in reducing symptoms in the short term, but
evidence from this long temporal follow‐up study indicates limited positive
influences in the long term.
https://www.ncbi.nlm.nih.gov/pubmed/25145751
Sleep quality in chronic BZD/Z users significantly decreased over 1 year and was
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significantly worse than in nonusers at the end of this period. This study suggests
that using BZD/Zs chronically does not maintain or improve sleep quality.
https://www.ncbi.nlm.nih.gov/pubmed/15003439
Benzos decrease REM sleep.
Elderly
https://www.ncbi.nlm.nih.gov/pubmed/15001721
Jackson SG, Jansen P, Mangoni A (22 May 2009). Prescribing for Elderly Patients
The long‐term effects of benzodiazepines and benzodiazepine dependence in the
elderly can resemble dementia, depression, or anxiety syndromes, and progressively
worsens over time. Adverse effects on cognition can be mistaken for the effects of
old age. The benefits of withdrawal include improved cognition, alertness, mobility,
reduced risk incontinence, and a reduced risk of falls and fractures. The success of
gradual‐tapering benzodiazepines is as great in the elderly as in younger people.
Benzodiazepines should be prescribed to the elderly only with caution and only for a
short period at low doses.
https://www.ncbi.nlm.nih.gov/pubmed/16639148
McIntosh A, Semple D, Smyth R, Burns J, Darjee R (2005). "Depressants". Oxford
Handbook of Psychiatry (1st ed.). Oxford University Press. p. 540. ISBN 0‐19‐852783‐
7.
American Geriatrics Society 2012 Beers Criteria Update Expert Panel (2012).
"American Geriatrics Society updated Beers Criteria for potentially inappropriate
medication use in older adults" (PDF)
The elderly are at an increased risk of suffering from both short‐ and long‐term
adverse effects, and as a result, all benzodiazepines are listed in the Beers List of
inappropriate medications for older adults.
https://www.ncbi.nlm.nih.gov/pubmed/26545257
The relative proportion of long‐term BZD users in adult BZD users ranged from 6% to
76% (mean 24%) The estimates were higher in studies only on the elderly (47%).
Long‐term use involved typically steady treatment with low BZD doses. However, in
elderly patients long‐term BZD use and exceeding recommended doses was
relatively common. Several characteristics associated with long‐term use were
found.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1934057/
Patients achieved withdrawal or reduced their dose by at least 50% after 6 and 12
months.
Seizures
https://www.ncbi.nlm.nih.gov/pubmed/21815323
Since the first report of benzodiazepine withdrawal seizure in 1961, many case
reports have followed. Withdrawal seizures have occurred with short, medium, and
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long halflife benzodiazepine, if discontinued abruptly. Withdrawal seizures usually
occur in patients who have been taking these medications for long periods of time
and at high doses. Seizures have also been reported with less than 15 days of use
and at therapeutic dosage. Almost all the withdrawal seizures reported were grand
mal seizures. The severity of seizures range from a single episode to coma and death.
Benzodiazepine dose tapering can be done faster in a hospital setting in high‐dose
abusers, but must be done more slowly in the outpatient setting in therapeutic
dosage users.
Many many other articles also address this issue.
"Z drugs are indicated only for the short term management of severe insomnia that
interferes with normal daily life, and should be prescribed for short periods of time
only (up to two to four weeks for Zopiclone, Zolpidem and up to two weeks for
Zaleplon)." (longer use greatly increases the risk of dependence. Oxazepam is like
other benzos and is not to be used for greater than 4 weeks. (this information is
from the manufacturers drug inserts and the FDA website "dailymed".
"Data from a clinical study in which selective serotonin reuptake inhibitor‐ (SSRI‐)
treated patients were given zolpidem revealed that four of the seven
discontinuations during double‐blind treatment with zolpidem (n=95) were
associated with impaired concentration, continuing or aggravated depression, and
manic reaction."
"Zolpidem tartrate is classified as a Schedule IV controlled substance by federal
regulation."
https://www.ncbi.nlm.nih.gov/pubmed/14519173
Zolpidem and zopiclone can cause dependence.
https://www.ncbi.nlm.nih.gov/pubmed/24531568
We found that subchronic zolpidem and diazepam administration produced
...increased anxiety‐like behaviors 1 day after drug termination.
https://www.ncbi.nlm.nih.gov/pubmed/26776243
This study demonstrated a significant association between using zolpidem and
suicide or suicide attempt in people with or without comorbid psychiatric illnesses.
https://www.ncbi.nlm.nih.gov/pubmed/22444504
In 83.5% of cases, psychoactive substances other than zolpidem were detected, most
commonly antidepressants (46.2%), benzodiazepines (35.2%), opioids (26.4%), and
alcohol (39.6%). In summary, zolpidem was a factor contributing to death in a large
proportion of cases, predominately involving drug toxicity and suicide.
https://www.ncbi.nlm.nih.gov/pubmed/24931450
Results revealed medium effect sizes for zopiclone and zolpidem on measures of
verbal memory. An additional medium effect size was observed for zolpidem on
attention. Finally, smaller effect sizes were observed for zolpidem speed of
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processing and for zopiclone on working memory. It is clear from these data that the
use of a single dose of the z‐drugs in healthy adults as measured in the morning
following the exposure does produce a specific rather than a generalized negative
effect on cognitive function. However, there were only enough studies to evaluate
the individual cognitive effects of the zolpidem and zopiclone medications; the
specific effects of zaleplon and eszopiclone cannot be ascertained because only one
study met the inclusion and exclusion criteria for the review.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3906775/
This case showed that zolpidem can exert abuse capability, euphoric mood,
tolerance, and withdrawal syndrome.
Benzodiazepine and Z‐Drug Safety Guideline
This guidance document is an excellent over view of these two drug groups. It
explains how the Z‐Drugs act just like benzos, a little less effective on anxiety and a
little more effective on sleep. They are just as addictive, severe withdrawal and
because their action is the same as benzos they should not be taken with benzos as
it increases the rate of addictiveness and severity of withdrawal.
https://www.ncbi.nlm.nih.gov/pubmed/18505619
There were no significant differences in patients' perceptions of efficacy or side‐
effects reported by those on Z drugs compared to patients taking benzodiazepines.
Side‐effects were commonly reported, which may have contributed to a high
proportion of responders, particularly patients on Z drugs who were wishing to stop,
or who had previously tried to stop taking this medication. Reported prescribing
practices were often at variance with the license for short‐term use.
About half of those with sleep problems seek medical help, which often involves a
prescription of hypnotic drugs including benzodiazepines like temazepam, or Z drugs
such as zopiclone, zolpidem, or zaleplon. Most hypnotic prescribing takes place in
primary care, and drug treatments may be inappropriately prescribed for 4 weeks or
longer in up to 50% of new prescriptions.
No significant differences between Z drugs and benzodiazepines were found in
respect of perceived benefits or adverse effects, including withdrawal or
dependence.
The Summary of Product Characteristics (SPC) specifies that treatment (with
Zaleplon) should be as short as possible with a maximum duration of 2 weeks. The
SPC states that the duration of treatment (with Zolpidem) should usually vary from a
few days to 2 weeks with a maximum of 4 weeks, including tapering off where
appropriate. The SPC also states that the duration of treatment (with Zopiclone)
should be 2–5 days for transient insomnia and 2–3 weeks for short‐term insomnia.
In practice short‐term prescribing should be limited to a maximum of two weeks as
signs of psychological and physical dependence can develop if prescribed for longer
periods.
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*Z‐ drugs which include zaleplon, zolpidem and zopiclone are non benzodiazepine
hypnotics, they carry the same risks and dependence problems as benzodiazepines.
Z drugs are indicated only for the short term management of severe insomnia that
interferes with normal daily life, and should be prescribed for short periods of time
only (up to two to four weeks for Zopiclone, Zolpidem and up to two weeks for
Zaleplon).
There is no justification for prescribing more than one benzodiazepine or Z‐drug
concurrently, except during the period of conversion.

• Xanax/Alprazolam
Generic name is alprazolam (Pfizer)
Warnings (Pfizer)
"Even after relatively shortterm use at the doses recommended for the treatment of
transient anxiety and anxiety disorder (ie, 0.75 to 4.0 mg per day), there is some risk
of dependence. Spontaneous reporting system data suggest that the risk of
dependence and its severity appear to be greater in patients treated with doses
greater than 4 mg/day and for long periods (more than 12 weeks)."
"Seizures attributable to XANAX were seen after drug discontinuance or dose
reduction in 8 of 1980 patients with panic disorder or in patients participating in
clinical trials where doses of XANAX greater than 4 mg/day for over 3 months were
permitted. The duration of use in the above 8 cases ranged from 4 to 22 weeks.
There have been occasional voluntary reports of patients developing seizures while
apparently tapering gradually from XANAX. The risk of seizure seems to be greatest
24–72 hours after discontinuation."
Adverse Reactions
"It is suggested that the daily dosage of XANAX be decreased by no more than 0.5
mg every three days. Some patients may benefit from an even slower dosage
reduction. In a controlled postmarketing discontinuation study of panic disorder
patients which compared this recommended taper schedule with a slower taper
schedule, no difference was observed between the groups in the proportion of
patients who tapered to zero dose; however, the slower schedule was associated
with a reduction in symptoms associated with a withdrawal syndrome."
Drug Abuse and Dependence
"When necessary, immediate management of withdrawal symptoms requires re‐
institution of treatment at doses of XANAX sufficient to suppress symptoms."
Also from Pfizer;
"Demonstrations of the effectiveness of XANAX by systematic clinical study are
limited to 4 months duration for anxiety disorder and 4 to 10 weeks duration for
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panic disorder; however, patients with panic disorder have been treated on an open
basis for up to 8 months without apparent loss of benefit. The physician should
periodically reassess the usefulness of the drug for the individual patient."
"Withdrawal reactions may occur when dosage reduction occurs for any reason. This
includes purposeful tapering, but also inadvertent reduction of dose (eg, the patient
forgets, the patient is admitted to a hospital). Therefore, the dosage of XANAX
should be reduced or discontinued gradually."
"There have been reports of failure of other benzodiazepines to fully suppress these
withdrawal symptoms. These failures have been attributed to incomplete cross‐
tolerance but may also reflect the use of an inadequate dosing regimen of the
substituted benzodiazepine or the effects of concomitant medications."
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=3450f9b0‐2f7f‐73ff‐
e054‐00144ff88e88

• Valium/Diazepam
Generic name is diazepam (Genentech)
Drug Abuse and Dependence
"Diazepam is subject to Schedule IV control under the Controlled Substances Act of
1970. Abuse and dependence of benzodiazepines have been reported. Addiction‐
prone individuals (such as drug addicts or alcoholics) should be under careful
surveillance when receiving diazepam or other psychotropic agents because of the
predisposition of such patients to habituation and dependence. Once physical
dependence to benzodiazepines has developed, termination of treatment will be
accompanied by withdrawal symptoms. The risk is more pronounced in patients on
long‐term therapy."
"Since the risk of withdrawal phenomena and rebound phenomena is greater after
abrupt discontinuation of treatment, it is recommended that the dosage be
decreased gradually."
No additional information on the Genentech website.
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=554baee5‐b171‐4452‐
a50a‐41a0946f956c

• Klonopin/Clonazepam
Generic name is clonazepam (Genentech)
Drug Abuse and Dependence
"After extended therapy, abrupt discontinuation should generally be avoided and a
gradual dosage tapering schedule followed."
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"Following the short‐term treatment of patients with panic disorder, patients were
gradually withdrawn during a 7‐week downward‐titration (discontinuance) period."
Dosage and Administration
"There is no body of evidence available to answer the question of how long the
patient treated with clonazepam should remain on it. Therefore, the physician who
elects to use Klonopin for extended periods should periodically reevaluate the long‐
term usefulness of the drug for the individual patient."
"Treatment should be discontinued gradually, with a decrease of 0.125 mg bid every
3 days, until the drug is completely withdrawn."
No additional information on the Genentech website.

• Ativan/Lorazepam
Generic name is Lorazepam (Valeant Pharmaceuticals)
Indication and usage
"Ativan (lorazepam) is indicated for the management of anxiety disorders or for the
short‐term relief of the symptoms of anxiety or anxiety associated with depressive
symptoms.The effectiveness of Ativan (lorazepam) in long‐term use, that is, more
than 4 months, has not been assessed by systematic clinical studies."
Warnings
"The dependence potential is reduced when lorazepam is used at the appropriate
dose for short‐term treatment."
"In general, benzodiazepines should be prescribed for short periods only (e.g., 2 to 4
weeks). Extension of the treatment period should not take place without
reevaluation of the need for continued therapy. Continuous long‐term use of
product is not recommended. Withdrawal symptoms (e.g., rebound insomnia) can
appear following cessation of recommended doses after as little as one week of
therapy. Abrupt discontinuation of product should be avoided and a gradual dosage‐
tapering schedule followed after extended therapy."
No additional information on the Valeant Pharmaceuticals website.

• Oxazepam
Peak plasma time: 3 hr
Dosage
Mild/moderate anxiety ‐ 10 to 15 mg, 3 to 4 times daily
Severe anxiety ‐ 15 to 30 mg, 3 to 4 times daily

298

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

The half‐lifee of oxazepam is 4–15 hours. Oxazepam has been shown to suppress
cortisol levels.
Age of people who have Fatigue when taking Oxazepam:
0‐1
0.00%

2‐9
0.00%

10‐19
0.00%

20‐29
9.80%

30‐39
12.16%

40‐49
19.26%

50‐59
14.53%

60+
44.26%

On Mar, 18, 2014: 6,810 people who reported to have side effects when taking
Oxazepam are studied.
Most common Oxazepam side effects:
If people were to have side effects while taking Oxazepam, what are they:
(1) Pyrexia (fever): 613 reports. It's more common among females aged 60+ years
old
(2) Asthenia (weakness): 543 reports. It's more common among females aged 60+
years old
(3) Dyspnoea (difficult or laboured respiration): 502 reports. It's more common
among females aged 60+ years old
(4) Hyponatraemia (abnormally low level of sodium in the blood; associated with
dehydration): 458 reports. It's more common among females aged 60+ years old
(5) Fall: 331 reports. It's more common among females aged 60+ years old, and can
be severe
(6) Fatigue (feeling of tiredness): 313 reports. It's more common among females
aged 60+ years old
(7) Nausea (feeling of having an urge to vomit): 279 reports. It's more common
among females aged 60+ years old, and is moderate
(8) Confusion: 240 reports. It's more common among females aged 60+ years old
(9) Malaise (a feeling of general discomfort or uneasiness): 232 reports. It's more
common among females aged 60+ years old.
If people were to have side effects after taking Oxazepam for a long term (> 1 year),
what are they:
(1) Restlessness (not able to rest): 13 reports. It's more common among males aged
30‐39 years old
(2) Jaundice (a yellowish pigmentation of the skin, the conjunctival membranes): 8
reports. It's more common among females aged 60+ years old
(3) Gait Disturbance: 5 reports. It's more common among females aged 60+ years old
(4) Hepatic failure (liver failure): 5 reports. It's more common among females aged
60+ years old
(5) Cognitive Disorder (mental health disorders affects learning, memory,
perception, and problem solving): 5 reports. It's more common among females aged
60+ years old
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(6) Cytolytic Hepatitis (dissolution or destruction of a liver cell): 5 reports. It's more
common among females aged 60+ years old
(7) Confusional State: 5 reports. It's more common among males aged 60+ years old
(8) Urinary Retention (the inability to completely or partially empty the bladder): 4
reports. It's more common among males aged 60+ years old, and is moderate.
(9) Weight Increased: 4 reports. It's more common among males aged 50‐59 years
old
(10) Depression: 4 reports. It's more common among males aged 30‐39 years old

• Effects of Discontinuation/Withdrawal
Guina, Jeffrey; Rossetter, Sarah R.; DeRHODES, Bethany J.; Nahhas, Ramzi W.;
Welton, Randon S. (2015‐07‐01). "Benzodiazepines for PTSD: A Systematic Review
and Meta‐Analysis". Journal of Psychiatric Practice 21 (4): 281–303.
doi:10.1097/PRA.0000000000000091. ISSN 1538‐1145. PMID 26164054.
Michelini S, Cassano GB, Frare F, et al. (2016). "Long‐term use of benzodiazepines:
tolerance, dependence and clinical problems in anxiety and mood disorders.".
Pharmacopsychiatry 29: 127–134
Gelpin, E.; Bonne, O.; Peri, T.; Brandes, D.; Shalev, A. Y. (1996‐09‐01). "Treatment of
recent trauma survivors with benzodiazepines: a prospective study". The Journal of
Clinical Psychiatry 57 (9): 390–394. ISSN 0160‐6689. PMID 9746445.
Rosen, Craig S.; Greenbaum, Mark A.; Schnurr, Paula P.; Holmes, Tyson H.; Brennan,
Penny L.; Friedman, Matthew J. (2013‐12‐01). "Do benzodiazepines reduce the
effectiveness of exposure therapy for posttraumatic stress disorder?". The Journal of
Clinical Psychiatry 74 (12): 1241–1248. doi:10.4088/JCP.13m08592. ISSN 1555‐2101.
PMID 24434093.
Wilhelm, F. H.; Roth, W. T. (1997‐09‐01). "Acute and delayed effects of alprazolam
on flight phobics during exposure". Behaviour Research and Therapy 35 (9): 831–
841. doi:10.1016/s0005‐7967(97)00033‐8. ISSN 0005‐7967. PMID 9299803.
Matar, Michael A.; Zohar, Joseph; Kaplan, Zeev; Cohen, Hagit (2009‐04‐01).
"Alprazolam treatment immediately after stress exposure interferes with the normal
HPA‐stress response and increases vulnerability to subsequent stress in an animal
model of PTSD". European Neuropsychopharmacology 19 (4): 283–295.
doi:10.1016/j.euroneuro.2008.12.004. ISSN 1873‐7862. PMID 19167197.
Curran, H. V.; Collins, R.; Fletcher, S.; Kee, S. C. Y.; Woods, B.; Iliffe, S. (2003‐10‐01).
"Older adults and withdrawal from benzodiazepine hypnotics in general practice:
effects on cognitive function, sleep, mood and quality of life". Psychological
Medicine 33 (7): 1223–1237. doi:10.1017/s0033291703008213. ISSN 0033‐2917.
PMID 14580077.
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Pary R, Lewis S (2008). "Prescribing benzodiazepines in clinical practice". Resident
and Staff Physician 54 (1): 8–17.
Withdrawal symptoms or rebound symptoms in between doses mimicking or
exacerbating underlying anxiety or sleep disorders, inhibiting the benefits of
psychotherapy by inhibiting memory consolidation and reducing fear extinction, and
reducing coping with trauma/stress and increasing vulnerability to future stress.
Anxiety, insomnia and irritability may be temporarily exacerbated during withdrawal,
but psychiatric symptoms after discontinuation are usually less than even while
taking benzodiazepines. Fortunately, for those with benzodiazepine‐induced
problems, functioning significantly improves within 1 year of discontinuation.
https://www.ncbi.nlm.nih.gov/pubmed/16639148
https://www.ncbi.nlm.nih.gov/pubmed/19062773
Royal Pharmaceutical Society of Great Britain (2009). British National Formulary (BNF
57). BMJ Group and RPS Publishing. ISBN 978‐0‐85369‐845‐6.
Opinion as to the time needed to complete withdrawal ranges from four weeks to
several years. A goal of less than six months has been suggested, but due to factors
such as dosage and type of benzodiazepine, reasons for prescription, lifestyle,
personality, environmental stresses, and amount of available support, a year or
more may be needed to withdraw.
https://www.ncbi.nlm.nih.gov/pubmed/20853509
Based on collective findings in this benzodiazepine withdrawal‐anxiety model, we
propose a functional model illustrating the changes in glutamate receptor
populations at excitatory synapses during benzodiazepine withdrawal.
(Physically alters GABA receptor shape and function during withdrawal.)
https://www.ncbi.nlm.nih.gov/pubmed/1675688

• Protracted withdrawal syndromes from benzodiazepines
Benzodiazepines can give rise not only to slowly reversible functional changes in the
central nervous system, but may also occasionally cause structural neuronal damage.
https://www.ncbi.nlm.nih.gov/pubmed/25466558
This occurred independently of neuronal activity and intracellular calcium and
involved GABA(A)R–gephyrin interactions, suggesting that the changes in GABA(A)R
diffusion depend on conformational changes of the receptor.
https://www.ncbi.nlm.nih.gov/pubmed/20935233
Similar to above.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3494928/
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Chronic BZ treatment results in allosteric uncoupling of the GABA and BZ binding
sites, suggesting changes in receptor subunit composition and/or receptor function
(reviewed in ref. 7). Chronic dosing of animals with BZ leads to a reduction in
GABAAR synaptic inhibition (8\l "–10) and produces diverse changes in GABAAR
transcripts across the brain (7). Direct comparison and interpretation of these and
other studies assessing mRNA levels has been challenging due to differences in
treatment paradigm (time and dose), brain regions assessed, and the BZ ligand used.
Radioligand binding studies have reported mixed results, ranging from decreases to
no change in CNS BZ binding sites, likely due to methodological limitations in
assessing subtype‐specific GABAAR changes.
(Multiple references to changes in the receptors)
https://www.ncbi.nlm.nih.gov/pubmed/15219633
Impaired hypothalamic‐pituitary‐adrenocortical (HPA) system is related to severity of
benzodiazepine withdrawal in patients.
https://www.ncbi.nlm.nih.gov/pubmed/20140603
BDNF plasma levels decrease during benzodiazepine withdrawal in patients suffering
from comorbidity of depressive disorder and benzodiazepine dependence.
https://www.ncbi.nlm.nih.gov/pubmed/17132385
Patients achieved withdrawal or reduced their dose by at least 50% after 6 and 12
months. Abstinence and withdrawal symptoms were also measured.
https://www.ncbi.nlm.nih.gov/pubmed/7439058
Among the benzodiazepines, lorazepam seems to have a particularly high addiction
potential.
https://www.ncbi.nlm.nih.gov/pubmed/2880872
https://www.ncbi.nlm.nih.gov/pubmed/3676860
Specificity and intensity of BDZ withdrawal symptoms were the same for those
dependent upon high doses of BDZs and those dependent upon low doses, but a
protracted withdrawal was only observed in low‐dose BDZ‐dependent patients.
https://www.ncbi.nlm.nih.gov/pubmed/9063050
Protracted benzodiazepine withdrawal syndrome mimicking psychotic depression.
Withdrawal Notes
29% had to go over the ORIGINAL DOSE to stabilize or could not reach a dose high
enough to stabilize.
Updosing during withdrawal
Ashton, H. (1984). Benzodiazepine withdrawal: An unfinished story. British Medical
Journal, 288, 1135‐1140.
Ashton, H. (1987). Benzodiazepine withdrawal: Outcome in 50 patients. British
Journal of Addiction, 82, 665‐671.
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These symptoms have often been temporarily alleviated by a moderate increase in
dosage or the addition of another benzodiazepine, but eventually re‐emerge during
further chronic use and only disappear after the benzodiazepine is stopped.
https://www.smchealth.org/sites/main/files/file‐
attachments/benzodiazepinetaper08‐12‐13.pdf
If symptoms to bad stabilize dose or go up in dose for 1‐2 weeks.
Small "extra doses" reported on any day they feel a special need for extra help. This
helps them to feel in control.
http://www.btpinfo.org.uk/withdrawing‐from‐benzodiazepines
Never abruptly stop any benzodiazepine or Z drug. The shock caused by such an
abrupt withdrawal is so severe that even after resumption of your drug at the
previous dose, it may take weeks or months to "stabilise", and in some cases, you
may never stabilise from a cold turkey withdrawal until after you have completed
your reduction.
Suicide
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2047018/
Two recent studies have examined the role of benzodiazepines on actual or
attempted suicide. A study examining elderly suicides in Sweden found that between
1992 and 1996, benzodiazepine hypnotics dominated drug‐poisoning suicides (216
of 548, 39%) in those aged over 65 years.4 During the same time frame, a
population‐based cohort study in Canada found a significant association between
suicide attempts and benzodiazepine usage (odds ratio = 6.2). While disinhibition
and paradoxical reactions inducing suicidal impulses were considered, the authors
believed that confounding by the original indication was a more likely explanation.5
Neither study reported withdrawal symptoms as a factor, although both advised
examining for depression and restrictive prescribing for groups at risk of suicide.
Withdrawal Treatment
https://riordanclinic.org/2014/03/supplements‐accelerate‐benzodiazepine‐
withdrawal‐a‐case‐report‐and‐biochemical‐rationale/
Benzodiazepine withdrawal treatment. GABA, Vitamin C and niacin.

• Flumazenil
https://www.ncbi.nlm.nih.gov/pubmed/14578014
FLU (iv injection) immediately reversed BZD effects on balance task and significantly
reduced withdrawal symptoms in comparison with oxazepam and placebo on both
self‐reported and observer‐rated withdrawal scales. The partial agonist also reduced
craving scores during the detoxification procedure. In addition, during oxazepam
tapering, group B patients experienced paradoxical symptoms that were not
apparent in FLU patients. Patients treated with FLU showed a significantly lower
relapse rates on days 15, 23 and 30 after the detoxification week. Our data provide
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further evidence of FLUs ability to counteract BZD effects, control BZD withdrawal
and normalize BZD receptor function.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4014019/
Preliminary data suggest that continuous intravenous or subcutaneous flumazenil
infusion for 4 days significantly reduces acute benzodiazepine withdrawal sequelae.
https://www.ncbi.nlm.nih.gov/pubmed/26096314
The most common AEs (adverse events) in the flumazenil group were agitation and
gastrointestinal symptoms, whereas the most common SAEs (significant adverse
events)were supraventricular arrhythmia and convulsions.
https://www.ncbi.nlm.nih.gov/pubmed/27166362
This paper reports the data related to 214 subjects addicted to high doses of
benzodiazepine and treated with the FLU‐SSI method between 2012 and 2014. This
technique is less invasive and requires less nursing intervention than intravenous
infusion. Our data support FLU‐SSI as a possible efficient strategy for the treatment
of patients with long‐term, high‐dose benzodiazepine addiction
https://www.ncbi.nlm.nih.gov/pubmed/22596209
This small proof‐of‐concept study indicates that subcutaneous flumazenil infusion
has excellent tolerability, efficacy and improvement on measures of psychological
distress.

• Cyamemazine (antihistamine)
https://www.ncbi.nlm.nih.gov/pubmed/22421069
Therefore, the anxiolytic efficacy of cyamemazine in benzodiazepine withdrawal can
be due to a 5‐HT(2AR) antagonistic activity at the cortical level.
Cyamemazine vs. bromazepam
https://www.ncbi.nlm.nih.gov/pubmed/16243418
28 patients (total 618) in the cyamemazine group and 18 in the bromazepam group
had an adverse event, including anxiety, insomnia, dry mouth and somnolence. No
extra‐pyramidal symptoms were reported. In conclusion, cyamemazine was
comparable to bromazepam in ensuring successful benzodiazepine withdrawal and
in controlling the acute benzodiazepine withdrawal syndrome. Cyamemazine may be
useful to facilitate benzodiazepine withdrawal in those patients where bromazepam
substitution is not appropriate.

• Pregabalin (Lyrica)
"Common side effects include: sleepiness, confusion, trouble with memory, poor
coordination, dry mouth, problem with vision, and weight gain.[6] Potentially serious
side effects include angioedema, drug misuse, and an increased suicide risk.[6] It is
moderately addictive both physically and psychologically.[1]"
Wiki
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https://www.ncbi.nlm.nih.gov/pubmed/24532157
Our findings suggest that successful treatment of long‐term BDZ use with PGB is
associated with a substantial, though only partial, recovery of BDZ‐compromised
neuropsychological functioning, at least at a 2‐month follow‐up.
https://www.ncbi.nlm.nih.gov/pubmed/21334859
The success rates did not differ according to either the benzodiazepine of abuse or
the presence of other substance use disorders. Significant and clinically relevant
improvements were observed in withdrawal and anxiety symptoms, as well as in
patients' functioning. At week 12, tolerability was rated as good or excellent by 90%
and 83% of the clinicians and patients, respectively. Our results suggest that
pregabalin is an efficacious and well‐tolerated adjunctive treatment for
benzodiazepine withdrawal.
https://www.ncbi.nlm.nih.gov/pubmed/22568872
Available evidence suggests that monotherapy with pregabalin, within the dosage
range of 150 ‐ 600 mg/d, is a promising "novel" option for the safe and efficacious
relapse prevention of both AD and BD. However, its efficacy as monotherapy in the
acute treatment of AD withdrawal syndrome is still controversial.
https://www.ncbi.nlm.nih.gov/pubmed/22545971
Between 15% and 29% of the patients were able to stop using benzodiazepines after
starting pregabalin or gabapentin treatment. Psychiatric patients who started
pregabalin were able to reduce the amount of benzodiazepines used by 48%,
compared to only 14% among starters of gabapentin. This study shows that some
patients reduced their use of benzodiazepines substantially after starting pregabalin.
https://www.yahoo.co...‐204415509.html
The Food and Drug Administration said Thursday it would add new warnings to
packaging for Neurontin, Lyrica and generic versions, which are used to treat
seizures, nerve pain, restless leg syndrome and other conditions.
The new labels will warn doctors against prescribing the drugs with other
medications that can slow breathing, including opioid painkillers. The breathing risks
also apply to elderly patients and those with existing lung problems.
The medications, known generically as gabapentin and pregabalin, are among the
most prescribed in the U.S. Both physician prescribing and misuse have increased as
doctors, hospitals and other health care providers have scaled back their use of
opioids amid a national epidemic.
Poison control centers have reported increased calls involving the nerve drugs,
which are often abused in combination with opioids, cocaine and marijuana.
Neurontin and related generics have long been considered nonaddictive and are not
tracked as closely by regulators.
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Risk to heroin users of polydrug use of pregabalin or gabapentin.
Abstract
AIM:
To examine the risk to heroin users of also using gabapentin or pregabalin
(gabapentoids).
DESIGN:
Multi‐disciplinary study: we (a) examined trends in drug‐related deaths and
gabapentoid prescription data in England and Wales to test for evidence that any
increase in deaths mentioning gabapentin or pregabalin is associated with trends in
gabapentoid prescribing and is concomitant with opioid use; ( interviewed people
with a history of heroin use about their polydrug use involving gabapentin and
pregabalin; and © studied the respiratory depressant effects of pregabalin in the
absence and presence of morphine in mice to determine whether concomitant
exposure increased the degree of respiratory depression observed.
PARTICIPANTS:
Interviews were conducted with 30 participants (19 males, 11 female).
MEASUREMENTS:
(a) Office of National Statistics drug‐related deaths from 1 January 2004 to 31
December 2015 that mention both an opioid and pregabalin or gabapentin; (
subjective views on the availability, use, interactions and effects of polydrug use
involving pregabalin and gabapentin; and © rate and depth of respiration.
RESULTS:
Pregabalin and gabapentin prescriptions increased approximately 24% per year from
1 million in 2004 to 10.5 million in 2015. The number of deaths involving
gabapentoids increased from fewer than one per year prior to 2009 to 137 in 2015;
79% of these deaths also involved opioids. The increase in deaths was correlated
highly with the increase in prescribing (correlation coefficient 0.94; 5% increase in
deaths per 100 000 increase in prescriptions). Heroin users described pregabalin as
easy to obtain. They suggested that the combination of heroin and pregabalin
reinforced the effects of heroin but were concerned it induced 'blackouts' and
increased the risk of overdose. In mice, a low dose of S‐pregabalin (20 mg/kg) that
did not itself depress respiration reversed tolerance to morphine depression of
respiration (resulting in 35% depression of respiration, P < 0.05), whereas a high
dose of S‐pregabalin (200 mg/kg) alone depressed respiration and this effect
summated with that of morphine.
CONCLUSIONS:
For heroin users, the combination of opioids with gabapentin or pregabalin
potentially increases the risk of acute overdose death through either reversal of
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tolerance or an additive effect of the drugs to depress respiration.
Actual FDA warning.
https://www.fda.gov/drugs/drug‐safety‐and‐availability/fda‐warns‐about‐serious‐
breathing‐problems‐seizure‐and‐nerve‐pain‐medicines‐gabapentin‐neurontin

• Gabapentin (Neurontin)
"Serious side effects may include an increased risk of suicide, aggressive behaviour,
and drug reaction with eosinophilia and systemic symptoms.[4] It is unclear if it is
safe during pregnancy or breastfeeding.[8] Lower doses should be used in people
with kidney problems. Gabapentin does not affect the activity of the inhibitory
neurotransmitter γ‐aminobutyric acid (GABA); how it works is unclear.[4}"
Wiki
Possible links to pancreatic and other cancers (below)
https://clinicaltrials.gov/ct2/show/NCT01138124
https://clinicaltrials.gov/ct2/show/NCT01236053
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3314779/
https://www.ncbi.nlm.nih.gov/pubmed/22545971
Between 15% and 29% of the patients were able to stop using benzodiazepines after
starting pregabalin or gabapentin treatment. Psychiatric patients who started
pregabalin were able to reduce the amount of benzodiazepines used by 48%,
compared to only 14% among starters of gabapentin. This study shows that some
patients reduced their use of benzodiazepines substantially after starting
pregabalin.
https://www.yahoo.co...‐204415509.html
The Food and Drug Administration said Thursday it would add new warnings to
packaging for Neurontin, Lyrica and generic versions, which are used to treat
seizures, nerve pain, restless leg syndrome and other conditions.
The new labels will warn doctors against prescribing the drugs with other
medications that can slow breathing, including opioid painkillers. The breathing risks
also apply to elderly patients and those with existing lung problems.
The medications, known generically as gabapentin and pregabalin, are among the
most prescribed in the U.S. Both physician prescribing and misuse have increased as
doctors, hospitals and other health care providers have scaled back their use of
opioids amid a national epidemic.
Poison control centers have reported increased calls involving the nerve drugs,
which are often abused in combination with opioids, cocaine and marjuana.
Neurontin and related generics have long been considered nonaddictive and are not
tracked as closely by regulators.
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Risk to heroin users of polydrug use of pregabalin or gabapentin.
Abstract
AIM:
To examine the risk to heroin users of also using gabapentin or pregabalin
(gabapentoids).
DESIGN:
Multi‐disciplinary study: we (a) examined trends in drug‐related deaths and
gabapentoid prescription data in England and Wales to test for evidence that any
increase in deaths mentioning gabapentin or pregabalin is associated with trends in
gabapentoid prescribing and is concomitant with opioid use; ( interviewed people
with a history of heroin use about their polydrug use involving gabapentin and
pregabalin; and © studied the respiratory depressant effects of pregabalin in the
absence and presence of morphine in mice to determine whether concomitant
exposure increased the degree of respiratory depression observed.
SETTING:
England and Wales.
PARTICIPANTS:
Interviews were conducted with 30 participants (19 males, 11 female).
MEASUREMENTS:
(a) Office of National Statistics drug‐related deaths from 1 January 2004 to 31
December 2015 that mention both an opioid and pregabalin or gabapentin; (
subjective views on the availability, use, interactions and effects of polydrug use
involving pregabalin and gabapentin; and © rate and depth of respiration.
RESULTS:
Pregabalin and gabapentin prescriptions increased approximately 24% per year from
1 million in 2004 to 10.5 million in 2015. The number of deaths involving
gabapentoids increased from fewer than one per year prior to 2009 to 137 in 2015;
79% of these deaths also involved opioids. The increase in deaths was correlated
highly with the increase in prescribing (correlation coefficient 0.94; 5% increase in
deaths per 100 000 increase in prescriptions). Heroin users described pregabalin as
easy to obtain. They suggested that the combination of heroin and pregabalin
reinforced the effects of heroin but were concerned it induced 'blackouts' and
increased the risk of overdose. In mice, a low dose of S‐pregabalin (20 mg/kg) that
did not itself depress respiration reversed tolerance to morphine depression of
respiration (resulting in 35% depression of respiration, P < 0.05), whereas a high
dose of S‐pregabalin (200 mg/kg) alone depressed respiration and this effect
summated with that of morphine.
CONCLUSIONS:

308

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

For heroin users, the combination of opioids with gabapentin or pregabalin
potentially increases the risk of acute overdose death through either reversal of
tolerance or an additive effect of the drugs to depress respiration.
FDA warning
https://www.fda.gov/drugs/drug‐safety‐and‐availability/fda‐warns‐about‐serious‐
breathing‐problems‐seizure‐and‐nerve‐pain‐medicines‐gabapentin‐neurontin
Incompatability with Propranalol
https://www.ncbi.nlm.nih.gov/pubmed/10768633
https://www.yahoo.co...‐204415509.html
The Food and Drug Administration said Thursday it would add new warnings to
packaging for Neurontin, Lyrica and generic versions, which are used to treat
seizures, nerve pain, restless leg syndrome and other conditions.
The new labels will warn doctors against prescribing the drugs with other
medications that can slow breathing, including opioid painkillers. The breathing risks
also apply to elderly patients and those with existing lung problems.
The medications, known generically as gabapentin and pregabalin, are among the
most prescribed in the U.S. Both physician prescribing and misuse have increased as
doctors, hospitals and other health care providers have scaled back their use of
opioids amid a national epidemic.
Poison control centers have reported increased calls involving the nerve drugs,
which are often abused in combination with opioids, cocaine and marijuana.
Neurontin and related generics have long been considered nonaddictive and are not
tracked as closely by regulators.

Risk to heroin users of polydrug use of pregabalin or gabapentin.
Abstract
AIM:
To examine the risk to heroin users of also using gabapentin or pregabalin
(gabapentoids).
DESIGN:
Multi‐disciplinary study: we (a) examined trends in drug‐related deaths and
gabapentoid prescription data in England and Wales to test for evidence that any
increase in deaths mentioning gabapentin or pregabalin is associated with trends in
gabapentoid prescribing and is concomitant with opioid use; ( interviewed people
with a history of heroin use about their polydrug use involving gabapentin and
pregabalin; and © studied the respiratory depressant effects of pregabalin in the
absence and presence of morphine in mice to determine whether concomitant
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exposure increased the degree of respiratory depression observed.
PARTICIPANTS:
Interviews were conducted with 30 participants (19 males, 11 female).
MEASUREMENTS:
(a) Office of National Statistics drug‐related deaths from 1 January 2004 to 31
December 2015 that mention both an opioid and pregabalin or gabapentin; (
subjective views on the availability, use, interactions and effects of polydrug use
involving pregabalin and gabapentin; and © rate and depth of respiration.
RESULTS:
Pregabalin and gabapentin prescriptions increased approximately 24% per year from
1 million in 2004 to 10.5 million in 2015. The number of deaths involving
gabapentoids increased from fewer than one per year prior to 2009 to 137 in 2015;
79% of these deaths also involved opioids. The increase in deaths was correlated
highly with the increase in prescribing (correlation coefficient 0.94; 5% increase in
deaths per 100 000 increase in prescriptions). Heroin users described pregabalin as
easy to obtain. They suggested that the combination of heroin and pregabalin
reinforced the effects of heroin but were concerned it induced 'blackouts' and
increased the risk of overdose. In mice, a low dose of S‐pregabalin (20 mg/kg) that
did not itself depress respiration reversed tolerance to morphine depression of
respiration (resulting in 35% depression of respiration, P < 0.05), whereas a high
dose of S‐pregabalin (200 mg/kg) alone depressed respiration and this effect
summated with that of morphine.
CONCLUSIONS:
For heroin users, the combination of opioids with gabapentin or pregabalin
potentially increases the risk of acute overdose death through either reversal of
tolerance or an additive effect of the drugs to depress respiration.
Actual FDA warning.
https://www.fda.gov/drugs/drug‐safety‐and‐availability/fda‐warns‐about‐serious‐
breathing‐problems‐seizure‐and‐nerve‐pain‐medicines‐gabapentin‐neurontin

• Afobazole (fabomotizole)
Clinical trials have shown fabomotizole to be well tolerated and reasonably effective
for the treatment of anxiety. Fabomotizole has found little clinical use outside Russia
and has not been evaluated by the FDA.
https://www.ncbi.nlm.nih.gov/pubmed/25076752
Afobazole (5.0 mg/kg, i.p.) effectively (i) ameliorated withdrawal1‐induced anxiety,
returning behavioral pattern in the elevated plus maze test up to levels comparable
to that in vehicle‐treated animals, and (ii) increased withdrawal‐reduced dopamine
level (+23.8%, p < 0.05) in striatum. It is suggested that afobazole, due to its
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multitarget receptor action, can be useful in the diazepam withdrawal‐induced
anxiety blockade through modulation of dopaminergic system activity.
nitric oxide synthase inhibitors
https://www.ncbi.nlm.nih.gov/pubmed/21857078
Administration of the non‐selective NO synthase inhibitors N(G)‐nitro‐L‐arginine (L‐
NOARG) and N(G)‐nitro‐L‐arginine methyl ester hydrochloride (L‐NAME) significantly
attenuated the withdrawal syndrome (i.e., pentetrazole‐induced seizures) in
diazepam‐dependent mice. L‐NOARG significantly suppressed hypermotility in
clonazepam‐dependent rats and inhibited the decrease in body weight observed
after 12 h of withdrawal in chlordiazepoxide‐ and clonazepam‐dependent rats.
Moreover, a clear propensity of L‐NOARG to protect benzodiazepine‐dependent rats
against audiogenic seizures was observed

• Phenobarbital
Side effects include a decreased level of consciousness along with a decreased effort
to breathe. There is concern about both abuse and withdrawal following long term
use. It may also increase the risk of suicide. It is pregnancy category B or D in the
United States and category D in Australia.
Wiki
Many research articles have been written on its withdrawal
https://www.ncbi.nlm.nih.gov/pubmed/1575069
https://www.ncbi.nlm.nih.gov/pubmed/2147093
https://www.ncbi.nlm.nih.gov/pubmed/22285834
We reviewed the medical records of 310 patients treated with a 3‐day fixed‐dose
phenobarbital taper for benzodiazepine dependence over a 5‐year period between
2004 and 2009. We recorded the incidence of seizures, falls, delirium, and
emergency department (ED) visits or readmission to our institution within 30 days as
markers for safety; we also recorded how many patients had doses held because of
sedation. The taper was well tolerated, although one quarter of the patients had at
least one dose held because of sedation. There were no seizures, falls, or injuries
reported. Six percent had a readmission, and 7% had an ED visit at our institution
within 30 days of discharge, but only 3 patients required readmission for withdrawal
symptoms. Overall, this protocol appears to be safe and effective.

• βCCT
βCCT, an antagonist selective for α1GABAA receptors.
https://www.ncbi.nlm.nih.gov/pubmed/23149168
Acute challenge with either flumazenil (10mg/kg) or βCCt (1.25, 5 and 20 mg/kg)
alleviated the diazepam withdrawal‐induced anxiety. Moreover, both antagonists
induced an anxiolytic‐like response close, though not identical, to that seen with
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acute administration of diazepam. These findings imply that the mechanism by
which antagonism at GABA(A) receptors may reverse the withdrawal‐induced
anxiety involves the α(1) subunit and prompt further studies aimed at linking the
changes in behavior with possible adaptive changes in subunit expression and
function of GABA(A) receptors.
https://www.ncbi.nlm.nih.gov/pubmed/24695241
In conclusion, the current study suggests that the role of α1‐containing GABAA
receptors in mediating the development of physical dependence may vary based on
the effect being studied and duration of protracted treatment. Moreover, the
present data supports previous findings that the lack of activity at α1‐containing
GABAA receptors is not sufficient to eliminate physical dependence liability of
ligands of the benzodiazepine type.
https://www.ncbi.nlm.nih.gov/pubmed/24695241
Variable effectiveness.

• GB‐115 dipeptide
https://www.ncbi.nlm.nih.gov/pubmed/22238979
It is established that, in 24‐48 h following BZ withdrawal, GB‐115 dipeptide
administered in doses of 0.1 and 0.5 mg/kg, i.p., produced an anxiolytic effect in all
animals, which was manifested by increasing the stay time and number of entries in
EPM. In the striatum of outbred rats, GB‐115 increased DOPAC (+25%) and DA
(+31.6%) levels that were decreased during diazepam withdrawal syndrome. The
obtained results showed the GB‐115 efficiency in attenuating the anxiety caused by
BZ withdrawal.

• Captodiamine
Captodiame, also known as captodiamine, is an antihistamine sold under the trade
names Covatine, Covatix, and Suvren which is used as a sedative and anxiolytic. It is a
derivative of diphenhydramine.
Wiki
https://www.ncbi.nlm.nih.gov/pubmed/15383182
Analysis of the primary study criterion revealed a statistically significant difference (p
< 0.0001) in the emergence of withdrawal symptoms between the two groups in
favour of captodiamine at two, six and eight weeks following initiation of therapy.
These results were supported by significant beneficial effects of captodiamine on the
majority of secondary outcome measures. The switch to captodiamine was
associated with an improvement in vigilance, which may be an advantage for the
overall safety of the anxiolytic treatment, for example with regard to road safety.
Discontinuation of captodiamine was not associated with the emergence of rebound
anxiety.
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• Dothiepin
A tricyclic antidepressant not available in the USA
https://www.ncbi.nlm.nih.gov/pubmed/8730942
Not significant efficacy.
Varied treatments evaluated
https://www.ncbi.nlm.nih.gov/pubmed/16856084
Results support the policy of gradual rather than abrupt withdrawal of
benzodiazepine. Progressive withdrawal (over 10 weeks) appeared preferable if
compared to abrupt since the number of drop‐outs was less important and the
procedure judged more favourable by the participants. Short half‐life
benzodiazepine, associated with higher drop‐out rates, did not have higher
withdrawal symptoms scores. Switching from short half‐life benzodiazepine to long
half‐life benzodiazepine before gradual taper withdrawal did not receive much
support from this review. The role of propanolol in benzodiazepine withdrawal was
unclear; adding tricyclic antidepressant (dothiepin) decreased the intensity of
withdrawal symptoms but did not increase the rate of benzodiazepine abstinence at
the end of the trial. Buspirone and Progesterone failed to suppress any
benzodiazepine symptoms. Carbamazepine might have promise as an adjunctive
medication for benzodiazepine withdrawal, particularly in patients receiving
benzodiazepines in daily dosages of 20 mg/d or more of diazepam (or equivalents).

• Buspirone
https://www.ncbi.nlm.nih.gov/pubmed/2880872
It was concluded that buspirone does not help benzodiazepine withdrawal and does
not suppress benzodiazepine withdrawal symptoms.
https://www.ncbi.nlm.nih.gov/pubmed/11097963
The success rate of the taper in this study was significantly higher for patients who
received imipramine (82.6%), and nonsignificantly higher for patients who received
buspirone (67.9%), than for patients who received placebo (37.5%). The imipramine
effect remained highly significant even after the analysis adjusted for three other
independent predictors of taper success: benzodiazepine dose, level of anxious
symptoms at baseline, and duration of benzodiazepine therapy.
https://www.ncbi.nlm.nih.gov/pubmed/2878622
This finding supports preclinical studies indicating that buspirone has no clinically
significant benzodiazepine receptor activity.
https://www.ncbi.nlm.nih.gov/pubmed/2211568
Buspirone and alprazolam may be used together safely, and buspirone may be
started early in the alprazolam tapering process. Thirty‐six patients received placebo
t.i.d. and 36 received buspirone 5 mg. t.i.d. Findings included significantly greater
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anxiety (as measured by the Hamilton Rating Scale for Anxiety) in the placebo group
and significantly reduced manifestations of abstinence (as measured by the
Abstinence Rating Scale) in the buspirone group
https://www.ncbi.nlm.nih.gov/pubmed/22298398
Buspirone‐treated patients tended to have lower anxiety levels than placebo‐treated
patients.
https://www.ncbi.nlm.nih.gov/pubmed/2885432
Failure of buspirone to protect against lorazepam withdrawal symptoms.

• Tianeptine and Carbamazepine
https://www.ncbi.nlm.nih.gov/pubmed/12647454
It appears from this study that both drugs (carbamazepine and tianeptine) are
comparable, safe and efficient in treating benzodiazepine withdrawal symptoms.

• Carbamazepine
Common side effects include nausea and drowsiness. Serious side effects may
include skin rashes, decreased bone marrow function, suicidal thoughts, or
confusion. It should not be used in those with a history of bone marrow problems.
Use during pregnancy may cause harm to the baby; however stopping it in pregnant
women with seizures is not recommended. Its use during breastfeeding is not
recommended. Care should be taken in those with either kidney or liver problems.
Wiki
https://www.ncbi.nlm.nih.gov/pubmed/9005346
Compared with a gradual tapering off of benzodiazepines, abrupt withdrawal plus
CBZ medication seems to be better tolerated
https://www.ncbi.nlm.nih.gov/pubmed/1297907
Thirty‐six outpatients aged > or = 60 yrs suffering from general anxiety disorders and
benzodiazepine abuse underwent gradual discontinuation of benzodiazepine
therapy in two groups, one treated with carbamazepine and one with placebo. The
carbamazepine‐treated group demonstrated a lower incidence of withdrawal
symptoms rated according to the Physician Withdrawal Check List
https://www.ncbi.nlm.nih.gov/pubmed/2929759
All patients tolerated rapid discontinuation well and none developed significant
withdrawal symptoms.
https://www.ncbi.nlm.nih.gov/pubmed/2021297
The results of this pilot investigation suggest that carbamazepine might have
promise as an adjunctive drug therapy for the benzodiazepine withdrawal syndrome,
particularly in patients receiving benzodiazepines in daily dosages of 20 mg/d or
greater of diazepam equivalents.
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https://www.ncbi.nlm.nih.gov/pubmed/1854420
These geriatric patients experienced no major withdrawal symptoms, but mild
symptoms were common. There was no correlation between dose or duration of
alprazolam use and extent of withdrawal symptoms. We recommend use of this
treatment regimen in a hospital setting only, where close monitoring can occur.
https://www.ncbi.nlm.nih.gov/pubmed/1686406
Fundamental withdrawal symptoms (like hypersensitivity to sensory stimuli,
abnormal perception of movement, depersonalisation or derealisation) were also
less severe in the group treated with CBZ compared with the group not receiving
that treatment. These findings support the results of previous reports indicating a
therapeutical effect of CBZ in BZD withdrawal.
Widely used by detox centers.

• Topiramate (Topomate)
People taking topiramate should be aware of the following risks:
Avoid activities requiring mental alertness and coordination until drug effects are
realized.
Topiramate may impair heat regulation, especially in children. Use caution with
activities leading to an increased core temperature, such as strenuous exercise,
exposure to extreme heat, or dehydration.
Topiramate may cause visual field defects.
Topiramate may decrease effectiveness of estrogen‐containing oral contraceptives.
Taking topiramate in the 1st trimester of pregnancy may increase risk of cleft
lip/cleft palate in infant.
As is the case for all antiepileptic drugs, it is advisable not to suddenly discontinue
topiramate as there is a theoretical risk of rebound seizures.
Wiki
There is an extensive list of side effects on Wiki and the FDA websites. Too numerous
to list here.
https://www.ncbi.nlm.nih.gov/pubmed/12858324
A case is presented of a rapid benzodiazepine‐withdrawal treated successfully with
topiramate.
https://www.ncbi.nlm.nih.gov/pubmed/17071548
In our case of a patient with recurrent major depressive disorder, subthreshold
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anxiety disorder and addiction to alprazolam, topiramate appears to be efficient and
safe in alprazolam withdrawal.

• Alpidem
Clinical trial to obtain US FDA approval were halted in 1992 and the drug never
received FDA approval. It was withdrawn from the French market by 1994 and is not
approved for marketing anywhere in the world.. In 1995, Alpidem was withdrawn
from the market in most of the world following reports of severe liver damage.
https://www.ncbi.nlm.nih.gov/pubmed/8097214
It was concluded that alpidem is not helpful in helping patients withdrawing from a
benzodiazepine withdrawal perhaps because of partial agonist properties
https://www.ncbi.nlm.nih.gov/pubmed/19698430
A severe WS was diagnosed in 11.1% of the patients in the alpidem group and in
31.6% of the placebo group. If not having been withdrawn from the market, alpidem
could have been useful for the prevention of BZ withdrawal syndrome.

• Valproate
https://www.ncbi.nlm.nih.gov/pubmed/22915484
Non‐fatal and fatal liver failure associated with valproic acid.
Many research articles on serious side effects, some fatal for this drug.
Placebo
https://www.ncbi.nlm.nih.gov/pubmed/11205424
Thus, females had the highest base‐line ratings and were the only group that showed
a significant reduction in symptom ratings after placebo injections on the first
occasion. Gender differences were also found for systolic and diastolic blood
pressure.

• Progesterone
Is an endogenous steroid and progestogen sex hormone involved in the menstrual
cycle, pregnancy, and embryogenesis of humans and other species.
This drug has its own severe withdrawal.
https://www.ncbi.nlm.nih.gov/pubmed/7604143
There was no progesterone versus placebo difference in the severity of taper
withdrawal.
https://www.ncbi.nlm.nih.gov/pubmed/9000261
The principal finding of the present work is that the intensity of diazepam
withdrawal syndrome was significantly reduced by acute administration of
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progesterone

• Ipsapirone
https://www.ncbi.nlm.nih.gov/pubmed/1676531
Ipsapirone causing true potentiation of BZ withdrawal
Not approved by the FDA yet.

• Propranolol (Beta‐Blocker)
https://www.ncbi.nlm.nih.gov/pubmed/1971767
Those in the propranolol group suffered more severe symptoms.
https://www.ncbi.nlm.nih.gov/pubmed/7910743
This paper describes pharmacological treatments that can reverse the anxiogenic
response detected in animal tests when rats are withdrawn from chronic treatment
with diazepam. Concurrent treatment with the calcium channel antagonist verapamil
prevented this withdrawal response and the benzodiazepine‐receptor antagonist
flumazenil reversed the anxiogenic response and restored the system to a drug‐naive
state. Other treatments that reversed the anxiogenic response were the GABAB
agonist baclofen, the 5‐HT1A receptor agonist buspirone, and the 5‐HT3 receptor
antagonist (R,S)‐zacopride (GABA = gamma‐aminobutyric acid; 5‐HT = 5‐
hydroxytryptamine). Both the enantiomers of zacopride contributed to this reversal.
These behavioural reversals are interpreted in the light of biochemical studies
showing increased 45Ca2+ flux and [3H]5‐HT release from the hippocampus, during
benzodiazepine withdrawal.
Frog ‐ I did want to tell you that the Propranolol beta blocker has been working
REALLY well for me. I had little to no anxiety at all yesterday. All day. I still don't feel
like totally myself and totally comfortable but I can see that more clearly now than
when I was filled with uncontrollable physical fear and dread all day long.
https://www.ncbi.nlm.../pubmed/7471827
https://www.ncbi.nlm...x00122-0033.pdf
https://www.ncbi.nlm...ov/pubmed/18638
https://www.ncbi.nlm.../pubmed/6128776
https://www.ncbi.nlm.../pubmed/6125185
https://www.ncbi.nlm...gov/pubmed/6179

Propranolol is a brachioconstrictor. It reduces air flow through the lungs, especially
during exercise.
Propranolol increases the release of norephinephrine during exercise.
Propranolol can cause a condition called "exercise induced asthma".
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• Hydroxyzine (Atarax) (antihistamine)
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3598901/
Benzo use was reduced by 25% every 2 to 4 weeks.
25 mg Hydroxyzine/day.
https://www.ncbi.nlm.nih.gov/pubmed/9417395
The patients had to be long term consumers (at least 3 months) of 2 mg daily of
lorazepam and were withdrawn using transiently an antihistaminic anxiolytic
(hydroxyzine or placebo TAD) according to 6 different procedures defining 6 parallel
groups: hydroxyzine 50 mg, abrupt or progressive withdrawal; hydroxyzine 25 mg,
abrupt or progressive withdrawal; placebo, abrupt or progressive withdrawal.
Following this 4 week‐period of withdrawal, the patients were without any
treatment for a post‐study follow up 2 month‐period.
After a one‐month period of withdrawal (under placebo or hydroxyzine) followed by
a 2 month‐period without any treatment, 75% patients were totally free of any drug
and their level of anxiety was significantly decreased.
Levels of anxiety were significantly improved in hydroxyzine 50 mg group and in
hydroxyzine 25 mg group but not in placebo group. Withdrawal symptoms between
D0 and D28 were improved only in hydroxyzine 50 mg group and the number of side
effects was significantly improved in both the hydroxyzine (25 et 50 mg) groups but
not in placebo group.
When a patient is engaged to be withdrawn from of a lorazepam long term
treatment, it can therefore be proposed as a support a transient prescription of
hydroxyzine 25 mg TAD to markedly anxious patients and of hydroxyzine 50 mg TAD
to patients presenting a withdrawal symptomatology.
https://www.ncbi.nlm.nih.gov/pubmed/18379511
The study aimed at investigating of efficacy of hydroxyzine (atarax) as a substitutive
drug used in case of benzodiazepine tranquilizers (BDT) withdrawal in patients who
received BDT for more than 3 months. Fifty‐nine patients with protracted chronic
anxiety‐phobic disorders were divided into 2 groups: in the first (main) one, BDT
were withdrawn at once with the following assignment of substitutive therapy with
atarax and in the second (control) group the withdrawal was continuous during 14
days with the simultaneous assignment of a substitutive placebo therapy. In the first
group (resumed the BDT therapy because of worsening of their state 23,3% patients
finished their participation in the study ahead of time as compared to 65,6% of those
in the control group. The Hamilton Anxiety Scale scores were more reduced in the
main group than in the control one. The results obtained suggest that atarax is worth
to be used as a substitutive drug for BDT.

• Z Drugs
Definition
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Z‐drugs are a group of nonbenzodiazepine drugs with effects similar to
benzodiazepines, which are used in the treatment of insomnia, and most of whose
names start with the letter "Z". Some Z‐drugs may have advantages over
benzodiazepines. (Wiki)

• Eszopiclone (Lunesta) (Zopiclone)
To be compiled

• Zaleplon (Sonata)
To be compiled

• Zolpidem (Ambien)
To be compiled

• Benzodiazepines and Z Drugs
https://wa.kaiserpermanente.org/static/pdf/public/guidelines/benzo‐zdrug.pdf
Benzodiazepine and Z‐Drug Safety Guideline
This guidance document is an excellent over view of these two drug groups. It
explains how the Z‐Drugs act just like benzos, a little less effective on anxiety and a
little more effective on sleep. They are just as addictive, severe withdrawal and
because their action is the same as benzos they should not be taken with benzos as
it increases the rate of addictiveness and severity of withdrawal.
https://www.ncbi.nlm.nih.gov/pubmed/25474727
The risk to develop BZD/z‐drugs dependence is significantly associated with
psychiatric history and with the quantity of BZD/z‐drugs that is taken.
https://www.ncbi.nlm.nih.gov/pubmed/24774720
Dependence on benzodiazepines (BZDs) or Z‐drugs (zolpidem, zopicline and
zaleplon) is a common clinical phenomenon.
https://www.ncbi.nlm.nih.gov/pubmed/18505619
There were no significant differences in patients' perceptions of efficacy or side‐
effects reported by those on Z drugs compared to patients taking benzodiazepines.
Side‐effects were commonly reported, which may have contributed to a high
proportion of responders, particularly patients on Z drugs who were wishing to stop,
or who had previously tried to stop taking this medication. Reported prescribing
practices were often at variance with the licence for short‐term use.
About half of those with sleep problems seek medical help, which often involves a
prescription of hypnotic drugs including benzodiazepines like temazepam, or Z drugs
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such as zopiclone, zolpidem, or zaleplon. Most hypnotic prescribing takes place in
primary care, and drug treatments may be inappropriately prescribed for 4 weeks or
longer in up to 50% of new prescriptions.
No significant differences between Z drugs and benzodiazepines were found in
respect of perceived benefits or adverse effects, including withdrawal or
dependence.
https://www.nice.org.uk/guidance/ta77?unlid=2894533522015122913515
Guidance document from NICE (National Institute for Health and Care Excellence,
UK)on the use of Benzos and Z‐drugs.
"There is no firm evidence of differences in the effects of zaleplon, zolpidem,
zopiclone and the shorter‐acting benzodiazepines."
"If treatment with one of these hypnotic medicines does not work, the doctor should
not prescribe one of the others."
A drug used to induce sleep is described as a 'hypnotic'.
The Summary of Product Characteristics (SPC) specifies that treatment (with
Zaleplon) should be as short as possible with a maximum duration of 2 weeks. The
SPC states that the duration of treatment (with Zolpidem) should usually vary from a
few days to 2 weeks with a maximum of 4 weeks, including tapering off where
appropriate. The SPC also states that the duration of treatment (with Zopiclone)
should be 2–5 days for transient insomnia and 2–3 weeks for short‐term insomnia.
http://www.nhsgrampi...zo_649_1014.pdf
In practice short‐term prescribing should be limited to a maximum of two weeks as
signs of psychological and physical dependence can develop if prescribed for longer
periods.
*Z‐ drugs which include zaleplon, zolpidem and zopiclone are non benzodiazepine
hypnotics, they carry the same risks and dependence problems as benzodiazepines.
Z drugs are indicated only for the short term management of severe insomnia that
interferes with normal daily life, and should be prescribed for short periods of time
only (up to two to four weeks for Zopiclone, Zolpidem and up to two weeks for
Zaleplon).
There is no justification for prescribing more than one benzodiazepine or Z‐drug
concurrently, except during the period of conversion.
If the patient is struggling with symptoms of withdrawal, halt the reduction and
maintain the current dose until symptoms improve. Increases in dose are to be
discouraged.
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http://www.setrust.h...and_Z_Drugs.pdf
There is no significant difference in adverse effects between benzodiazepines and
zopiclone and not enough data to choose one over the other. There is no significant
difference in sleep latency between benzodiazepines and zopiclone. The risk of hip
fracture is as likely with z drugs as with other benzodiazepines.
They offer no clinically significant advantages over benzodiazepines
Only use for the short‐term treatment of severe anxiety or insomnia (anxiety
maximum of 4 weeks, insomnia maximum of 10 nights)
What Is Going On In The Brain During Withdrawal ‐ Great Read!
http://www.benzobuddies.org/forum/index.php?PHPSESSID=0ct4n98gcsm66vjhsr91
mki312&topic=66397.msg886973&fbclid=IwAR1jDI5MFvvf5i50rIop4n6Pt1F00GDVYl
78JRl3Ssuq01tvJF8a8ywrKmA#msg886973

• Ambien (Zolpidem)
https://dailymed.nlm...96‐8702a28e6e76
Note ‐ The following is from the drug insert supplied with Ambien (Manu; Sanofi‐
aventis) and is an example of a typical drug insert for Z‐Drugs. See above website for
inserts from other Z‐drugs and manufacturers.
"Sleep‐driving" and other complex behaviors while not fully awake. Risk increases
with dose and use with other CNS depressants and alcohol. Immediately evaluate
any new onset behavioral changes.
Depression: Worsening of depression or, suicidal thinking may occur. Prescribe the
least amount of tablets feasible to avoid intentional overdose.
Withdrawal effects: Symptoms may occur with rapid dose reduction or
discontinuation
Observed reactions include anaphylaxis and angioedema.
Additive effects occur with concomitant use of other CNS depressants (e.g.
benzodiazepines, opioids, tricyclic antidepressants, alcohol), including daytime use.
Downward dose adjustment of AMBIEN CR and concomitant CNS depressants should
be considered.
Abnormal thinking and behavior changes have been reported in patients treated
with sedative/hypnotics, including AMBIEN CR. Some of these changes included
decreased inhibition (e.g. aggressiveness and extroversion that seemed out of
character), bizarre behavior, agitation and depersonalization. Visual and auditory
hallucinations have been reported.
Other complex behaviors (e.g., preparing and eating food, making phone calls, or
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having sex) have been reported in patients who are not fully awake after taking a
sedative‐hypnotic. As with "sleep‐driving", patients usually do not remember these
events. Amnesia, anxiety and other neuro‐psychiatric symptoms may also occur.
In primarily depressed patients treated with sedative‐hypnotics, worsening of
depression, and suicidal thoughts and actions (including completed suicides), have
been reported. Suicidal tendencies may be present in such patients and protective
measures may be required.
Zolpidem can cause drowsiness and a decreased level of consciousness, which may
lead to falls and consequently to severe injuries. Severe injuries such as hip fractures
and intracranial hemorrhage have been reported.
Data from a clinical study in which selective serotonin reuptake inhibitor‐ (SSRI‐)
treated patients were given zolpidem revealed that four of the seven
discontinuations during double‐blind treatment with zolpidem (n=95) were
associated with impaired concentration, continuing or aggravated depression, and
manic reaction.
Zolpidem tartrate is classified as a Schedule IV controlled substance by federal
regulation.
https://www.ncbi.nlm.nih.gov/pubmed/14519173
Zolpidem and zopiclone can cause dependence.
https://www.ncbi.nlm.nih.gov/pubmed/24531568
We found that subchronic zolpidem and diazepam administration produced
...increased anxiety‐like behaviors 1 day after drug termination.
https://www.ncbi.nlm.nih.gov/pubmed/26776243
This study demonstrated a significant association between using zolpidem and
suicide or suicide attempt in people with or without comorbid psychiatric illnesses.
https://www.ncbi.nlm.nih.gov/pubmed/22444504
In 83.5% of cases, psychoactive substances other than zolpidem were detected, most
commonly antidepressants (46.2%), benzodiazepines (35.2%), opioids (26.4%), and
alcohol (39.6%). In summary, zolpidem was a factor contributing to death in a large
proportion of cases, predominately involving drug toxicity and suicide.
https://www.ncbi.nlm.nih.gov/pubmed/24931450
Results revealed medium effect sizes for zopiclone and zolpidem on measures of
verbal memory. An additional medium effect size was observed for zolpidem on
attention. Finally, smaller effect sizes were observed for zolpidem speed of
processing and for zopiclone on working memory. It is clear from these data that the
use of a single dose of the z‐drugs in healthy adults as measured in the morning
following the exposure does produce a specific rather than a generalized negative
effect on cognitive function. However, there were only enough studies to evaluate
the individual cognitive effects of the zolpidem and zopiclone medications; the
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specific effects of zaleplon and eszopiclone cannot be ascertained because only one
study met the inclusion and exclusion criteria for the review.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3906775/
This case showed that zolpidem can exert abuse capability, euphoric mood,
tolerance, and withdrawal syndrome.
http://www.benzo.org.uk/ashtonad.htm
Do not change type or dose of antidepressants while withdrawing from a benzo.
Wait for 4 weeks or more after withdrawal complete to change.

• Lunesta
“Lunesta is now available in a generic form in the United States as of May 2014. On
May 15, 2014 US FDA asked for lowering starting dose of drug Eszopiclone (Lunesta)
from 2 Mg to 1 Mg after it was observed in a study that even after 8 hours after
taking drug in night, some patients were not able to cope up with their next‐day
activities like driving and other activities that require full alertness.”
Lunesta is slightly effective in the treatment of insomnia where difficulty in falling
asleep is the primary complaint. Kirsch et al. found the benefit over placebo to be of
questionable clinical significance. Although the drug effect and the placebo response
were rather small and of questionable clinical importance, the two together produce
a reasonably large clinical response.
Use of benzodiazepines and similar benzodiazepine‐like drugs such as eszopiclone
may lead to physical and psychological dependence.
Tolerance may develop after repeated use of benzodiazepines and benzodiazepine‐
like drugs for a few weeks. Lunesta was studied for up to 6 months in a group of
patients which showed no signs of tolerance or dependence in a study funded and
carried out by Sepracor.
Lunesta acts on benzodiazepine binding site situated on Gaba receptors as an
agonist.
In a 2009 article in the New England Journal of Medicine, "Lost in Transmission —
FDA Drug Information That Never Reaches Clinicians", it was reported that the
largest of three Lunesta trials found that compared to placebo Lunesta "was superior
to placebo" while it only shortened initial time falling asleep by 15 minutes on
average. "Clinicians who are interested in the drug’s efficacy cannot find efficacy
information in the label: it states only that Lunesta is superior to placebo. The FDA’s
medical review provides efficacy data, albeit not until page 306 of the 403‐page
document. In the longest, largest phase 3 trial, patients in the Lunesta group
reported falling asleep an average of 15 minutes faster and sleeping an average of 37
minutes longer than those in the placebo group. However, on average, Lunesta
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patients still met criteria for insomnia and reported no clinically meaningful
improvement in next‐day alertness or functioning."[19]
All of the above from Wikipedia
http://www.ncbi.nlm....pubmed/24882900
http://www.ncbi.nlm....pubmed/23251857
Lunesta less effective in patients with depression and anxiety
http://www.ncbi.nlm....pubmed/23198272
Lunesta induced psychosis.
http://www.ncbi.nlm....pubmed/23126273
Sleepiness extends to daytime.
http://www.ncbi.nlm....pubmed/23063301
Effectiveness
http://www.ncbi.nlm....pubmed/22731653
Helps with sleep with those with psych disorders.
http://www.ncbi.nlm....pubmed/21540024
stimulates the hypothalamo‐pituitary‐adrenal axis
http://www.ncbi.nlm....pubmed/21367352
Effective on PTSD patients.
http://www.ncbi.nlm....pubmed/20408925
Makes anti‐depressants more effective.
http://www.ncbi.nlm....pubmed/20153782
Effects on REM sleep.

• Vyvanse
Vyvanse (lisdexamfetamine, a form of amphetamine) is a Schedule II substance in
the US, which means that it has a high abuse potential, and its continued use can
lead to severe psychological and physical dependence.
In this case, withdrawal symptoms may include:
• Fatigue.
• Hypersomnia (at first).
• Irritability.
• Anxiety.
• Headaches.
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• Lack of motivation.
• Dysphoric mood depression.
• Increased appetite.
• Cravings.
• Shakiness.
• Sweating.
• Trouble sleeping.
Withdrawal symptoms usually appear within the first 24 hours following the last use
of Vyvanse and can last several weeks.The first week is usually characterized as the
initial “crash,” during which many people spend quite a bit of time sleeping.
It is also important to note that during the most severe phase of withdrawal, suicidal
ideations are possible, and family/friends should be alert to the mental state of the
user during this period.
Generally speaking, Vyvanse withdrawal is less severe than other amphetamines,
such as Adderall, due to its decreased potency.Tapering lasts between several weeks
and several months, depending upon the individual patient and how large of a dose
the patient is taking at the start of tapering.
Staying hydrated is critical during withdrawal.
https://www.ehealthme.com/drug‐interaction/vyvanse/cymbalta/
Reactions reported to FDA when taking Cymbalta and Vyvanse together.
Handling withdrawal
Avoid other stimulants. Refrain from using other stimulants, such as cigarettes or
caffeinated drinks. These can interfere with the quality of sleep, making a person
feel even more tired. Eat well. Staying hydrated and getting a good range of vitamins
and nutrients can have a powerful effect on a person's overall mood.
Get a good nights sleep. Make a plan for bedtime and create a good sleeping
environment. A person may also wish to place a few drops of aromatherapy oils on
their pillow, such as lavender or jasmine.
Schedule some downtime. Avoid planning too many activities or stressful situations
when a crash is possible. This can help to reduce anxiety or stress.
Stress relief. Find some effective stress‐relieving or sleep‐promoting activities. These
may include deep breathing, meditation, or listening to soft music.
Avoid depressants. Avoid using drugs that depress the nervous system, such as
alcohol. These substances may further disturb a person's sleep and extend the
comedown.
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After reading a lot of stories about peoples experience with Vyvanse withdrawal I
would say that the key is to taper over a 2 month period. Those doing that seemed
to have less issues with withdrawal symptoms.
Note ‐ The manufacturers of this medication provide no guidance on how to
successfully withdraw from their product.
https://www.ncbi.nlm.nih.gov/pubmed/22780921
J Clin Psychiatry. 2012 Jul;73(7):977‐83. doi: 10.4088/JCP.11m07430.
Epub 2012 Jun 12.
Maintenance of efficacy of lisdexamfetamine dimesylate in adults with attention‐
deficit/hyperactivity disorder: randomized withdrawal design. The participants
entered a 6‐week double‐blind randomized withdrawal phase on treatment with
lisdexamfetamine dimesylate (same dose) or placebo. During the randomized
withdrawal phase, treatment‐emergent adverse events were reported in 48.2% and
30.0% of participants in the lisdexamfetamine dimesylate and placebo groups,
respectively.
Treatment‐emergent adverse events with incidence ≥ 5% in the lisdexamfetamine
dimesylate and placebo groups were headache (14.3% and 5.0%), insomnia (5.4%
and 5.0%), and upper respiratory tract infection (8.9% and 0%).
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3773663/
There were no significant amphetamine withdrawal symptoms noted after LDX
discontinuation. Amphetamine withdrawal has not been well studied; however,
animal studies suggest behavioral manifestations become prominent within the first
2 days after discontinuation and can persist up to 4 weeks (Paulson et al, 1991). No
meaningful differences in response between placebo and LDX were observed on key
efficacy measures during the double‐blind/randomized‐withdrawal phase.
Note ‐ This was all I could find in the medical research relating to Vyvanse
withdrawal. Given the results from these studies I would recommend a 3 month
tapering period rather than 2 month just to be safe. with this being a powder filled
capsule I would suggest the product be weighted out for dose determination. Weight
the amount of powder un 3 capsules and then divide by 3 to deter mine the average
amount in each capsule. Divide that amount by 100 to determine the amount to
decrease the dosage each day. This will undoubtedly require a very sensitive low
mass scale.

• Lamotrigine/Lamictal
brzghoff ‐ Wow. Been a few weeks past a year since i started this taper off
lamotrigine/lamictal and i’ve still been holding at 100 mgs since last summer. Its
been tough to even consider it. There is almost always a slight edge of anxiety that
gives me pause. Overall life is good, but withdrawal, however so slight, is enough to
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seriously affect my self awareness ‐ where i develop a total lack of it. I over‐react,
catastrophize and the physical flu like feelings and extreme fatigue are dibilitating
whenever i try just a mild drop. I Just cant afford it with my current work situation. Its
pretty much just like withdrawing from cymbalta. Totally different drugs, duloxetene
and lamotrigine, so i have no idea why withdrawal is virtually the same.
A couple months ago i accidentally forgot to take my daily dose of lamotrigine, didn’t
realize it til i got to work and felt sick all day. Took it when i got home, and as per
normal therefafter and it took a week to recover. Cymbalta was never that bad. If i
forgot a whole dose, when i would take it later that day or next morning i’d feel
normal again within hours.
Im totally bewildered.
OogaBoo ‐ This probably wasn't the best decision, but I quit Abilify, Lamictal, and
Cymbalta all at the same time, about a week ago. I had only been on Cymbalta for a
few weeks at 20mg a day. I've definitely had some withdrawal ‐ mostly
lightheadedness as well as nausea (no vomiting thank goodness) and near constant
diarrhea.
While this isn't fun, it has been tolerable. Does it make sense to take some Cymbalta
in very small doses now that I'm already a week out? I'm concerned that quitting cold
turkey will lengthen my withdrawal cycle.
Muzumi ‐ Thank you so much for all this information! I have to say I was so focused
on Cymbalta that I didn't research Fetzima as much as I should have. You are right
that in the case of Effexor XR ‐> Cymbalta the doses were somewhat equivalent
whereas Cymbalta ‐> Fetzima was quite a drop. My psychiatrist gave me free sample
boxes of Fetzima to see how I feel on it and they only come in 40mg. Having me stop
the Cymbalta completely was very radical ‐ she is usually good about increasing
doses/weaning gradually (esp. with Lamictal which can be lethal if started at too
high of a dose) but this time I think she really overlooked the transition.
gail ‐ I have just withdrawn from Lamictal, it was a three or four weeks that I could
barely go out as agoraphobia was through the roof. It's gone now mostly. Hold on, it
will get better!
gail ‐ I had kind of forgotten how it was in withdrawal, and now I am living through
the same nightmare as you all with Lamictal withdrawal. Dear God, how challenging.
I never thought that Lamictal would have such a pretty heavy withdrawal. As worst
as the C.
gail ‐ Withdrawing from Lamictal is worsening the depression and anxiety. Pain
where my kidney was removed, makes it hard to work. Both together, makes me wish
that I would not be here. I sure did not expect Lamictal withdrawal. It never crossed
my f$#@$#mind, I just had enough as it was.
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PtldFrank ‐ I was taking Lamictal for epilepsy, and the big concern for tapering off
was triggering a seizure. That being said, the withdrawal process went very
smoothly. No trouble.
PtldFrank ‐ I also took a lot of Lamictal (700 mg/day) until I realized it was giving me
pretty bad side effects. I spent 14 weeks going off that (and not driving) in 2014.
brz ‐ I had no issues coming off of Lamictal that I know about. I did it slow though.
Wish I had done this with Cymbalta. I have similar issues with driving as well.
brzghoff ‐ I have heard mixed reports about lamictal withdrawal. the fact that you
did it across 18 months sounds like it could be a doozy. was that your choice or did
your doc map that out? i know that to avoid the possibility of developing stevens‐
johnson a taper is required, but i thought for that purpose the taper only needs to be
across a month or less. as with most psychoactive drugs, docs seem to think any
withdrawal ‐ or discontinuation syndrome ‐ only lasts 2‐3 weeks. ha!
survivingantidepressants.com recommends a much longer weaning process to
minimize what some report as being a terrible withdrawal. i've heard others report it
wasn't a big deal. but then for some that's how it is with cymbalta, no big deal. i'd
love to get off lamictal, but i am not ready.
Michgirl ‐ I was also on Lamictal 150 mg for the past 4 years and I slowly weaned
down over the past 18 months to none around the time I went off Cymbalta.
lady2882Nancy ‐ I was on a mood stabilizer for a long time and found that it made
me very depressed and lonely, and limited my intellectual capacity to solve problems.
I was on lamictal from 2008‐2012 and when I eventually did taper off over a month
or so, I didn't experience any withdrawal effects.
MichCPA ‐ I am also going off of Lamictal. I had been on 200mg 2x/day for over a
year. He told me I could go off that quickly. He said to take 200mg 1x/day for 3 days,
then half that for 3 days and then stop completely.
Gigi ‐ I was on Lamcital with the Cymbalta. But it makes me spend money and I was
getting into trouble. I tried the brain supplements while on the Lamictal and had a
terrible reaction. So I started weaning off the Lamicatl at half the dose. 50mg I was
able to try the supplements again and I felt really good & no spending money I do not
have.
I weaned off Lamicatal totally. The right way. Like I do any medication.
Imdone ‐ I MADE IT!!! It took me 2 years to get off my original cocktail of Risperdal,
Lamictal, Cymbalta, Klonopin & neurontin.
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DonMH ‐ Prozac will work as you come off Cymbalta at the end rather than
Effexor.The bad news is Lamictal is almost as bad to come off. Do not try and come
off both at once.
vsung ‐ I cannot take off from work because I was just out for 2 months on disability
coming off of Abilify and Lamictal. I thought it was horrible weaning myself from
that!! Boy I was in for a big surprise since I've came off of Cymbalta.
Imdone ‐ Often the last psych med you wean off of is the hardest, if you were on
multiple, like I was. I got off Risperdal, Neurontin and Lamictal with ease (after being
misdiagnosed as Bipolar) but getting off Cymbalta is tough after taking SSRI's and
Cymbalta for a long time.

• Naltrexone
Scoffy1209 ‐ That last one, LDN is a prescription low dose naltrexone which i take at
night and it boosts a natural endorphine response overnight and allows me to wake
up feeling pretty good and also helps with sleep. Here's a link:
https://www.ldnscience.org/resources/interviews/interview‐mark‐shukhman
https://www.ncbi.nlm.nih.gov/pubmed/18195589
Effects of naltrexone, duloxetine, and a corticotropin‐releasing factor type 1 receptor
antagonist on binge‐like alcohol drinking in rats. Decreased binge drinking in rats.
Jennyphresh ‐ I am feeling so positive about the low‐dose Naltrexone and I feel
convinced if I can just rid my system of the evil Cymbalta, I will be a changed person. I
think the only reason I haven't lost my sanity is because of the LDN, in fact. I also
have .25 mg of Xanax that I can take when the worst hits me, and that helps calm me
down, at least.
Several members have taken Bupropion and Naltrexone for weight loss.
Side Effects
Commonly reported side effects of naltrexone include: streptococcal pharyngitis,
syncope, anxiety, arthralgia, arthritis, dizziness, drowsiness, fatigue, frequent
headaches, headache, joint stiffness, nasopharyngitis, nausea, nervousness,
obsessive compulsive disorder, panic attack, pharyngitis, posttraumatic stress
disorder, sedated state, sinus headache, vomiting, induration at injection site,
malaise, pain at injection site, and tenderness at injection site. Other side effects
include: muscle cramps, muscle rigidity, muscle spasm, stiffness, depression, and
twitching.

• Desvenlafaxine/Pristiq
Desvenlafaxine (brand name: Pristiq) is a drug closely related to Effexor.
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Desvenlafaxine (Pristiq) ‐ is a synthetic form of the major active component of
venlafaxine (Effexor). It is approximately 10 times more potent at inhibiting
serotonin uptake than norepinephrine. It has a reputation of as bad or worse
withdrawal than Effexor or Cymbalta.
15,653 people reported to have side effects when taking Pristiq. Among them, 475
people (3.03%) have Nausea and vomiting. 15,653 people reported to have side
effects when taking Pristiq. Among them, 731 people (4.67%) have High blood
pressure 15,653 people reported to have side effects when taking Pristiq. Among
them, 1,129 people (7.21%) have Exhaustion, fatigue, lethargy, tiredness, weariness
Member Comments
Matt123 ‐ Things were going fine until I began to get a constant dizzy/off balance
feeling in February while on Pristiq and it has not gone away, even after swapping
tablets to Paxil. In fact now the dizziness becomes intolerable if i try to up any anxiety
tablet above a small dose.
albergo11 ‐ To give a brief background, in January of 2013 I was prescribed 50mg of
pristiq, had a bad reaction to it.
Mrs301 ‐ My doctor first had me on Pristiq 100mg. Well insurance won't pay for it so
it cost me well over $100.00.
Pups4Life ‐ I have a family member who is on Pristiq and happy with it.
vonmarie ‐ (because I had a really bad experience with going off from Pristiq and
didn't want to relive that nightmare!)
AaronSD ‐ I eventually started taking Pristiq, which was moderately effective.
sk8mom ‐ By January 2009 I had tried about 7 different antidepressant and had
major side effects and bad reaction to them all (I remember trying Paxil, pristiq,
celexa,‐ my psychiatrist tried to combine these with seroquel, risperdal and zyprexa..
zyprexa was the only one I could tolerate.
windupbird ‐ I've been off Cymbalta since Sunday now and have taken Pristiq for 3
days. I'm feeling really sleepy and a lot of dizziness and light headedness. How long
will this last? I think its to late to go back to Cymbalta and wean off slowly. I just
wanted to be done with it and on Pristiq cause I want to feel better.
My wife was put on Pristiq and weaned off Cymbalta in one week. The results were
horrendous. You must wean off Cymbalta very, very slowly.
See the post on the official protocol by Professor Healy. The side effects of Pristiq are
similar to Cymbalta but it works amazingly well in some patients. See if your doctor
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could give you a small dose of Prozac whilst you come off Cymbalta and then try the
Pristiq. Hope this helps. DonMH.
beachmama ‐ To Kylie, I see that you are going to go to Pristiq. Be advised of the side
effects including but not limited to, Increase in BP. I was on it for a short period of
time and my normal hypotension (low blood pressure) jumped to stroke status. this is
another seratonin drug and you will need to wean off of it.
rigby941 ‐ Easiest.... um ‐ none, really. I've been on so many... Pristiq is pretty bad, I
remember ‐ but not as bad as Cymbalta.
Nola ‐ I work nights/weekends at a hospital. I have four consecutive days off. Last
Monday, I went to sleep and didn't wake up again till Tuesday night. At that point I
decided not to continue taking the Pristiq. I pretty much slept until I had to come to
work on Friday night.
Marcia ‐ Feeling like the floor is not solid beneath my feet. (way worse with Pristiq,
though)
TinyTimmyTom ‐ I took my Pdocs advice and started taking Pristiq. Apparently I'm
sensitive to medications, and I had to get off it ASAP because I was having blurred
vision.
rosie ‐ I am a totally different person today. After one day on Pristiq, my mind is
clear, my mood is great and the nausea, dizziness and those annoying brain zaps
have gone. I will never forget that feeling and the sound when I moved my head too
quickly ("ch, ch, ch" sound). I hope this lasts as I have to say, I am excited and
optimistic about my future.
andy63 ‐ My Psychiatrist said it was fine to and do on Pristiq‐I have to quit because
gave me bad stomach pain which they want my Drs, records from that ordeal of eight
months‐I have been through hell with this‐so sick with vimiting‐sweats‐chills‐severe
neck pain‐‐severe depression which Has not ended‐‐after several day my dr. put me
on 20mg of Prozac to help‐it does but not alot yet been on it for one week‐ still have
alot of sadness,worry and want this to end.
Angela ‐ I was originally on 60 mg but they stopped working for me so a dr prescribed
me a new A/I, Pristiq. I took that for a week and a half and was weaning off the
Cymbalta too. I started losing weight, no appetite, nauseous and diarrhea. He said to
stop taking the Pristiq because that was a side effect, which I never had on the
Cymbalta.
Kim ‐ After Pristiq came on the market, he thought it would be a wise decision to
switch me from Cymbalta to 50mg of Pristiq right away and should have had "no
symptoms at all". WELL I call BS within 2 days I was out of work for a week, vomiting,
diahrrea, fever, brain zaps like crazy, every thing I've read about people basically
going cold turkey. He upped my Pristiq to 100mg and still it did nothing. Crying all the
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time, thinking I didn't even want to live like that anymore. I stopped going to him,
stopped taking the Pristiq and went back to my 60 of Cymbalta and have been back
to that routine for the last year and a half.
really nervous ‐ The Pristiq dosage hasn't been working and I've been anxious and
feel like my body is made out of lead! I've also had an upset stomach.
Christy ‐ I am experiencing the same problem. I have been taking Pristiq for 1 yr and
half. I recently asked to switch to Welbutrin because I gained 30lbs while taking
Pristiq.
saratty45 ‐ I am in Day 5 off Cymbalta. My doctor switched me to Pristiq because I
wasn't feeling well and felt the Cymbalta was not working. While I feel relatively
mentally clear... able to work productively, etc. physically I feel TERRIBLE. I first
experienced nausea, diahrrea, headaches (not extreme) and feelings like mild electric
shock going through my body. The intestinal issues are calming down. However, the
feelings of electrical shocks seems to be increasing.
wmaraionet ‐ The doctor had put me on Pristiq but my blood pressure is out the roof.
isabell ‐ Now I'm on the new anti‐D Pristiq no side effect for me at all and for me it
has been like a wonder drug. been on it for 3 1/2 months and I finally feel great, like
the old me I haven't been in over 15 years.
Sparkybird ‐ I am also keeping a daily journal that keeps track of how I feel and what
I have taken. It’s helped me look back and realize how far I’ve come.

• Pregabalin
https://www.ncbi.nlm.nih.gov/pubmed/28075650
Pregabalin is a safe and efficacious compound for GAD treatment. Short half‐life
(preventing persistence of side effects), absence of active metabolites and no
interactions with CYP450 enzymatic system are all favorable pharmacokinetic
properties for the treatment of GAD patients, including those with comorbid
depressive symptoms or medical conditions.
On the other hand, prescription of pregabalin should be handled with caution to
minimize the incidence of renal impairment (especially in elderly patients), where a
history of substance misuse or concomitant medications (e.g. anti‐hypertensives or
some antibiotics) are risk factors that can affect renal function.
https://www.ncbi.nlm.nih.gov/pubmed/27643884
A categorical analysis of safety, using dropout as the most severe possible outcome,
was carried out. No difference between PGB and placebo groups was observed in
terms of the dropout rates. PGB was superior to placebo for the amelioration of GAD
symptoms. In addition, the dropout rate was not significantly higher than that of the
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placebo groups. PGB was comparable to benzodiazepines in clinical response, but
had lower dropout rates than benzodiazepine.
https://www.ncbi.nlm.nih.gov/pubmed/26259772
Pregabalin appears to have a low potential for causing withdrawal symptoms when
long‐term therapy is discontinued; however, tapering over the course of at least one
week is recommended. A review of available evidence indicates that pregabalin is a
well‐tolerated and consistently effective treatment for GAD, with a unique
mechanism of action that makes it a useful addition to the therapeutic
armamentarium.
And many many more research articles.

https://www.ehealthme.com/drug/pregabalin/side‐effects/
Pregabalin side effects ‐ from FDA reports
vickyp10 ‐ I come off the duloxetine over a few month from 30mg (the pregabalin
helped me alot to do this).
thismoment ‐ Here is the interactions between Lyrica and Cymbalta. They are
sometimes prescribed together, with the pregabalin used as an anti‐convulsive.The
interactive warning is MODERATE between these two drugs. See drugs.com
duloxetine ↔ pregabalin
Applies to: duloxetine, Lyrica (pregabalin)
Using DULoxetine together with pregabalin may increase side effects such as
dizziness, drowsiness, and difficulty concentrating. Some people may also experience
some impairment in thinking and judgment. You should avoid or limit the use of
alcohol while being treated with these medications.
Avoid driving or operating hazardous machinery until you know how the medications
affect you. It is important to tell your doctor about all other medications you use,
including vitamins and herbs. Do not stop using any medications without first talking
to your doctor.
IUN ‐ I should also add here the little research that I did on the side effects of the
Pregabalin. The required tests carried out by Pfizer noted that 1 in 480 experienced
suicidal action/severe thoughts, so 0.21%. Regardless of the small number, I still think
it is quite shocking. However, please read on....
A further study which undertook to establish figures based on the reason for taking
the Pregabalin (Epilepsy, Psychiatric and Other) noted the risk of depression to be
three times greater for users with existing depression than those with epilepsy alone.
A further risk of suicidal thoughts/actions also based on the same measure saw

333

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

8.5/1000 reported ‐ so this 0.21% from Pfizer is actually 0.85% if a person prone to
depression starts taking Pregabalin.
So lets put this in a simple one‐liner context so anyone reading can be suitably
warned. 1 in 117 people who take Pregabalin and are prone to anxiety and/or
depression will experience suicidal thoughts.
SOURCE: https://www.medsafe.govt.nz/Profs/Datasheet/l/Lyricacaps.pdf
Pregabalin withdrawal
https://www.ncbi.nlm.nih.gov/pubmed/25612958
https://www.ncbi.nlm.nih.gov/pubmed/23252443
Pregabalin withdrawal resulted in self‐reports of increased spasticity without a
concomitant increase in pain, with 91% choosing to continue pregabalin at the
conclusion of the evaluation.
Little research is available.

• Valsartan (Diovan)
https://www.fda.gov/drugs/drug‐safety‐and‐availability/fda‐updates‐and‐press‐
announcements‐angiotensin‐ii‐receptor‐blocker‐arb‐recalls‐valsartan‐losartan
Information on recall following 45 reports to FDA on withdrawal symptoms noting a
6.7% death rate.
https://www.ehealthme.com/drug/valsartan/side‐effects/
20,086 people reported to have side effects when taking Valsartan. Among them, 36
people (0.18%) have Withdrawal syndrome.
what is your advice for the rate at which i should end my treatment with diovan? is it
ok to just abruptly stop? shoud i taper off? im on 160mg once a day. thanks
4 Replies
Dman11111 ‐ what did you end up doing with the diovan i've been taping off and the
feeling is wonderful yes my bp is high again but im going to try alternative nature
stuff the side effects were almost killing me now everything is reversing unfornatly
the bp is higher again
Garrettgla ‐ i cannot tell you how dizzy i was on the diovan. i asked the dr. she said
taper off over 2 days and immediately go back on the atenolol 25mg. older
medication. i did and i gotta tell u i feel so much better. it's cheap too. its keeping my
blood pressure low too. so im happy. sorry i waited so long to go off the diovan.
Debgibsonmt ‐ After a year and a half of taking diovan trying to get off is a
nightmare. Blood pressure totally erratic even though all blood test show extremely
low cholesteral and a CRP of less than 1. So, diovan is extremely addictive and the
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body seems to loose it's ability to regulate it's own blood pressure. Which, I'm sure, is
what the drug company's want.
Dman11111 ‐ Yes i agree. I am now on the generic of diovan. Because the drug
comanies are trying to save money. It is painfully impossible to try and quit diovan.
Im sooo glad someone actually agreed with me that it is highly addictive. It would
take months for the body to go back to its own regualtion....let me know if you
successfully quit ....i found the withdrawl to hard to take. At least right now. Maybee
with time i can figure out an alternative. Once again. Highly addictive .......and they
will tell you its not!
We are living it!!!
https://www.thelancet.com/pdfs/journals/lancet/PIIS0140‐6736(14)61015‐1.pdf
Report on the falsifying of data on Valsartan in order to get FDA approval.
Five life threatening side effects were hidden.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2006/021283s018lbl.pdf
Abrupt withdrawal of valsartan has not been associated with a rapid increase in
blood pressure.
Posted over a year ago:
My Doctor said it was OK to stop taking Diovan which I had been on for nearly two
years because I had bad side effects.
I started to get chest pain/angina(?) Should he have told me to taper off the dose?
No answer received.
Organic anxiety disorder
A disorder characterized by the essential descriptive features of a generalized
anxiety disorder (F41.1), a panic disorder (F41.0), or a combination of both, but
arising as a consequence of an organic disorder.
Excl.: anxiety disorders, nonorganic or unspecified.
Organic Disorder
An organic disease is one caused by a physical or physiological change to some tissue
or organ of the body. The term sometimes excludes infections. It is commonly used
in contrast with mental disorders. It includes emotional and behavioral disorders if
they are due to changes to the physical structures or functioning of the body, such as
after a stroke or a traumatic brain injury, but not if they are due to psychosocial
issues.
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Note ‐ To simplify an organic disorder usually refers to a condition caused by damage
to the body. Things like head injuries, strokes, gun shots, etc but not usually used to
describe damages due to stress, chemical effects, effects of drugs, etc.
http://www.druginfor...l symptoms.html
45 Reports to FDA on withdrawal symptoms. Please note the 6.7% death rate.
https://www.ehealthm...rawal‐syndrome/
20,086 people reported to have side effects when
Among them, 36 people (0.18%) have Withdrawal syndrome.

taking

Valsartan.

http://www.medicatio...ovan‐withdrawal
Abrupt Diovan Withdrawal
what is your advice for the rate at which i should end my treatment with diovan? is it
ok to just abruptly stop? shoud i taper off? im on 160mg once a day. thanks
https://www.peoplesp...‐a‐new‐scandal/
Report on the falsifying of data on Valsartan in order to get FDA approval. Five life
threatening side effects were hidden.
https://www.accessda...1283s018lbl.pdf
Abrupt withdrawal of valsartan has not been associated with a rapid increase in
blood pressure.
http://www.medicatio...thdrawal‐diovan
Abrupt Withdrawal From Diovan

• Deplin
https://www.cymbalta...bie/#entry39490
This link contains a lot of info on Deplin.

• Paxil
Paxil Water titration
FH ‐ The following product is sold in the liquid form and could be used to make your
solutions so you don't hav e to worry about the tablets dissolving completely. It also
contains saccharin to off set the bitter taste. The pharmacist can order it by the NDC
number to be sure and get the right stuff.
PAXIL‐ paroxetine hydrochloride suspension
Apotex Corp
NDC 60505‐0402‐5
https://dailymed.nlm...0f‐ab7e98653d32
Suspension for Oral Administration:
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Each 5 mL of orange‐colored, orange‐flavored liquid contains paroxetine
hydrochloride equivalent to paroxetine, 10 mg. Inactive ingredients consist of
polacrilin potassium, microcrystalline cellulose, propylene glycol, glycerin, sorbitol,
methylparaben, propylparaben, sodium citrate dihydrate, citric acid anhydrous,
sodium saccharin, flavorings, FD&C Yellow No. 6 aluminum lake, and simethicone
emulsion, USP.
NOTE: SHAKE SUSPENSION WELL BEFORE USING.
Very water soluble. Water titration should work. More data to follow.
1.3
Solubility
>1 g/mL (mesylate salt)
from DrugBank
In water, 1,131 mg/L at 25 deg C Cunningham VL et al; Environ Sci Technol 38: 3351‐
59 (2004) from HSDB
8.53e‐03 g/L
from Human Metabolome Database (HMDB)

• Strattera
Strattera is a NRI and is believed to work by increasing norepinephrine and
dopamine levels in the brain. While reviewing the literature I did notice that
Strattera has some attraction to the dopamine transporter in some areas of the
brain and not in others. However if you look at the specific data on attraction to
dopamine transporters Cymbalta actually has a slightly greater attraction than
Strattera but both are actually relatively low. While researchers take the position
that Strattera increases dopamine concentrations in the brain the actual research
numbers are not clear that this is the case. It is only 100th as effective as Cymbalta
on controlling serotonin.
Cymbalta is an SNRI and while in initially increases serotonin and norepinephrine in
the brain after 3 months those levels drop to below normal concentrations. It has
little effect on dopamine.

• Cyproheptadine
Cyproheptadine (Periactin) is a very potent antihistamine or antagonist of the H1
receptor. At higher concentrations, it also has anticholinergic, antiserotonergic, and
antidopaminergic activities. Of the serotonin receptors, it is an especially potent
antagonist of the 5‐HT2 receptors, and this underlies its effectiveness in the
treatment of serotonin syndrome.
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Antagonist is a type of ligand or drug that blocks or dampens a biological response
by binding to and blocking a receptor rather than activating it like an agonist.
In the field of pharmacology, an inverse agonist is an agent that binds to the same
receptor as an agonist but induces a pharmacological response opposite to that
agonist.
Periactin blocks the serotonin receptor.

• Chlorpromazine
LDN ‐ I spoke to my psychiatrist today on skype and mentioned the breathing
problems brought on by propranolol. He told me to stop and has put me on
chlorpromazine. He said this would help with the high heart rate.
FH ‐ chlorpromazine? An antipsychotic? It is only mildly effective for anxiety but is
good for seizures.
Interactions between your drugs
Major
Applies to: chlorpromazine, Lexapro (escitalopram)
Using escitalopram together with chlorproMAZINE can increase the risk of an
irregular heart rhythm that may be serious and potentially life‐threatening, although
it is a relatively rare side effect. You may be more susceptible if you have a heart
condition called congenital long QT syndrome, other cardiac diseases, conduction
abnormalities, or electrolyte disturbances (for example, magnesium or potassium
loss due to severe or prolonged diarrhea or vomiting). Talk to your doctor if you have
any questions or concerns. Your doctor may already be aware of the risks, but has
determined that this is the best course of treatment for you and has taken
appropriate precautions and is monitoring you closely for any potential
complications. You should seek immediate medical attention if you develop sudden
dizziness, lightheadedness, fainting, shortness of breath, or heart palpitations during
treatment with these medications, whether together or alone.
Dependence occurs in one‐third of people who take clonazepam for longer than four
weeks. Because clonazepam is effective in low milligram doses (0.5 mg clonazepam =
10 mg diazepam), It is said to be among the class of "highly potent"
benzodiazepines.
Do not take with grapefruit juice as it inhibits the effects of clonazepam. Wiki
Chlorpromazine is a strong serotonin antagonist. A serotonin antagonist, or
serotonin receptor antagonist, is a drug used to inhibit the action at serotonin (5‐HT)
receptors.
Wiki
A strong blocker of serotonin receptor 5 HT2.
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Use of Chlorpromazine decreased hyperactivity syndrome in rats for the first 4 days
of use then caused an increase in hyperactivity syndrome.
Depressed functional serotonin or depleting serotonin levels in rat brains.
Levels of 5‐HT, but not those of dihydroxyphenyl‐alanine (DOPA), dopamine or
norepinephrine, were significantly decreased.
Treatment with chlorpromazine alone for 14 days decreased the density of 5‐HT2
receptor binding sites in rat cortex.
Genetic make up determines the dependent behavioral and cerebral effects by
chlorpromazine.
Increases ATP transport through membranes. Note ‐ ATP is a major carrier for
electron energy for most parts of our bodies metabolism.
Chlorpromazine inhibits ATP‐sensitive K+ channels (KATP) in HIT‐T15 beta‐cells. (Beta
Cells produce insulin. This demonstrates the effect of Chlorpromazine on K+
channels and ATP concentration/activity. K+ channels are found throughout many
cellular membranes in the human body. K+ channels, potassium channels allow
certain compounds into/out of cells.
Chlorpromazine can cause Cholestasis. Cholestasis is a condition caused by rapidly
developing (acute) or long‐term (chronic) interruption in the excretion of bile (a
digestive fluid that helps the body process fat).
Both doses of chlorpromazine caused significant and parallel decreases (23 to 31%)
in the ATP and ADP hydrolysis. (ATP hydrolysis is the breakdown process by which
chemical energy that has been stored in the ATP is released , for example in muscles,
by producing work in the form of mechanical energy. ) (ADP can be further
hydrolyzed to give off more energy which is the final link between the energy
derived from food or sunlight and useful work such as muscle contraction,)
Chlorpromazine inhibits HERG potassium channels. This ion channel (sometimes
simply denoted as 'hERG') is best known for its contribution to the electrical activity
of the heart: the hERG channel mediates the repolarizing IKr current in the cardiac
action potential, which helps coordinate the heart's beating. When this channel's
ability to conduct electrical current across the cell membrane is inhibited it can result
in a potentially fatal disorder called long QT syndrome.
Hepatotoxicity (liver toxicity) for Chlorpromazine and consisted of
nflammation/hepatitis, cholestasis, and liver proliferation in all five donors, as well
as fibrosis and steatosis, which were observed in four of five donors. Necrosis was
present in three of five donors, and an indicative symptom of cirrhosis was observed
after long‐term 14‐day repeat treatment, also in three of five donors.
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Granular changes are found in the lens and cornea of patients who had received high
dosages of chlorpromazine for a prolonged period of time. These changes were
noted in 49 of 131 patients, some of whom had received chlorpromazine for as long
as nine years.
Numerous annoying and sometimes harmful side reactions involving many of the
body systems have been reported on relative shortterm therapy. Greiner and Berry
described a metallic discoloration of the skin of the exposed areas of the face, neck
and hands in 70 patients. In 12 of the most severely affected individuals they also
noticed grossly visible granular deposits in the posterior cornea and the anterior lens
Research has showed an increase in glutamate level in each brain region investigated
following long‐term administration, but only in the cerebral cortex after a single
dose. GABA levels showed an increase in the brainstem only in acute experiments.
Glutamine synthetase activity was increased in all three regions after a single dose
and only in cerebral cortex after long‐term administration. Glutaminase activity
showed a decrease in cerebral cortex only after long‐term administration of the
drug. These results suggest the possible occurrence of a state of increased
excitability in the brain as a result of long‐term (21 days) administration of
chlorpromazine, thus contributing to the known complication of seizures.
Thirty patients on long‐term treatment with chlorpromazine in moderate doses
showed deposits in the lens, and the majority of the patients also showed deposits in
the cornea. These deposits did not increase in the 13 patients who continued on
chlorpromazine during an observation period of 31/2 years. Thus, when
chlorpromazine is used in moderate doses, the deposits in the eyes seem to increase
only up to a certain extent. Twelve patients who were switched over to thioridazine
showed no change in the deposition in the lens and cornea after the observation
period, indicating that the deposits are irreversible.
Research
https://www.ncbi.nlm.nih.gov/pubmed/10221364\
Reports of cases treated with the 5‐HT2 blockers cyproheptadine and
chlorpromazine were identified and analysed. There is some evidence suggesting the
efficacy of chlorpromazine and cyproheptadine in the treatment of serotonin
syndrome.
https://www.ncbi.nlm.nih.gov/pubmed/264797
The hyperactivity syndrome produced in rats by administration of tranylcypromine
(20 mg/kg i.p.) followed 30 min later by L‐tryptophan (50 mg/kg i.p.) is generally
considered to be due to increased 5‐hydroxytryptamine (5‐HT) functional activity. It
is inhibited by chlorpromazine (30 mg/kg i.p.) injected 60 min before the
tranylcypromine. However, chlorpromazine injection for 4 days either at a dose of 30
mg/kg once daily or 5 mg/kg twice daily results in an enhanced hyperactivity
response to tranylcypromine and L‐tryptophan administration 24 h after the final
dose of chlorpromazine.
https://www.ncbi.nlm.nih.gov/pubmed/156373
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Effects of brain serotonin alterations on hypothermia produced by chlorpromazine
in rats.
Abstract
Depressing functional serotonin or depleting serotonin levels in rat brains with either
p‐chlorophenylalanine, 5,6‐dihydroxytryptamine or raphe lesions greatly enhanced
hypothermia induced by chloropromazine (CPZ). Depressing the firing of raphe units
or decreasing serotonin turnover in the brain with either a serotonin precursor
(tryptophan) or the inhibitors of serotonin re‐uptake (Lilly 1 10140 and
chlorimipramine) also greatly enhanced the CPZ‐induced hypothermia. The data
indicate that serotonergic activity in the brain plays a role in the elaboration or
modulation of CPZ hypothermia.
https://www.ncbi.nlm.nih.gov/pubmed/9195199
Gen Pharmacol. 1997 Jul;29(1):91‐6.
Serotonin depletion after prolonged chlorpromazine treatment in a simpler model
system.
Abstract
1. Prolonged exposure of the pond snail Lymnaea stagnalis to micromolar
concentrations of chlorpromazine (CPZ) results in marked changes in the serotonin
(5‐HT) content of the central nervous system. 2. High‐performance liquid
chromatography with electrochemical detection indicates that levels of 5‐HT, but not
those of dihydroxyphenyl‐alanine (DOPA), dopamine or norepinephrine, were
significantly decreased (e.g., to less than 40% of normal after 30 days of exposure to
1 microM CPZ in the bathing water). 3. Glyoxylate‐induced fluorescence was
depressed to undetectable levels in central, serotonergic neurons. 4. Performance of
5‐HT‐dependent motor behaviors was impaired. 5. The present results, in accord
with earlier studies on the effects of chronic exposure to haloperidol, suggest that
previously overlooked mechanisms of monoamine downregulation may contribute
to long‐term effects of antipsychotic drugs.
https://www.ncbi.nlm.nih.gov/pubmed/6694512
Life Sci. 1984 Jan 2;34(1):87‐92.
Reduction of serotonin‐2 receptors in rat cerebral cortex after subchronic
administration of imipramine, chlorpromazine, and the combination thereof.
Abstract
Combined administration of antidepressant and neuroleptic drugs has been reported
to have a synergistic effect in the treatment of psychotic depression. The effects of
subchronic administration of imipramine, chlorpromazine, or the combination, on
serotonin 2 (5‐HT2) receptors labeled by 3H‐spiroperidol in rat cerebral cortex were
studied to determine whether this synergism might be related to an effect on these
receptors, which have been linked to the therapeutic action of antidepressants.
Treatment with imipramine or chlorpromazine alone for 14 days decreased the
density of 5‐HT2 receptor binding sites in rat cortex; the combination of the two
drugs produced a greater reduction in 5‐HT2 binding sites than imipramine or
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chlorpromazine alone. Thus, the clinical synergism of this combination may be
related, in part to the more extensive decrease in 5‐HT2 binding sites it produces.
The ability of chlorpromazine alone to decrease 5‐HT2 binding sites might be
relevant to reports that it has an independent antidepressant action.
https://www.ncbi.nlm.nih.gov/pubmed/1745440
Neurotoxicology. 1991 Fall;12(3):571‐81.
Neurotoxicity of chlorpromazine and modulation by amantadine as a function of
mouse strain.
Abstract
The separate and combined effects of successive administration of amantadine, 100
mg/kg, i.p., and chlorpromazine, 0.2 mg/kg, i.p., on motor activity and whole brain
levels of certain biogenic amines and major metabolites were studied in four strains
of mice. These were the albino ICR, the inbred BALB/C, C57BL/6 and the hybrid CDF‐I
mice. Amantadine produced a strain‐dependent behavioral stimulation subsequent
the fourth dose. This was apparent in ICR and C57BL/6 mouse strains and was
followed by a behavioral depression phase occurring during the night in C57BL/6
mice which was antagonized by chlorpromazine. Administration of chlorpromazine
alone affected only CDF‐1 mouse mobility. Chlorpromazine reduced only ICR mouse
brain dopamine without concomitant changes in major acid metabolites. Repeated
administration of amantadine prior to chlorpromazine negated this effect.
Chlorpromazine enhancement of BALB/C brain serotonin and 5‐hydroxyindoleacetic
acid was antagonised by pretreatment with amantadine. This antagonism was also
evident in BALB/C mouse brain dihydroxyphenylacetic acid. The results suggest
genotypic‐dependent behavioral and cerebral effects by the drugs studied. The
antagonism between amantadine and chlorpromazine on brain amines may explain
the therapeutic efficacy of amantadine in modulating chlorpromazine‐induced
extrapyramidal disorders.
https://www.ncbi.nlm.nih.gov/pubmed/4087179
J Pharm Sci. 1985 Nov;74(11):1188‐91.
Influence of chlorpromazine on the accumulation of 5‐hydroxytryptamine by
interaction with ATP.
Abstract
5‐Hydroxytryptamine accumulates at pH 6.0 when ATP is present on one side of an
artificial lipoidal barrier. In the presence of chlorpromazine, the diffusion of ATP
through the barrier and a decrease in the accumulation of serotonin can be noted.
The diffusion rate constants of ATP and serotonin are related to the concentration of
chlorpromazine.
Note ‐ ATP is a major carrier for electron energy for most parts of our bodies
metabolism.
https://www.ncbi.nlm.nih.gov/pubmed/1680711
Eur J Pharmacol. 1991 May 30;198(1):101‐4.
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Chlorpromazine and related phenothiazines inhibit the ATP‐sensitive K+ channel.
Abstract
Whole‐cell, current clamp, single channel recordings and 86Rb+ flux techniques were
used to show that phenothiazines inhibit ATP‐sensitive K+ channels (KATP) in HIT‐
T15 beta‐cells. Chlorpromazine inhibition was observed when KATP channels were
activated by ATP depletion or by direct treatment with a classical KATP channel
opener, diazoxide. The order of potency of the phenothiazines tested was
chlorpromazine greater than triflupromazine greater than fluphenazine greater than
trifluopromazine with IC50 values of 1, 4, 6 and 20 microM, respectively. The
inhibition was reversible.
https://www.ncbi.nlm.nih.gov/pubmed/23175273
Hepatology. 2013 Apr;57(4):1518‐29. doi: 10.1002/hep.26160. Epub 2013 Mar 4.
Oxidative stress plays a major role in chlorpromazine‐induced cholestasis in human
HepaRG cells.
Cholestasis is a condition caused by rapidly developing (acute) or long‐term (chronic)
interruption in the excretion of bile (a digestive fluid that helps the body process fat).
https://www.ncbi.nlm.nih.gov/pubmed/2101062
Braz J Med Biol Res. 1990;23(10):969‐73.
Effects of chronic treatment with high doses of chlorpromazine on ATP and ADP
hydrolysis by synaptosomal fractions from the rat caudate nucleus.
Abstract
Several studies have indicated that chlorpromazine and its metabolites affect ATP
hydrolysis by brain and liver plasma membranes in vitro. The present report
examines whether chronic treatment (12 days) with high doses of chlorpromazine
(10 and 40 mg/kg) could affect ATP and ADP hydrolysis by synaptosomal fractions
from the rat caudate nucleus. Both doses of chlorpromazine caused significant and
parallel decreases (23 to 31%) in the ATP and ADP hydrolysis. The parallelism
between the effects of chlorpromazine on ATP and ADP hydrolysis suggests the
participation of a single enzyme (ATP diphosphohydrolase) in nucleotide hydrolysis.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1573882/
The antipsychotic drug chlorpromazine inhibits HERG potassium channels.
Note ‐ This ion channel (sometimes simply denoted as 'hERG') is best known for its
contribution to the electrical activity of the heart: the hERG channel mediates the
repolarizing IKr current in the cardiac action potential, which helps coordinate the
heart's beating.
When this channel's ability to conduct electrical current across the cell membrane is
inhibited or compromised, either by application of drugs or by rare mutations in
some families, it can result in a potentially fatal disorder called long QT syndrome.
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Conversely, genetic mutations that increase the current through these channels can
lead to the related inherited heart rhythm disorder Short QT syndrome. A number of
clinically successful drugs in the market have had the tendency to inhibit hERG,
lengthening the QT and potentially leading to a fatal irregularity of the heartbeat (a
ventricular tachyarrhythmia called torsades de pointes). This has made hERG
inhibition an important antitarget that must be avoided during drug development.
https://www.ncbi.nlm.nih.gov/pubmed/23913027
Drug Metab Dispos. 2013 Oct;41(10):1835‐42. doi: 10.1124/dmd.113.052415. Epub
2013 Aug 2.
Transcriptomic hepatotoxicity signature of chlorpromazine after short‐ and long‐
term exposure in primary human sandwich cultures.
Abstract
Drug‐induced liver injury is the most frequent reason for market withdrawal of
approved drugs, and is difficult to predict in animal models. Here, we analyzed
transcriptomic data derived from short‐ and long‐term cultured primary human
hepatocytes (PHH) exposed to the well known human hepatotoxin chlorpromazine
(CPZ). Samples were collected from five PHH cultures after short‐term (1 and 3 days)
and long‐term (14 days) repeat daily treatment with 0.1 or 0.2 µM CPZ,
corresponding to C(max). Two PHH cultures were additionally treated with 1 µM
CPZ, and the three others with 0.02 µM CPZ. Differences in the total number of gene
changes were seen between donors and throughout treatment. Specific
transcriptomic hepatotoxicity signatures were created for CPZ and consisted of
inflammation/hepatitis, cholestasis, and liver proliferation in all five donors, as well
as fibrosis and steatosis, which were observed in four of five donors. Necrosis was
present in three of five donors, and an indicative signature of cirrhosis was observed
after long‐term 14‐day repeat treatment, also in three of five donors. The inter‐
donor variability in the inflammatory response to CPZ treatment was associated with
variability in the strength of the response of the transcriptomic hepatotoxicity
signatures, suggesting that features of inflammation could be related to the
idiosyncratic hepatotoxic effects of CPZ in humans.
https://jamanetwork.com/journals/jamaophthalmology/article‐abstract/627974
Ocular Changes Associated With Long‐Term Chlorpromazine Therapy
Abstract
This paper reports characteristic granular changes found in the lens and cornea of
patients who had received high dosages of chlorpromazine for a prolonged period of
time. These changes were noted in 49 of 131 patients, some of whom had received
chlorpromazine for as long as nine years.
Numerous annoying and sometimes harmful side reactions involving many of the
body systems have been reported on relative shortterm therapy.1‐4 Long‐term
effects have been reported only recently.5,6 Greiner and Berry described a
violaceous, metallic discoloration of the skin of the exposed areas of the face, neck
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and hands in 70 patients.7 In 12 of the most severely affected individuals they also
noticed grossly visible granular deposits in the posterior cornea and the anterior lens
https://onlinelibrary.wiley.com/doi/abs/10.1111/j.1471‐4159.1987.tb03389.x
Acute and Long‐Term Effects of Chlorpromazine on Glutamine Synthetase and
Glutaminase in Rat Brain
Abstract
Abstract: The effect of administration of chlorpromazine on the activity of glutamine
synthetase and glutaminase and the content of glutamate and γ‐aminobutyric acid
(GABA) in different regions of rat brain was studied in an investigation of the
possible role of these amino acids in the lowering of the seizure threshold following
prolonged administration of chlorpromazine. Chlorpromazine was administered at a
dose of 20 mg/kg of body weight s.c. For the acute study, the animals were killed 20
min after a single injection. For the long‐term study, the animals were treated every
day with the same dose for 21 days and were killed 20 min after the last injection.
The results showed an increase in glutamate level in each brain region investigated
following long‐term administration, but only in the cerebral cortex after a single
dose. GABA levels showed an increase in the brainstem only in acute experiments.
Glutamine synthetase activity was increased in all three regions after a single dose
and only in cerebral cortex after long‐term administration. Glutaminase activity
showed a decrease in cerebral cortex only after long‐term administration of the
drug. These results suggest the possible occurrence of a state of increased
excitability in the brain as a result of long‐term administration of chlorpromazine,
thus contributing to the known complication of seizures.
https://onlinelibrary.wiley.com/doi/abs/10.1111/j.1600‐0447.1976.tb00053.x
DEPOSITS IN THE LENS AND CORNEA OF THE EYE DURING LONG‐TERM
CHLORPROMAZINE MEDICATION
Abstract
Thirty patients on long‐term treatment with chlorpromazine in moderate doses
showed deposits in the lens, and the majority of the patients also showed deposits in
the cornea.
These deposits did not increase in the 13 patients who continued on chlorpromazine
during an observation period of 31/2 years. Thus, when chlorpromazine is used in
moderate doses, the deposits in the eyes seem to increase only up to a certain
extent.
Twelve patients who were switched over to thioridazine showed no change in the
deposition in the lens and cornea after the observation period, indicating that the
deposits are irreversible.
After the observation period visual acuity had deteriorated somewhat in the material
as a whole, presumably because of advancing age, not because of the deposits.
The risk of using chlorpromazine in moderate dosage is slight.
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Side effects
Common side effects include movement problems, sleepiness, dry mouth, low blood
pressure upon standing, and increased weight. Serious side effects may include the
potentially permanent movement disorder tardive dyskinesia, neuroleptic malignant
syndrome, and low white blood cell levels. Chlorpromazine is in the typical
antipsychotic class. Its mechanism of action is not entirely clear but believed to be
related to its ability as a dopamine antagonist. It also has anti‐serotonergic and
antihistaminergic properties. Wiki
https://www.ehealthme.com/drug/chlorpromazine‐hydrochloride/side‐effects/
Most common side effects over time : (Subjective reports from patients)
< 1 month:
Bradycardia (abnormally slow heart action)
Sopor (sleep)
Hepatitis fulminant (life‐threatening condition defined by significantly impaired liver
function)
Altered state of consciousness (altered state of mind)
Anxiety
Atonic seizures (minor type of seizure)
Blood creatine increased
Chronic kidney disease
Drug‐induced liver injury (diseases of the liver that are caused by physician‐
prescribed medications)
1 ‐ 6 months:
Abdominal pain
Aggression
Alanine aminotransferase increased
Anger
Cerebral infarction (less blood supply to brain resulting tissue damage)
Coma (state of unconsciousness lasting more than six hours)
Gastrointestinal haemorrhage (bleeding gastrointestinal tract)
Hyperglycaemia (high blood sugar)
1.29% reported anxiety as a side effect.
Drug Insert information
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=b028fb3d‐2939‐4197‐
b31c‐ac327f9593ec&audience=consumer
Chlorpromazine has strong antiadrenergic and weaker peripheral anticholinergic
activity; ganglionic blocking action is relatively slight. It also possesses slight
antihistaminic and antiserotonin activity. (research strongly disagrees).
For the short‐term treatment of hyperactive children.
May Cause;
Tardive Dyskinesia
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Given the likelihood that some patients exposed chronically to antipsychotics will
develop tardive dyskinesia, it is advised that all patients in whom chronic use is
contemplated be given, if possible, full information about this risk.
Neuroleptic Malignant Syndrome (NMS)
A potentially fatal symptom complex sometimes referred to as Neuroleptic
Malignant Syndrome (NMS) has been reported in association with antipsychotic
drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered
mental status and evidence of autonomic instability (irregular pulse or blood
pressure, tachycardia, diaphoresis, and cardiac dysrhythmias).
Leukopenia, Neutropenia and Agranulocytosis
In clinical trial and postmarketing experience, events of leukopenia/neutropenia and
agranulocytosis have been reported related to antipsychotic agents. (low white
blood cell count)
Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic
administration. Tissue culture experiments indicate that approximately 1/3 of human
breast cancers are prolactin‐dependent
Chlorpromazine diminishes the effect of oral anticoagulants.
Concomitant administration with propranolol results in increased plasma levels of
both drugs.
Long‐Term Therapy
To lessen the likelihood of adverse reactions related to cumulative drug effect,
patients with a history of long‐term therapy with chlorpromazine and/or other
antipsychotics should be evaluated periodically to decide whether the maintenance
dosage could be lowered or drug therapy discontinued.
Abrupt Withdrawal
Like other phenothiazines, chlorpromazine is not known to cause psychic
dependence and does not produce tolerance or addiction. There may be, however,
following abrupt withdrawal of high‐dose therapy, some symptoms resembling those
of physical dependence such as gastritis, nausea and vomiting, dizziness and
tremulousness. These symptoms can usually be avoided or reduced by gradual
reduction of the dosage or by continuing concomitant anti‐parkinsonism agents for
several weeks after chlorpromazine is withdrawn.
Watch for jaundice, low white blood cell count, EKG Changes (Q and T wave
distortions) (Note: Sudden death, apparently due to cardiac arrest, has been
reported.), Motor Restlessness, Pseudo‐parkinsonism,
Special Considerations In Long‐Term Therapy
Skin pigmentation and ocular changes have occurred in some patients taking
substantial doses of chlorpromazine for prolonged periods.
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Ocular Changes
Ocular changes have occurred more frequently than skin pigmentation and have
been observed both in pigmented and nonpigmented patients receiving
chlorpromazine usually for 2 years or more in dosages of 300 mg daily and higher.
Eye changes are characterized by deposition of fine particulate matter in the lens
and cornea.
Psychotic Disorders
Increase dosage gradually until symptoms are controlled. Maximum improvement
may not be seen for weeks or even months. Continue optimum dosage for 2 weeks;
then gradually reduce dosage to the lowest effective maintenance level.
These two articles are interesting with them indicating that withdrawal from
chlorpromazine produces around 3 weeks of withdrawal symptoms. with abrupt
stopping of the usage. Most scientific data indicates only those on more than 600
mg/day experience withdrawal. Having said that I would say it may be prudent to
taper over a 3 weeks period and withdrawal should be minimal or absent.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1311360/pdf/jaba00105‐0005.pdf
WITHDRAWAL OF CHRONIC CHLORPROMAZINE MEDICATION: AN EXPERIMENTAL
ANALYSIS
https://journals.sagepub.com/doi/pdf/10.1177/070674376601100507
ABRUPT WITHDRAWAL OF CHLORPROMAZINE AND
THIORIDAZINE FROM SCHIZOPHRENIC IN‐PATIENTS

• Esketamine
https://www.mynews13.com/fl/orlando/ap‐top‐news/2019/03/06/trippy‐ketamine‐
like‐drug‐approved‐for‐severe‐depression
FDA approves Esketamine.
Drug insert ‐
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=d81a6a79‐a74a‐44b7‐
822c‐0dfa3036eaed
Because of the risks of serious adverse outcomes resulting from sedation,
dissociation, and abuse and misuse, SPRAVATO is only available through a restricted
program under a Risk Evaluation and Mitigation Strategy (REMS) called the
SPRAVATO REMS
After dosing with SPRAVATO, reassess blood pressure at approximately 40 minutes
(which corresponds with the Cmax) and subsequently as clinically warranted.
If blood pressure is decreasing and the patient appears clinically stable for at least
two hours, the patient may be discharged at the end of the post‐dose monitoring
period; if not, continue to monitor.
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Because some patients may experience nausea and vomiting after administration of
SPRAVATO advise patients to avoid food for at least 2 hours before administration
and to avoid drinking liquids at least 30 minutes prior to administration.
Nasal Spray: 28 mg of esketamine per device. Each nasal spray device delivers two
sprays containing a total of 28 mg esketamine.
5.10 Embryo‐fetal Toxicity
Based on published findings from pregnant animals treated with ketamine, the
racemic mixture of arketamine and esketamine, SPRAVATO may cause fetal harm
when administered to pregnant women.
7.1 Central Nervous System Depressants
Concomitant use with CNS depressants (e.g., benzodiazepines, opioids, alcohol) may
increase sedation. Closely monitor for sedation with concomitant use of SPRAVATO
with CNS depressants.
7.2 Psychostimulants
Concomitant use with psychostimulants (e.g., amphetamines, methylphenidate,
modafanil, armodafinil) may increase blood pressure. Closely monitor blood
pressure with concomitant use of SPRAVATO with psychostimulants.
SPRAVATO contains esketamine hydrochloride, the (S)‐enantiomer of ketamine and
a Schedule III controlled substance under the Controlled Substances Act.
9.3 Dependence
Physical dependence has been reported with prolonged use of ketamine. Physical
dependence is a state that develops as a result of physiological adaptation in
response to repeated drug use, manifested by withdrawal signs and symptoms after
abrupt discontinuation or significant dosage reduction of a drug.
A large increase in heart rate (i.e. >10 bpm) was observed in both intranasal and
intravenous esketamine treatment groups.
The time to reach maximum esketamine plasma concentration is 20 to 40 minutes
after the last nasal spray of a treatment session.
After Cmax was reached following intranasal administration, the decline in plasma
esketamine concentrations was biphasic, with rapid decline for the initial 2 to 4
hours and a mean terminal half‐life (t1/2) that ranged from 7 to 12 hours.
Esketamine is primarily metabolized to noresketamine metabolite via cytochrome
P450 (CYP) enzymes CYP2B6 and CYP3A4 and to a lesser extent CYP2C9 and
CYP2C19.
https://www.ncbi.nlm...pubmed/28759464
We successfully modeled the inhalation of nebulized esketamine in healthy
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volunteers. Nebulized esketamine is inhaled with a substantial reduction in
bioavailability. Although the reduction in dose‐independent bioavailability is best
explained by retention of drug and particle exhalation, the reduction in dose‐
dependent bioavailability is probably due to sedation‐related loss of drug into the
air.
https://www.ncbi.nlm...pubmed/26707087
The most common treatment‐emergent adverse events were headache, nausea, and
dissociation; the last‐mentioned was transient and did not persist beyond 4 hours
from the start of the esketamine infusion.
A rapid onset of robust antidepressant effects was observed in patients with TRD
after a 40‐minute IV infusion of either .20 mg/kg or .40 mg/kg of esketamine. The
lower dose may allow for better tolerability while maintaining efficacy.
https://www.ncbi.nlm...pubmed/28790825
Therapeutic response and remission frequencies were seen in 16 (59.3%) and 11
(40.7%) patients, respectively, within 24 hours following drug infusion. The most
relevant side effect observed during the esketamine infusion was dissociative
symptoms ranging from mild to severe, which was reported by 11.1% of patients as a
very disturbing experience.
The present study demonstrates that rapid infusion of esketamine is possibly not the
optimal choice to administer this drug for treatment‐resistant depression due to
tolerability reasons.
https://www.ncbi.nlm...pubmed/29656663
Between‐group reductions in clinician global judgment of suicide risk scores were
not statistically different at any time point. The most common adverse events among
participants in the esketamine group were nausea, dizziness, dissociation,
unpleasant taste, and headache.
These preliminary findings indicate that intranasal esketamine compared with
placebo, given in addition to comprehensive standard‐of‐care treatment, may result
in significantly rapid improvement in depressive symptoms, including some
measures of suicidal ideation, among depressed patients at imminent risk for
suicide.
https://www.ncbi.nlm...les/PMC5869899/
Esketamine was associated with cognitive performance decline, and greater effort
was required to complete the test battery versus placebo at 40 min postdose, which
returned to placebo‐comparable levels by 2 h postdose.
https://www.ncbi.nlm...les/PMC5838571/
Three of 56 (5%) esketamine‐treated participants during the double‐blind phase vs
none receiving placebo and 1 of 57 participants (2%) during the open‐label phase
had adverse events that led to study discontinuation (1 event each of syncope,
headache, dissociative syndrome, and ectopic pregnancy).
https://www.fda.gov/...e/UCM631429.pdf
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Slide presentation from the Feb. 12 approval meeting.
https://www.forbes.c...n/#71fa966e3e03
As much as people with treatment‐related depression need better options, the
clinical trials on esketamine have not been uniformly positive. In a memo to the FDA
advisory committee that voted to approve esketamine 14‐2 with one abstaining on
February 12, Tiffany R. Farchione, acting director of the FDA’s Division of Psychiatry
Products, noted that the phase‐3 clinical trial evidence supporting approval of
esketamine came from one short‐term study with a flexible dose and a randomized
withdrawal study, when most approved antidepressants have at least two positive
short‐term trials. Another short‐term study with designated doses did not
demonstrate that esketamine helped patients more than a placebo.

• Ketamine
Ketamine as a treatment for chronic depression
I (Lovey) suffered from chronic, clinical severe depression for over 20 years. I tried
many many different prescription medications and combinations in conjunction with
counseling. I have seen at least a dozen different counselors in my life, maybe more.
A few were actually very good and helped me a lot. Many were not, which was very
frustrating but all part of the process.
This post is about what finally broke the darkness for me. It was getting Ketamine
treatments. It was true Ketamine, not esketamine as I may have previously
reported. I contacted my Doctor and I remember he called the drug Ketalar which is
the manufacturer’s name for Ketamine. according to my Doctor, and corroborated
by my experience, in order for Ketamine to be effective, it should be administered 3
times a week for two consecutive weeks, for a total of 6 initial visits. Subsequently,
it would be administered as needed. For me, and for many, that was once every 5‐6
weeks. I received the ketamine through IV infusions, while being monitored in the
doctor’s office. They monitored my pulse ox, and heart rate. I was given an anti
nausea medication beforehand as well as it can cause nausea in many people. The
treatment lasts about an hour, and you absolutely cannot drive yourself afterward.
The IV drip takes about 45 minutes and then it takes another 15 minutes to “come
down”. Another method is to use a nebulizer and the time table is the same. It is
almost as effective and significantly less expensive. The head trip is slightly less
severe but the results (arresting the depression and getting rid of it) are 90‐95% as
effective, in my personal experience. After treating like this for about 4 months, I
was given the option of using a nasal spray compound at home. Now that I had
become familiar with the way the drug feels and the way I responded to it, this
option was given to me and it worked out very well. I would use this 1‐2 times per
week. I used this method for about 7‐8 months. Then I reached a point where I no
longer felt the need for ketamine. It is a very very strong medication and I was no
longer in the throes of severe depression so I ascertained that I no longer needed it.
I have since been weaning off of my anti‐depressants and am happy to report that I
am not clinically depressed, as evaluated by myself and by my psychiatrist. I am still
in need of counseling and support but the unmanageable, dark, paralyzing,
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debilitating depression is truly gone! It is a miracle drug. It has been for me. I am
writing this to help anyone out there who may be struggling and maybe feel like they
are at the end of their rope. I believe that if used in the way I described, ESPECIALLY
AND SPECIFICALLY DOING 6 TREATMENTS IN 2 WEEKS, it can be a real game changer.
I don’t think it is nearly as effective doing it here and there. I hope this helps
someone. Please feel free to message me for more specific questions. I will try to
answer on this thread as well.
Lovey ‐ After the Ketamine treatments, I am no longer clinically depressed, and now I
am weaning from heavier meds. I've come a very long way.

• Anticholinergic drugs
Vin ‐ Also, There is a new study that was published in JAMA recently regarding the
link between long‐term usage of anticholinergic drugs and an up to 50% greater
risk for dementia. For those who do not know, "Anticholinergic" drugs work by
blocking the effects of acetylcholine, a substance that transmits messages in the
nervous system. Benzodiazepine antidepressants (most notably for me,
Xanax/Alprazolam), are the anticholinergic drugs that seems to have the greatest
increased risk (30%‐50% greater risk). And, although SSRIs & SNRIs like
Cymbalta/Duloxetine are not part of this study because they have "low" or "minimal"
anticholinergic effects ‐ that doesn't mean they has zero anticholinergic impact. In
fact, one piece of journal literature I read explains that Effexor and Wellbutrin has
even lower anticholinergic impact than Cymbalta/Duloxetine.
CNN.com featured this as a news item yesterday: the link is:
https://www.cnn.com/...tudy/index.html
If you read the article, keep in mind one important point ‐ just because study findings
cannot be represented as "causal" doesn't mean they aren't indeed causal. In fact, in
my opinion, they most likely are causal ‐ they just cannot be presented as such,
because the studies are observational in nature in a uncontrolled setting ‐ where
many other mitigating factors could, in theory, have some causal impact. The
medical research community rarely provides proof of causation in their studies ‐ it
just isn't possible and/or practical in the world we live in. However .... we, as actual
patients, should err on the side of extreme caution and assume causation as a likely
occurrence.
This research adds important insight into the likely ramifications of these reckless
medicines. We shouldn't choose to conveniently ignore what the research is trying to
telling us ‐ it is there to educate us, protect us and give us the power to make more
informed decisions. It is trying to tell us what Pharmaceutical companies will not ‐
that these drugs are dangerous and reckless, and should only be a "last resort" for
those whose depression is super‐extreme (e.g., psychosis, suicidal tendencies), or
possibly, if you feel you've reached the very end of your rope in terms of
hopelessness. But, I feel strongly these drugs are not for the rest of us....
FH ‐ The full article is at...
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https://www.ncbi.nlm...les/PMC2697587/
FH ‐ Anyone interested in this subject should read...
https://mentalhealth...ticholinergics/
It is a very good overview of what medicines have this effect and why.
This is a list of anticholinergic drugs and its relative risk.
https://ephor.nl/wp‐...ergic‐drugs.pdf
FH ‐ An anticholinergic agent is a substance that blocks the neurotransmitter
acetylcholine in the central and the peripheral nervous system. (Wiki)
So the strength of a compounds anticholinergic acidity is based on its affinity for the
acetylcholine receptors.
"Duloxetine has no significant affinity for dopaminergic, cholinergic, histaminergic,
opioid, glutamate, and GABA reuptake transporters, however, and can therefore be
considered to be a selective reuptake inhibitor at the 5‐HT and NE transporters."
Stahl SM, Grady MM, Moret C, Briley M (September 2005). "SNRIs: their
pharmacology, clinical efficacy, and tolerability in comparison with other classes of
antidepressants". CNS Spectrums. 10 (9): 732–47. doi:10.1017/s1092852900019726.
PMID 16142213.
Bymaster FP, Lee TC, Knadler MP, Detke MJ, Iyengar S (2005). "The dual transporter
inhibitor duloxetine: a review of its preclinical pharmacology, pharmacokinetic
profile, and clinical results in depression". Current Pharmaceutical Design. 11 (12):
1475–93.

• Lexapro (Escitalopram)
IUN ‐ just found an FDA guide for taking Lexapro;
https://ibb.co/F0X86Vc
(original found at https://www.accessda...65s024MedG.pdf)
"If you take Lexapro, you should not take any other medicines that contain
escitalopram oxalate or citalopram hydrobromide including: Celexa."
FH ‐ https://www.drugs.co...=679‐0,1013‐565
Interactions between your drugs
Major
citalopram escitalopram
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Applies to: citalopram, Lexapro (escitalopram)
In addition, combining these medications can increase the risk of an irregular heart
rhythm that may be serious and potentially life‐threatening, although it is a relatively
rare side effect. You may be more susceptible if you have a heart condition called
congenital long QT syndrome, other cardiac diseases, conduction abnormalities, or
electrolyte disturbances (for example, magnesium or potassium loss due to severe or
prolonged diarrhea or vomiting). Talk to your doctor if you have any questions or
concerns. Your doctor may already be aware of the risks, but has determined that
this is the best course of treatment for you and has taken appropriate precautions
and is monitoring you closely for any potential complications. You should seek
immediate medical attention if you develop sudden dizziness, lightheadedness,
fainting, shortness of breath, or heart palpitations during treatment with these
medications, whether together or alone.

• Flecainide
Flecainide is a medication used to prevent and treat abnormally fast heart rates. This
includes ventricular and supraventricular tachycardias. Its use is only recommended
in those with dangerous arrhythmias or when significant symptoms cannot be
managed with other treatments. Its use does not decrease a person's risk of death. It
is taken by mouth or injection into a vein.
Common side effects include dizziness, problems seeing, shortness of breath, chest
pain, and tiredness. Serious side effects may include cardiac arrest, arrhythmias, and
heart failure. Use is not recommended in those with structural heart disease or
ischemic heart disease. Flecainide is a class Ic antiarrhythmic agent. It works by
decreasing the entry of sodium in heart cells, causing prolongation of the cardiac
action potential.
Flecainide was approved for medical use in the United States in 1985. It is available
as a generic medication. In 2016 it was the 273rd most prescribed medication in the
United States with more than a million prescriptions. Wiki
Note ‐ I literally found around 100 medical research articles documenting its
effectiveness for atrial fibrillation (commonly called A‐fib).

• Mirtazapine
Mirtazapine is a potent antagonist of 5‐HT2 and 5‐HT3 receptors (Serotonin
receptors). Mirtazapine has no significant affinity for the 5‐HT1A and 5‐HT1B
receptors.
Mirtazapine is a potent antagonist of histamine (H1) receptors, a property that may
explain its prominent sedative effects.
Mirtazapine is a moderate peripheral α1–adrenergic antagonist, a property that may
explain the occasional orthostatic hypotension reported in association with its use.
Mirtazapine is a moderate antagonist at muscarinic receptors, a property that may
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explain the relatively low incidence of anticholinergic side effects associated with its
use.
REMERON (mirtazapine) Tablets are rapidly and completely absorbed following oral
administration and have a half‐life of about 20 to 40 hours.
Agranulocytosis
In premarketing clinical trials, 2 (1 with Sjögren's Syndrome) out of 2796 patients
treated with REMERON (mirtazapine) Tablets developed agranulocytosis [absolute
neutrophil count (ANC) <500/mm3 with associated signs and symptoms, e.g., fever,
infection, etc.] and a third patient developed severe neutropenia (ANC <500/mm3
without any associated symptoms). For these 3 patients, onset of severe
neutropenia was detected on days 61, 9, and 14 of treatment, respectively. All 3
patients recovered after REMERON was stopped. These 3 cases yield a crude
incidence of severe neutropenia (with or without associated infection) of
approximately 1.1 per thousand patients exposed, with a very wide 95% confidence
interval, i.e., 2.2 cases per 10,000 to 3.1 cases per 1000. If a patient develops a sore
throat, fever, stomatitis, or other signs of infection, along with a low WBC count,
treatment with REMERON should be discontinued and the patient should be closely
monitored.
QT Prolongation and Torsades de Pointes
The effect of REMERON (mirtazapine) on QTc interval was assessed in a clinical
randomized trial with placebo and positive (moxifloxacin) controls involving 54
healthy volunteers using exposure response analysis. This trial showed a positive
relationship between mirtazapine concentrations and prolongation of the QTc
interval.
Discontinuation Symptoms
There have been reports of adverse reactions upon the discontinuation of REMERON
(mirtazapine) Tablets (particularly when abrupt), including but not limited to the
following: dizziness, abnormal dreams, sensory disturbances (including paresthesia
and electric shock sensations), agitation, anxiety, fatigue, confusion, headache,
tremor, nausea, vomiting, and sweating, or other symptoms which may be of clinical
significance. The majority of the reported cases are mild and self‐limiting. Even
though these have been reported as adverse reactions, it should be realized that
these symptoms may be related to underlying disease.
Patients currently taking REMERON should NOT discontinue treatment abruptly, due
to risk of discontinuation symptoms. At the time that a medical decision is made to
discontinue treatment with REMERON, a gradual reduction in the dose, rather than
an abrupt cessation, is recommended.
Akathisia/Psychomotor Restlessness
The use of antidepressants has been associated with the development of akathisia,

355

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

characterized by a subjectively unpleasant or distressing restlessness and need to
move, often accompanied by an inability to sit or stand still. This is most likely to
occur within the first few weeks of treatment. In patients who develop these
symptoms, increasing the dose may be detrimental.
Hyponatremia
Hyponatremia has been reported very rarely with the use of mirtazapine. Caution
should be exercised in patients at risk, such as elderly patients or patients
concomitantly treated with medications known to cause hyponatremia.
Somnolence
In US controlled studies, somnolence was reported in 54% of patients treated with
REMERON (mirtazapine) Tablets, compared to 18% for placebo and 60% for
amitriptyline. In these studies, somnolence resulted in discontinuation for 10.4% of
REMERON‐treated patients, compared to 2.2% for placebo. It is unclear whether or
not tolerance develops to the somnolent effects of REMERON. Because of the
potentially significant effects of REMERON on impairment of performance, patients
should be cautioned about engaging in activities requiring alertness until they have
been able to assess the drug's effect on their own psychomotor performance (see
PRECAUTIONS: Information for Patients).
Dizziness
In US controlled studies, dizziness was reported in 7% of patients treated with
REMERON, compared to 3% for placebo and 14% for amitriptyline. It is unclear
whether or not tolerance develops to the dizziness observed in association with the
use of REMERON.
Increased Appetite/Weight Gain
In US controlled studies, appetite increase was reported in 17% of patients treated
with REMERON, compared to 2% for placebo and 6% for amitriptyline. In these same
trials, weight gain of ≥7% of body weight was reported in 7.5% of patients treated
with mirtazapine, compared to 0% for placebo and 5.9% for amitriptyline. In a pool
of premarketing US studies, including many patients for long‐term, open‐label
treatment, 8% of patients receiving REMERON discontinued for weight gain. In an 8‐
week‐long pediatric clinical trial of doses between 15 to 45 mg/day, 49% of
REMERON‐treated patients had a weight gain of at least 7%, compared to 5.7% of
placebo‐treated patients (see PRECAUTIONS: Pediatric Use).
Cholesterol/Triglycerides
In US controlled studies, nonfasting cholesterol increases to ≥20% above the upper
limits of normal were observed in 15% of patients treated with REMERON, compared
to 7% for placebo and 8% for amitriptyline. In these same studies, nonfasting
triglyceride increases to ≥500 mg/dL were observed in 6% of patients treated with
mirtazapine, compared to 3% for placebo and 3% for amitriptyline.

356

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

Transaminase Elevations
Clinically significant ALT (SGPT) elevations (≥3 times the upper limit of the normal
range) were observed in 2.0% (8/424) of patients exposed to REMERON in a pool of
short‐term US controlled trials, compared to 0.3% (1/328) of placebo patients and
2.0% (3/181) of amitriptyline patients. Most of these patients with ALT increases did
not develop signs or symptoms associated with compromised liver function. While
some patients were discontinued for the ALT increases, in other cases, the enzyme
levels returned to normal despite continued REMERON treatment. REMERON should
be used with caution in patients with impaired hepatic function (see CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION).
Activation of Mania/Hypomania
Mania/hypomania occurred in approximately 0.2% (3/1299 patients) of REMERON‐
treated patients in US studies. Although the incidence of mania/hypomania was very
low during treatment with mirtazapine, it should be used carefully in patients with a
history of mania/hypomania.
Seizure
In premarketing clinical trials, only 1 seizure was reported among the 2796 US and
non‐US patients treated with REMERON. However, no controlled studies have been
carried out in patients with a history of seizures. Therefore, care should be exercised
when mirtazapine is used in these patients.
Interference with Cognitive and Motor Performance
REMERON may impair judgment, thinking, and particularly, motor skills, because of
its prominent sedative effect. The drowsiness associated with mirtazapine use may
impair a patient's ability to drive, use machines, or perform tasks that require
alertness. Thus, patients should be cautioned about engaging in hazardous activities
until they are reasonably certain that REMERON therapy does not adversely affect
their ability to engage in such activities.
In the tabulations that follow, reported adverse events were classified using a
standard COSTART‐based dictionary terminology. The frequencies presented,
therefore, represent the proportion of the 2796 patients exposed to multiple doses
of REMERON who experienced an event of the type cited on at least 1 occasion while
receiving REMERON. All reported events are included except those already listed in
Table 4, those adverse experiences subsumed under COSTART terms that are either
overly general or excessively specific so as to be uninformative, and those events for
which a drug cause was very remote.
It is important to emphasize that, although the events reported occurred during
treatment with REMERON, they were not necessarily caused by it.
Events are further categorized by body system and listed in order of decreasing
frequency according to the following definitions: frequent adverse events are those
occurring on 1 or more occasions in at least 1/100 patients; infrequent adverse
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events are those occurring in 1/100 to 1/1000 patients; rare events are those
occurring in fewer than 1/1000 patients. Only those events not already listed in
Table 4 appear in this listing. Events of major clinical importance are also described
in the WARNINGS and PRECAUTIONS sections.
Body as a Whole: frequent: malaise, abdominal pain, abdominal syndrome acute;
infrequent: chills, fever, face edema, ulcer, photosensitivity reaction, neck rigidity,
neck pain, abdomen enlarged; rare: cellulitis, chest pain substernal.
Cardiovascular System: frequent: hypertension, vasodilatation; infrequent: angina
pectoris, myocardial infarction, bradycardia, ventricular extrasystoles, syncope,
migraine, hypotension; rare: atrial arrhythmia, bigeminy, vascular headache,
pulmonary embolus, cerebral ischemia, cardiomegaly, phlebitis, left heart failure.
Digestive System: frequent: vomiting, anorexia; infrequent: eructation, glossitis,
cholecystitis, nausea and vomiting, gum hemorrhage, stomatitis, colitis, liver
function tests abnormal; rare: tongue discoloration, ulcerative stomatitis, salivary
gland enlargement, increased salivation, intestinal obstruction, pancreatitis,
aphthous stomatitis, cirrhosis of liver, gastritis, gastroenteritis, oral moniliasis,
tongue edema.
Endocrine System: rare: goiter, hypothyroidism.
Hemic and Lymphatic System: rare: lymphadenopathy, leukopenia, petechia,
anemia, thrombocytopenia, lymphocytosis, pancytopenia.
Metabolic and Nutritional Disorders: frequent: thirst; infrequent: dehydration,
weight loss; rare: gout, SGOT increased, healing abnormal, acid phosphatase
increased, SGPT increased, diabetes mellitus, hyponatremia.
Musculoskeletal System: frequent: myasthenia, arthralgia; infrequent: arthritis,
tenosynovitis; rare: pathologic fracture, osteoporosis fracture, bone pain, myositis,
tendon rupture, arthrosis, bursitis.
Nervous System: frequent: hypesthesia, apathy, depression, hypokinesia, vertigo,
twitching, agitation, anxiety, amnesia, hyperkinesia, paresthesia; infrequent: ataxia,
delirium, delusions, depersonalization, dyskinesia, extrapyramidal syndrome, libido
increased, coordination abnormal, dysarthria, hallucinations, manic reaction,
neurosis, dystonia, hostility, reflexes increased, emotional lability, euphoria,
paranoid reaction; rare: aphasia, nystagmus, akathisia (psychomotor restlessness),
stupor, dementia, diplopia, drug dependence, paralysis, grand mal convulsion,
hypotonia, myoclonus, psychotic depression, withdrawal syndrome, serotonin
syndrome.
Respiratory System: frequent: cough increased, sinusitis; infrequent: epistaxis,
bronchitis, asthma, pneumonia; rare: asphyxia, laryngitis, pneumothorax, hiccup.
Skin and Appendages: frequent: pruritus, rash; infrequent: acne, exfoliative
dermatitis, dry skin, herpes simplex, alopecia; rare: urticaria, herpes zoster, skin
hypertrophy, seborrhea, skin ulcer.
Special Senses: infrequent: eye pain, abnormality of accommodation, conjunctivitis,
deafness, keratoconjunctivitis, lacrimation disorder, angle‐closure glaucoma,
hyperacusis, ear pain; rare: blepharitis, partial transitory deafness, otitis media, taste
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loss, parosmia.
Urogenital System: frequent: urinary tract infection; infrequent: kidney calculus,
cystitis, dysuria, urinary incontinence, urinary retention, vaginitis, hematuria, breast
pain, amenorrhea, dysmenorrhea, leukorrhea, impotence; rare: polyuria, urethritis,
metrorrhagia, menorrhagia, abnormal ejaculation, breast engorgement, breast
enlargement, urinary urgency.
Other Adverse Events Observed During Postmarketing Evaluation of REMERON
Adverse events reported since market introduction, which were temporally (but not
necessarily causally) related to mirtazapine therapy, include cases of the ventricular
arrhythmia Torsades de Pointes. In the majority of these cases, however,
concomitant drugs were implicated.
Cases of severe skin reactions, including Stevens‐Johnson syndrome, bullous
dermatitis, erythema multiforme and toxic epidermal necrolysis have also been
reported.
Increased creatine kinase blood levels and rhabdomyolysis have also been reported.

• Pepcid
Famotidine (Pepcid) is a histamine H2 receptor antagonist has no effect on the
cytochrome P450 enzyme system, and does not appear to interact with other drugs.
Wiki reference...
Humphries TJ, Merritt GJ (August 1999). "Review article: drug interactions with
agents used to treat acid‐related diseases". Aliment. Pharmacol. Ther. 13 (Suppl 3):
18–26

• Ritalin (Methylphenidate)
Methylphenidate, os a strong stimulant.
Methylphenidate primarily acts as a norepinephrine–dopamine reuptake inhibitor
(NDRI).
FH ‐ Ritalin is most active at modulating levels of dopamine (DA) and to a lesser
extent norepinephrine. Ritalin binds to and blocks dopamine transporters (DAT) and
norepinephrine transporters. Ritalin may inhibit the metabolism of coumarin
anticoagulants, certain anticonvulsants, and some antidepressants (tricyclic
antidepressants and selective serotonin reuptake inhibitors). Concomitant
administration may require dose adjustments, possibly assisted by monitoring of
plasma drug concentrations. There are several case reports of Ritalin inducing
serotonin syndrome with concomitant administration of antidepressants.
FH ‐ Ritalin (Methylphenidate) does not make you less sensitive to epinephrine and
norepinephrine. It actually increases them and acts as a stimulant.
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By increasing the effects of norepinephrine and dopamine, methylphenidate
increased the activity of the central nervous system and produced effects such as
increased alertness, combated fatigue, and improved attention. Common side
effects include trouble sleeping, anxiety, and weight loss. Norepinephrine is
converted to epinephrine (adrenaline).
Methylphenidate Hydrochloride Monograph for Professionals". Drugs.com. AHFS.
Archived from the original on 19 December 2018. Retrieved 19 December 2018.
Iversen L (January 2006). "Neurotransmitter transporters and their impact on the
development of psychopharmacology". British Journal of Pharmacology. 147 Suppl 1
(Suppl 1): S82–8. /wiki/Digital_object_identifier.

• Fluoxetine/Prozac
Drug interaction. Moderate
Applies to: Prozac (fluoxetine), Zyprexa (olanzapine)
Using OLANZapine together with FLUoxetine can increase the risk of an irregular
heart rhythm that may be serious and potentially life‐threatening, although it is a
relatively rare side effect. You may be more susceptible if you have a heart condition
called congenital long QT syndrome, other cardiac diseases, conduction
abnormalities, or electrolyte disturbances (for example, magnesium or potassium
loss due to severe or prolonged diarrhea or vomiting). Talk to your doctor if you have
any questions or concerns. Your doctor may already be aware of the risks, but has
determined that this is the best course of treatment for you and has taken
appropriate precautions and is monitoring you closely for any potential
complications. You should seek immediate medical attention if you develop sudden
dizziness, lightheadedness, fainting, shortness of breath, or heart palpitations during
treatment with these medications, whether together or alone. It is important to tell
your doctor about all other medications you use, including vitamins and herbs. Do
not stop using any medications without first talking to your doctor.

• Zyprexa (Olanzapine)
OLANZapine  QUEtiapine
Applies to: Zyprexa (olanzapine), Seroquel (quetiapine)
Using OLANZapine together with QUEtiapine may increase side effects such as
drowsiness, blurred vision, dry mouth, heat intolerance, flushing, decreased
sweating, difficulty urinating, abdominal cramping, constipation, irregular heartbeat,
confusion, and memory problems.
As I said before 3.9% report depression as a side effect of Zyprexa. In addition 5% of
those taking Seroquel report depression as a side effect. And those reporting
depression as a side effect for Zyprexa 18% were also taking Seroquel. Coincidence?
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Drug interaction ‐ see above.
https://www.ncbi.nlm...pubmed/28360793
https://www.ncbi.nlm...pubmed/17689164
https://www.ncbi.nlm.../pubmed/9298520
https://www.ncbi.nlm...pubmed/10917413
https://www.ncbi.nlm...pubmed/11221497
https://www.ncbi.nlm...pubmed/17213103

• Xyrem (Sodium Oxybate)
Sodium oxybate (Xyrem) is a prescription medication used to treat two symptoms of
narcolepsy: sudden muscle weakness and excessive daytime sleepiness
Sodium oxybate was approved for use by the FDA to treat symptoms of narcolepsy in
2002 with a strict risk evaluation and mitigation strategy (REMS) program mandated
by the FDA. The US label for sodium oxybate also has a black box warning because it
is a central nervous system depressant and may cause respiratory depression,
seizures, coma, or death, especially if used in combination with other CNS
depressants, such as alcohol and its use may cause dependence. In Canada and the
European Union (EU) it was classified as a Schedule III and a Schedule IV controlled
substance, respectively.
Between 1% and 10% of people experience nasal congestion, runny nose, or sore
throat, loss of appetite, distorted sense of taste, cataplexy, weakness, nervousness
or anxiety, depressed mood, nightmares or abnormal dreams, sleep paralysis,
sleepwalking, or other sleep disturbances including insomnia, sleepiness or sedation,
falls, vertigo, tremor, balance disorder, cognitive issues including disturbance in
attention, confusion or disorientation, numbed sense of touch, tingling, blurred
vision, heart palpitations, high blood pressure, shortness of breath, snoring,
vomiting, diarrhea, stomach pain, excessive sweating, rashes, joint pain, muscle pain,
back pain, muscle spasms, bedwetting, urinary incontinence, and swelling of the
limbs.
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=926eb076‐a4a8‐45e4‐
91ef‐411f0aa4f3ca
FDA drug insert
5.5 Depression and Suicidality
In adult clinical trials in patients with narcolepsy (n=781), there were two suicides
and two attempted suicides in patients treated with Xyrem, including three patients
with a previous history of depressive psychiatric disorder. Of the two suicides, one
patient used Xyrem in conjunction with other drugs. Xyrem was not involved in the
second suicide. Adverse reactions of depression were reported by 7% of 781 patients
treated with Xyrem, with four patients (<1%) discontinuing because of depression. In
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most cases, no change in Xyrem treatment was required.
In a controlled adult trial, with patients randomized to fixed doses of 3 g, 6 g, or 9 g
per night Xyrem or placebo, there was a single event of depression at the 3 g per
night dose. In another adult controlled trial, with patients titrated from an initial 4.5
g per night starting dose, the incidences of depression were 1 (1.7%), 1 (1.5%), 2
(3.2%), and 2 (3.6%) for the placebo, 4.5 g, 6 g, and 9 g per night doses, respectively.
5.6 Other Behavioral or Psychiatric Adverse Reactions
During adult clinical trials in patients with narcolepsy, 3% of 781 patients treated
with Xyrem experienced confusion, with incidence generally increasing with dose.
Less than 1% of patients discontinued the drug because of confusion. Confusion was
reported at all recommended doses from 6 g to 9 g per night. In a controlled trial in
adults where patients were randomized to fixed total daily doses of 3 g, 6 g, or 9 g
per night or placebo, a dose‐response relationship for confusion was demonstrated,
with 17% of patients at 9 g per night experiencing confusion. In all cases in that
controlled trial, the confusion resolved soon after termination of treatment. In Trial
3 where sodium oxybate was titrated from an initial 4.5 g per night dose, there was a
single event of confusion in one patient at the 9 g per night dose. In the majority of
cases in all adult clinical trials in patients with narcolepsy, confusion resolved either
soon after termination of dosing or with continued treatment.
Anxiety occurred in 5.8% of the 874 patients receiving Xyrem in adult clinical trials in
another population.
Other neuropsychiatric reactions reported in adult clinical trials in patients with
narcolepsy and the post‐marketing setting included hallucinations, paranoia,
psychosis, aggression, and agitation.
In the pediatric clinical trial in patients with narcolepsy, neuropsychiatric reactions,
including acute psychosis, confusion, and anxiety, were reported while taking Xyrem.
The emergence or increase in the occurrence of behavioral or psychiatric events in
adult and pediatric patients taking Xyrem should be carefully monitored.
5.7 Parasomnias
Sleepwalking, defined as confused behavior occurring at night and at times
associated with wandering, was reported in 6% of 781 patients with narcolepsy
treated with Xyrem in adult controlled and long‐term open‐label studies, with <1% of
patients discontinuing due to sleepwalking. Rates of sleepwalking were similar for
patients taking placebo and patients taking Xyrem in controlled trials. It is unclear if
some or all of the reported sleepwalking episodes correspond to true
somnambulism, which is a parasomnia occurring during non‐REM sleep, or to any
other specific medical disorder. Five instances of significant injury or potential injury
were associated with sleepwalking during a clinical trial of Xyrem in patients with
narcolepsy.
Parasomnias, including sleepwalking, also have been reported in the pediatric clinical
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trial and in postmarketing experience with Xyrem. Therefore, episodes of
sleepwalking should be fully evaluated and appropriate interventions considered.
5.3 Xyrem REMS Program
Xyrem is available only through a restricted distribution program called the Xyrem
REMS Program because of the risks of central nervous system depression and abuse
and misuse.
Notable requirements of the Xyrem REMS Program include the following:
Healthcare Providers who prescribe Xyrem are specially certified
Xyrem will be dispensed only by the central pharmacy that is specially certified
Xyrem will be dispensed and shipped only to patients who are enrolled in the Xyrem
REMS Program with documentation of safe use
Further information is available at www.XYREMREMS.com or 1‐866‐XYREM88® (1‐
866‐997‐3688).
9.3 Dependence
There have been case reports of withdrawal, ranging from mild to severe, following
discontinuation of illicit use of GHB at frequent repeated doses (18 g to 250 g per
day) in excess of the recommended dosage range. Signs and symptoms of GHB
withdrawal following abrupt discontinuation included insomnia, restlessness,
anxiety, psychosis, lethargy, nausea, tremor, sweating, muscle cramps, tachycardia,
headache, dizziness, rebound fatigue and sleepiness, confusion, and, particularly in
the case of severe withdrawal, visual hallucinations, agitation, and delirium. These
symptoms generally abated in 3 to 14 days. In cases of severe withdrawal,
hospitalization may be required. The discontinuation effects of Xyrem have not been
systematically evaluated in controlled clinical trials. In the clinical trial experience
with Xyrem in ith frenarcolepsy/cataplexy patients at recommended doses, two
patients reported anxiety and one reported insomnia following abrupt
discontinuation at the termination of the clinical trial; in the two patients with
anxiety, the frequency of cataplexy had increased markedly at the same time.
Note ‐ This drug has been used as a date rape drug with frequent cases of
respiratory failure and death.

• Remeron
IUN ‐ You should not be swapping straight away from Cymbalta to Remeron ‐ see
third page of attached;
https://www.gwh.nhs.uk/media/229384/short‐version‐swapping‐and‐stopping‐
antidepressants‐april‐16‐rh.pdf
Note that this translates to Duloxetine and Mirtaxapine in the UK ‐ but it clears states
that you should be cross‐tapering cautiously. This means slow decrease of Cymbalta
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and slow increase of Remeron. Usually done over a course of weeks but NEVER an
immediate swap.

• Oxymetazoline
It is an alpha‐1 agonist, a vasoconstrictor which may raise blood pressure. Half life is
around 6 hours.I can easily see it causing and increase in anxiety.
https://www.drugs.com/monograph/oxymetazoline‐hydrochloride‐topical.html
Interactions for Oxymetazoline Hydrochloride
Does not inhibit CYP isoenzymes 1A2, 2B6, 2C8, 2C9, 2C19, 2D6, or 3A4/5. Not an
inducer of CYP isoenzymes 1A2, 2B6, or 3A4.
Minimally metabolized by hepatic microsomal enzymes in vitro.
Interactions between your selected drugs
Moderate
oxymetazoline duloxetine
Applies to: Afrin (oxymetazoline nasal), Cymbalta (duloxetine)
Both DULoxetine and oxymetazoline nasal can increase blood pressure and heart
rate, and combining them may enhance these effects. Talk to your doctor before
using these medications, especially if you have a history of high blood pressure or
heart disease. You may need a dose adjustment or more frequent monitoring by
your doctor to safely use both medications.
Drugs.com

• Antidepressant for Pain
https://www.ncbi.nlm...pubmed/10741812
Efficacy of sustained‐release bupropion in neuropathic pain: an open‐label study.
This uncontrolled pilot study suggests that bupropion may be an effective and
tolerated treatment for some patients with neuropathic pain.
https://onlinelibrar....pto_96696601.x
Antidepressants in the Treatment of Neuropathic Pain
A recent study on bupropion, which is a noradrenaline and dopamine uptake
inhibitor, indicated a surprisingly high efficacy of this drug in peripheral neuropathic
pain. In conclusion, antidepressants represent useful tools in neuropathic pain
treatment and must still be considered as first line treatments of neuropathic pain.
However, without head‐to‐head comparisons between antidepressants and other
analgesics, it is not possible to provide real evidence‐based treatment algorithms for
neuropathic pain.
https://www.ncbi.nlm...pubmed/15712623
Antidepressants and antiepileptic drugs for chronic non‐cancer pain.
The development of newer classes of antidepressants and second‐generation
antiepileptic drugs has created unprecedented opportunities for the treatment of
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chronic pain. These drugs modulate pain transmission by interacting with specific
neurotransmitters and ion channels. The actions of antidepressants and antiepileptic
drugs differ in neuropathic and non‐neuropathic pain, and agents within each
medication class have varying degrees of efficacy. Tricyclic antidepressants (e.g.,
amitriptyline, nortriptyline, desipramine) and certain novel antidepressants (i.e.,
bupropion, venlafaxine, duloxetine) are effective in the treatment of neuropathic
pain. The analgesic effect of these drugs is independent of their antidepressant
effect and appears strongest in agents with mixed‐receptor or predominantly
noradrenergic activity, rather than serotoninergic activity. First‐generation
antiepileptic drugs (i.e., carbamazepine, phenytoin) and second‐generation
antiepileptic drugs (e.g., gabapentin, pregabalin) are effective in the treatment of
neuropathic pain. The efficacy of antidepressants and antiepileptic drugs in the
treatment of neuropathic pain is comparable; tolerability also is comparable, but
safety and side effect profiles differ. Tricyclic antidepressants are the most cost‐
effective agents, but second‐generation antiepileptic drugs are associated with
fewer safety concerns in elderly patients. Tricyclic antidepressants have documented
(although limited) efficacy in the treatment of fibromyalgia and chronic low back
pain. Recent evidence suggests that duloxetine and pregabalin have modest efficacy
in patients with fibromyalgia.
https://www.ncbi.nlm...pubmed/16202958
A randomized, placebo‐controlled trial of bupropion sustained release in chronic low
back pain.
Antidepressant medications that have both noradrenergic and serotonergic effects
appear to have greater efficacy in patients with chronic low back pain than those
with only serotonergic activity. We studied bupropion because it inhibits the
reuptake of both norepinephrine and dopamine, but found no evidence of efficacy in
patients with non‐neuropathic chronic low back pain.
There are many many articles like these.

• Salbutamol
https://en.wikipedia...wiki/Salbutamol
Salbutamol, also known as albuterol and marketed as Ventolin among other brand
names.
Adverse effects
The most common side effects are fine tremor, anxiety, headache, muscle cramps,
dry mouth, and palpitation.[18] Other symptoms may include tachycardia,
arrhythmia, flushing of the skin, myocardial ischemia (rare), and disturbances of
sleep and behaviour. Rarely occurring, but of importance, are allergic reactions of
paradoxical bronchospasms, urticaria (hives), angioedema, hypotension, and
collapse. High doses or prolonged use may cause hypokalemia, which is of concern
especially in patients with renal failure and those on certain diuretics and xanthine
derivatives.
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https://dailymed.nlm...dience=consumer
Drug Incompatibilities
7.1 Beta‐Adrenergic Receptor Blocking Agents (beta‐blockers)
Beta‐blockers not only block the pulmonary effect of beta‐agonists, such as
VENTOLIN HFA, but may also produce severe bronchospasm in patients with asthma.
Therefore, patients with asthma should not normally be treated with beta‐blockers.
However, under certain circumstances, there may be no acceptable alternatives to
the use of beta‐adrenergic blocking agents for these patients; cardioselective beta‐
blockers could be considered, although they should be administered with caution.
Side Effects
5.4 Cardiovascular Effects
VENTOLIN HFA, like all other beta2‐adrenergic agonists, can produce clinically
significant cardiovascular effects in some patients such as changes in pulse rate or
blood pressure. If such effects occur, VENTOLIN HFA may need to be discontinued. In
addition, beta‐agonists have been reported to produce electrocardiogram (ECG)
changes, such as flattening of the T wave, prolongation of the QTc interval, and ST
segment depression. The clinical relevance of these findings is unknown. Therefore,
VENTOLIN HFA, like all other sympathomimetic amines, should be used with caution
in patients with underlying cardiovascular disorders, especially coronary
insufficiency, cardiac arrhythmias, and hypertension.
5.5 Do Not Exceed Recommended Dose
Fatalities have been reported in association with excessive use of inhaled
sympathomimetic drugs in patients with asthma. The exact cause of death is
unknown, but cardiac arrest following an unexpected development of a severe acute
asthmatic crisis and subsequent hypoxia is suspected.
https://www.ehealthm...n/side‐effects/
Most common side effects over time
< 1 month:
• Chest discomfort
• Abdominal pain
• Cough
• Tachycardia (a heart rate that exceeds the range of 100 beats/min)
• Anaemia (lack of blood)
• Asthenia (weakness)
• Chest pain
• Abdominal discomfort
• Atrial fibrillation (fibrillation of the muscles of the atria of the heart)
• Death
3.85% report anxiety as a side effect.
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• PPIs (Protein Pump Inhibitors)
PPIs, Proton‐pump inhibitors, act by irreversibly blocking the hydrogen/potassium
adenosine triphosphatase enzyme system (the H+/K+ ATPase, or, more commonly,
the gastric proton pump) of the gastric parietal cells. They do not effect histamines.
List,
Omeprazole (Over‐the‐counter drug (OTC) in the USA)
Lansoprazole (OTC in the USA)
Dexlansoprazole
Esomeprazole (OTC in the USA)
Pantoprazole
Rabeprazole
Ilaprazole (not FDA‐approved as of July 2019
A different acid controller called H2 antagonists are competitive antagonists of
histamine at the parietal cell's H2 receptor. Histamine released by ECL cells in the
stomach is blocked from binding on parietal cell H2 receptors, which stimulate acid
secretion; therefore, other substances that promote acid secretion (such as gastrin
and acetylcholine) have a reduced effect on parietal cells when the H2 receptors are
blocked.
List,
cimetidine
ranitidine
famotidine
nizatidine
roxatidine
lafutidine
Many antihistamines help fight anxiety but those primarily effect the H1 receptors.
Hydroxyzine, (Vistaril, Atarax) ‐ is an H(1)R antagonist, is very effective against
anxiety in most people but some get no help from it at all.
Diphenhydramine is a histamine H(1)R antagonist in the brain.
H2, H3 and H4 receptors are primarily involved in allergies, immune response, acid
control and other issues.
The interference of Cymbalta or other medication absorption is a more serious issue
for sure. Whether you are using a ppi or an H2 antagonist the CYP enzymes used by
each of these varies and may or may not match the CYP enzymes used to process
Cymbalta. In addition, genetic variations in the structures of the CYP enzymes is fairly
common with some estimates that as much as 10% of the population may have one
or more mutations. Lastly, change in pH (acidity) by any acid controlling drug will
have an effect on absorption al be it small.
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• Reinstatement of Antidepressant Medication
https://www.ncbi.nlm...pubmed/30041180
Psychother Psychosom. 2018;87(5):268‐275. doi: 10.1159/000491550. Epub 2018 Jul
24.
Failure to Respond after Reinstatement of Antidepressant Medication: A Systematic
Review.
Abstract
BACKGROUND:
Following remission of an anxiety disorder or a depressive disorder, antidepressants
are frequently discontinued and in the case of symptom occurrence reinstated.
Reinstatement of antidepressants seems less effective in some patients, but an
overview is lacking. This systematic review aimed to provide insight into the
magnitude and risk factors of response failure after reinstatement of
antidepressants in patients with anxiety disorders, depressive disorders, obsessive‐
compulsive disorder (OCD), or posttraumatic stress disorder (PTSD).
METHOD:
PubMed, Embase, and trial registers were systematically searched for studies in
which patients: (1) had an anxiety disorder, a depressive disorder, OCD, or PTSD and
(2) experienced failure to respond after reinstatement of a previously effective
antidepressant.
RESULTS:
Ten studies reported failure to respond following antidepressant reinstatement. The
phenomenon was observed in 16.5% of patients with a depressive disorder, OCD,
and social phobia and occurred in all common classes of antidepressants. The range
of response failure was broad, varying between 3.8 and 42.9% across studies. No risk
factors for failure to respond were investigated. The overall study quality was
limited.
CONCLUSION:
Research investigating response failure is scarce and the study quality limited.
Response failure occurred in a substantial minority of patients. Contributors to the
relevance of this phenomenon are the prevalence of the investigated disorders, the
number of patients being treated with antidepressants, and the occurrence of
response failure for all common classes of antidepressants. This systematic review
highlights the need for studies systematically investigating this phenomenon and
associated risk factors.

• Nortriptyline
https://dailymed.nlm...dience=consumer
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FDA approved drug insert for nortriptyline
Use in Pregnancy
Safe use of nortriptyline hydrochloride during pregnancy and lactation has not been
established; therefore, when the drug is administered to pregnant patients, nursing
mothers, or women of childbearing potential, the potential benefits must be
weighed against the possible hazards. Animal reproduction studies have yielded
inconclusive results.
https://www.drugs.co...tic_duplication
Interactions between your drugs
Major
nortriptyline and DULoxetine
Applies to: nortriptyline, Cymbalta (duloxetine)
Using nortriptyline together with DULoxetine can increase the risk of a rare but
serious condition called the serotonin syndrome, which may include symptoms such
as confusion, hallucination, seizure, extreme changes in blood pressure, increased
heart rate, fever, excessive sweating, shivering or shaking, blurred vision, muscle
spasm or stiffness, tremor, incoordination, stomach cramp, nausea, vomiting, and
diarrhea. Severe cases may result in coma and even death. You should seek
immediate medical attention if you experience these symptoms while taking the
medications. Talk to your doctor if you have any questions or concerns.
https://www.ncbi.nlm...pubmed/11243492
The aim of the present study was to investigate the transplacental transfer of
amitriptyline (AMI) and its main active metabolite nortriptyline (NOR) in isolated
perfused human placenta.Both AMI and NOR cross the human placenta. However,
the fetal exposure with NOR may be somewhat smaller compared with AMI,
probably due to the higher lipophilicity of AMI.
https://www.ncbi.nlm...les/PMC3973612/
The TCAs nortriptyline, clomipramine, and their metabolites pass readily into
umbilical cord serum in in vivo studies (Loughhead et al., 2006b).
Weissman et al. (2004) conducted a large scale meta‐analysis of 57 studies that
examined mother‐infant breastfeeding pairs to determine the amount of
antidepressant exposure via lactational transfer. Overall, nortriptyline, sertraline,
and paroxetine usually had undetectable concentrations in infant serum.

• Fluconazole
Short‐acting benzodiazepines
Following oral administration of midazolam, fluconazole resulted in substantial
increases in midazolam concentrations and psychomotor effects. This effect on
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midazolam appears to be more pronounced following oral administration of
fluconazole than with fluconazole administered intravenously. If short‐acting
benzodiazepines, which are metabolized by the cytochrome P450 system, are
concomitantly administered with fluconazole, consideration should be given to
decreasing the benzodiazepine dosage, and the patients should be appropriately
monitored.
It has some interesting and severe reactions with some antidepressants such as....
https://www.ncbi.nlm.nih.gov/pubmed/18585543
Life‐threatening serotonin toxicity due to a citalopram‐fluconazole drug interaction:
case reports and discussion.
Consultation‐liaison psychiatrists and oncologists should be aware of this
preventable and underrecognized interaction. Citalopram should be stopped or
substituted prior to the concurrent administration of fluconazole, and in the event of
toxicity, treatment with cyproheptadine has a favorable risk‐benefit ratio despite a
lack of randomized controlled data to support its use.
https://dailymed.nlm...d7‐edbfb6248f69
Adrenal insufficiency has been reported in patients receiving azoles, including
fluconazole. Reversible cases of adrenal insufficiency have been reported in patients
receiving fluconazole.
(Adrenal insufficiency is a condition in which the adrenal glands do not produce
adequate amounts of steroid hormones, primarily cortisol; but may also include
impaired production of aldosterone (a mineralocorticoid), which regulates sodium
conservation, potassium secretion, and water retention. Craving for salt or salty
foods due to the urinary losses of sodium is common.) Wiki
Do not take with take SSRIs such as fluoxetine or sertraline. There is no mention of
incompatibility with Cymbalta. Wiki
Example ‐ Using fluconazole together with sertraline can increase the risk of an
irregular heart rhythm that may be serious and potentially life‐threatening, although
it is a relatively rare side effect.
https://www.drugs.com/drug_interactions.html
https://www.ncbi.nlm.nih.gov/pubmed/14699449
Systemic exposure has a linear relation to dose, and plasma half‐life (t½) is 30 hours.
https://www.ncbi.nlm...les/PMC3522083/
The half‐life (t½) was similar across all three pediatric age groups (21.4 h, 22.7 h,
21.4 h).
https://www.ncbi.nlm...pubmed/8375121/
5 to 89 hrs
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https://www.ncbi.nlm.../pubmed/9727851
35 hours
https://link.springe...199324010‐00002
The average elimination half‐life (t½) of 31.6 ± 4.9h is long

• Antidepressants & Beta Blockers
https://pubmed.ncbi....h.gov/32342526/
Several antidepressants are potent inhibitors of cytochrome P450 2D6 liver enzymes
(CYP2D6) and can increase the plasma concentrations of certain β‐blockers when
administered concomitantly, potentially leading to serious medical consequences
such as hypotension, bradycardia, and falls.
Eligible patients were using β‐blocker medications that are primarily CYP2D6
substrates (e.g., metoprolol, propranolol, or carvedilol). A total of 21,292 people met
the inclusion criteria, and 4.3% of patients required hospitalization or ED (emergency
department) visits within 30 days of co‐medication (with antidepressants). Patients
receiving antidepressants with moderate to strong CYP2D6 inhibitory potential
(fluoxetine, paroxetine, duloxetine, or bupropion) had a greater risk for
hospitalization or ED visits for hemodynamic events than those initiated on
antidepressants with weak CYP2D6 inhibition for 30 days or less when each was
compared with patients receiving no antidepressants (hazard ratio
1.53. Other demographic variables associated with increased morbidity included
advanced age, male sex, higher β‐blocker doses, and African American race or
Hispanic ethnicity.

Effects of Cymbalta on the Body
• Hypothyroidism
It is a common side effect of the use of ssri/snri antidepressants. The medicine
inserts that come with antidepressants nearly always warn of the risk of developing
hypothyroidism and/or liver damage. These chemicals (medicines) are often
suppressive to the function of these tissues. It is standard procedure that a
psychiatrist will stop the use of ssri/snri for 3 months to allow the thyroid to recover
(which it almost always does unless actual damage is done to the tissue). At that
point a different ssri/snri will be used to see if it can be used without effect on the
thyroid. Zoloft is the one that apprears to have the best record. It is important to
note that it is essential to consider any radiological testing that may have been done
around the same time. It has been shown that around 30% of the abdominal cat
scans use enough contrast iodine to produce hypothyroidism. It is usually
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asymptomatic and does return to normal within a 6 to 9 month period. A simple 24
hour urine sample can show if iodine toxicity (from cat scans/radiation imaging) is
the source of the hypothyroidism.
FH ‐ NO good endocrinologist would put you on thyroid medicine immediately after
blood tests suggesting hypothyroidism unless you are very symptomatic and in
despite need for help. I was diagnosed with HypoT after being on Cymbalta. My
primary care dr said I would have to be on thyroid medicine for life. I went to my
endocrinologist and he threw a fit. I was informed, but was already aware, that many
conditions can causes hypoT blood test results including the radiation, aspirin usage
and some of the other nsaids, many other medicines, as well as infections. All clear
when the causative agent is removed. Even a seafood diet and/or heavy iodine salt
usage can cause this.
http://www.cymbaltaw...tion/?hl=helped
List of AD that can cause thyroid issues.
http://www.cymbaltaw...rove#entry46513
Hypothyroidism and depression information.
Antidepressants which effect thyroid levels
reboxetine ‐ TSH reduced and T4 increased.
sertraline ‐ TSH increased and T4 reduced.
https://www.ncbi.nlm.../?term=18262705
sertraline and fluoxetine showed reductions in TSH,T3 and T4 levels.
https://www.ncbi.nlm.../?term=15486607
Fluoxetine decreased T3 and T4, increased TSH
https://www.ncbi.nlm...d/?term=6413229
Do not treat with thyroid hormones if hypothyroidism is asymptomatic.
These are often accompanied by findings such as low blood pressure, low blood
glucose, low sodium, high potassium, and high calcium.
As a matter of fact all of these parameters were normal for me therefore it is
unlikely it is due to sertraline.
Reference Range(s)
70‐500 µg/24 h
93‐1,125 mcg/specimen
Iodine defeciency ‐ less than 50 μg/L
Table 2. Median Population Urinary Iodine Values and Iodine Nutrition
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MEDIAN URINARY IODINE CONCENTRATION (μg/L) CORRESPONDING IODINE INTAKE
(μg/day) IODINE NUTRITION
<20 <30 Severe deficiency
20‐49 30‐74 Moderate deficiency
50‐99 75‐149 Mild deficiency
100‐199 150‐299 Optimal
200‐299 300‐449 More than adequate
>299 >449 Possible excess
[From WHO, UNICEF and ICCIDD 2001 Assessment of the Iodine Deficiency Disorders
and monitoring their elimination. A guide for programme managers. WHO publ.,
Geneva. WHO/NHD/01.1]
1 Microgram per liter [µg/l] = 0.000 1 Milligram per deciliter [mg/dl]
https://www.ncbi.nlm...pubmed/22450350
Escitalopram‐induced subclinical hypothyroidism. A case report.
https://www.ncbi.nlm...pubmed/20851281
Reversible escitalopram‐induced hypothyroidism.
https://www.ncbi.nlm...pubmed/17874352
Reversible paroxetine‐induced symptomatic hypothyroidism.
https://www.ncbi.nlm...pubmed/11054982
Depressed patients should be screened for hypothyroidism. In hypothyroid patients,
depression may be more responsive to a replacement regimen that includes T3
rather than T4 alone. Therefore, inclusion of T3 in the treatment regimen may be
warranted after adequate trial with T4 alone.
https://www.ncbi.nlm.../pubmed/7779834
Effects of long term treatment with sertraline (Zoloft) simulating hypothyroidism in
an adolescent.
And many more articles.
ssri/snri replacement is a viable option.
https://www.drugs.com/pro/effexor.html
Side effects
"Endocrine system—Rare: goiter, hyperthyroidism, hypothyroidism, thyroid nodule,
thyroiditis."
https://dailymed.nlm...54‐00144ff88e88
The same is mentioned in the section on 'adverse reactions' in the drug insert for
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Effexor.
http://www.ehealthme...hypothyroidism/
65,121 people reported to have side effects
Among them, 420 people (0.64%) have Hypothyroidism

when

taking

Effexor.

http://www.ehealthme...hypothyroidism/
An FDA supported website.
84,701 people reported to have side effects when taking Cymbalta.
Among them, 292 people (0.34%) have Hypothyroidism
https://dailymed.nlm...f2‐c185fbad64ba
Drug insert. (Cymbalta)
Endocrine Disorders — Infrequent: hypothyroidism.

• Tinnitus
Partial list of entries on this site referring to tinnitus.
You will see a pattern, the faster the withdrawal the worse the tinnitus and the
longer lasting the occurance. It also seems to be more common in those on the
generic form.
My website search showed 6 pages of entries, too many to list here.
Medical journal info to follow.
An excert from section 5.7 of the drug insert for Cymbalta.
"During marketing of other SSRIs and SNRIs (serotonin and norepinephrine reuptake
inhibitors), there have been spontaneous reports of adverse events occurring upon
discontinuation of these drugs, particularly when abrupt, including the following:
dysphoric mood, irritability, agitation, dizziness, sensory disturbances (e.g.,
paresthesias such as electric shock sensations), anxiety, confusion, headache,
lethargy, emotional lability, insomnia, hypomania, tinnitus, and seizures. Although
these events are generally self‐limiting, some have been reported to be severe."
Must read...
http://www.cymbaltaw...om/?hl=tinnitus
Things that list tinitus as a common symptom during dicontinuation;
• Benzos
• Coffee
• Alcohol
• Opium
• SSRI
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• SNRI
• Bath Salts
• Dilantin and more.
Serotonin's role in the perception of sound.
https://www.ncbi.nlm...les/PMC4237057/

• Restless Leg Syndrome
Causes
Research and brain autopsies have implicated both dopaminergic system and iron
insufficiency in the The substantia nigra plays an important role in reward, addiction,
and movement and is composed of dopaminergic neurons. This area is one of the
primary areas for the production of dopamine. Iron is an essential cofactor for the
formation of L‐dopa, the precursor of dopamine and adrenaline.
Magnesium deficiency
Magnesium deficiency showed important disorders of sleep organization, agitated
sleep with frequent periods of nocturnal awakenings, increase of the durations and
percentages of light sleep, a decrease of duration and percentage of deep sleep, a
decrease of duration and percentage of REM sleep caused by magnesium deficiency
with the disappearance in the REM sleep in some.
The most commonly associated medical condition is iron deficiency (specifically
blood ferritin below 50 µg/L), which accounts for just over 20% of all cases of RLS.
Normal blood levels are 30‐300 ng/mL for males and 15‐200 ng/mL for females.
Studies using cerebrospinal fluid, magnetic resonance imaging, ultrasound
determination of iron and autopsy tissue have implicated a primary role for brain
(substantia nigra) iron insufficiency in restless legs syndrome (RLS). Ferritin can
deliver iron to multiple organs, including the brain. The data clearly show changes in
iron status affect dopaminergic activity. The proposed etiology of RLS is the central
dopaminergic dysfunction, based on the benefits of dopamine agonists and
exacerbation of RLS symptoms by dopaminergic antagonists.
Iron is most available to the body when chelated to amino acids ‐ iron in this form is
ten to fifteen times more bioavailable than any other, and is also available for use as
a common iron supplement. Often the amino acid chosen for this purpose is the
cheapest and most common amino acid, glycine, leading to "iron glycinate"
supplements. RDA for iron varies considerably based on age, gender, and source of
dietary iron (heme‐based iron has higher bioavailability).
Iron uptake is tightly regulated by the human body, which has no regulated
physiological means of excreting iron. Only small amounts of iron are lost daily due
to mucosal and skin epithelial cell sloughing, so control of iron levels is mostly by
regulating uptake. Regulation of iron uptake is impaired in some people as a result of
a genetic defect that maps to the HLA‐H gene region on chromosome 6. In these
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people, excessive iron intake can result in iron overload disorders, such as
hemochromatosis. Many people have a genetic susceptibility to iron overload
without realizing it or being aware of a family history of the problem. For this reason,
it is advised that people do not take iron supplements unless they suffer from iron
deficiency and have consulted a doctor. Hemochromatosis is estimated to cause
disease in between 0.3 and 0.8% of Caucasians.
Certain medications may worsen RLS in those who already have it, or cause it
secondarily. These include: any antidepresssants(SSRIs).
More than 60% of cases of RLS are familial and are inherited in an autosomal
dominant fashion with variable penetrance.
Six genetic loci found by linkage are currently known and are listed below.
12q,14q, 9p, 20p, 2p and 16p12.1.
Four genes, MEIS1, BTBD9, PTPRD and MAP2K5, were found to be associated to RLS.
Sleep
For 60%–80% of patients with RLS, sleep disturbance is their most distressing
symptom. For example, impact on patients’ daytime cognitive abilities, patients
report reduced concentration and attention, increased daytime sleepiness, and
mood disturbance. Studies have indicated that the symptoms of RLS precede those
of depression or anxiety, and others relate the severity of mood symptoms to the
severity of RLS symptoms. For some patients, the effects on mental health may be so
pronounced as to reach the diagnostic criteria for major depressive disorder or
generalized anxiety disorder.
Several studies have shown an association between the symptoms of RLS and worse
mental health. The authors concluded that the presence of RLS symptoms “was
probably the major determining factor for the anxiety and depression scores, with
higher scores correlating with more severe RLS”.
Diagnosis
Serum ferritin levels are measured in patients as part of the iron studies workup for
anemia and for restless leg syndrome. The ferritin levels measured have a direct
correlation with the total amount of iron stored in the body including cases of
anemia of chronic disease.
Normal blood levels are 30‐300 ng/mL for males and 15‐200 ng/mL for females.
Treatment
Patients with RLS and prominent anxiety symptoms may require treatment with an
anxiolytic in addition to dopaminergic therapy for the RLS symptoms. The
benzodiazepines have been used in the treatment of RLS. Their efficacy depends
mostly on reducing insomnia, rather than managing the motor and sensory
symptoms of RLS. These drugs may be useful in the management of RLS and anxiety,
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though there are concerns about the long‐term use of these agents and patients
require monitoring for dependency and declining efficacy.
Iron supplements
People with RLS should have their ferritin levels tested; ferritin levels should be at
least 50 µg for those with RLS. Oral iron supplements, taken under a doctor's care,
can increase ferritin levels. For some people, increasing ferritin will eliminate or
reduce RLS symptoms. A ferritin level of 50 µg is not sufficient for some sufferers and
increasing the level to 80 µg may greatly reduce symptoms. However, at least 40% of
people will not notice any improvement. It is dangerous to take iron supplements
without first having ferritin levels tested, as many people with RLS do not have low
ferritin and taking iron when it is not called for can cause iron overload disorder,
potentially a very dangerous condition.
RDA – 8 mg/day; UL 45 mg/day One used 200 mg ferrous sulfate 3 times per day,
which equals 73.5 mg iron 3 times per day or 225 mg/day. An additional study used 7
mg of iron/day. They used iron succinylate or bisglycinate.
Clonidine
Patients subjectively reported improvement in leg sensations and motor restlessness
while receiving clonidine (0.05 mg/day). Sleep onset occurred faster with clonidine
(12 minutes) compared with placebo (30 minutes) and baseline (47 minutes).
Adverse findings with clonidine treatment included decreased REM sleep in the
clonidine group (4%) compared with placebo (16%) and baseline (16%) and increased
REM delay in the clonidine group (195 minutes) compared to the placebo (70
minutes) and baseline groups (89 minutes) There was a nonstatistical trend toward
an increase in stage 3 and 4 sleep and a decrease in motor activity. Clonidine may be
an effective treatment for RLS patients who don't have large numbers of sleep‐
disrupting periodic limb movements but have delayed sleep onset due to leg
sensations.
An additional double‐blind study was conducted in 20 patients with renal failure and
symptoms of restless legs. 10 patients were treated with 0.075 mg clonidine twice
daily and 10 received placebo. Three days after starting therapy. the clonidine‐
treated group complete relief of symptoms was noted in 9 out of 10 patients.
Gabapentin
Gabapentin, an analog of gamma‐aminobutyric acid, was compared with L‐dopa in a
small, open‐label study involving patients with RLS secondary to renal disease. After
4 weeks, both treatments improved the symptoms of RLS. Gabapentin produced
significant improvements compared with baseline on three of the eight SF‐36
domains. Gabapentin produced adverse events of malaise (feeling bad) and
somnolence (drowsiness); but resulted in no patient withdrawal.
Magnesium/Calcium
RDA 400 mg/day Serum levels should be between .7 and 1 mmoles/L. Studies used
400 – 800 mg/day. (avg. 600 mg/day; 6 tablets) Special note ‐ Amino Acid
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Magnesium most readily absorbed form of magnesium and most tolerated by the gi
tract.
Studies recommend using 600 to 1,000 mg calcium with the magnesium. (800
mg/day avg.; ) RDA 1,000 mg/day, UL 2500 mg/day. The individual must allow for
dietary intake. As calcium and magnesium compete in the blood system you should
also have your serum calcium and magnesium nmonitored every 6 months.
Magnesium availability different Mg‐sources
Mg‐source Mg‐content % Rel. Biological value % Rel. Available Mg g/kg
Mg‐Chloride 12 89 107
Mg‐Hydroxide 36 99 356
Mg‐Phosphate 26 85 221
Mg‐Ca‐Phosphate 9 91 82
Mg‐Ca‐Na Phosphate 5 94 47
Mg‐Oxide, granular 51 61 311
Mg‐oxide, powder 51 84 428
MG‐Sulphate 10 96 96
Source: EMFEMA 2002
Folic Acid
Recommended to be taken, no research to back this. Use folic acid at 4 – 10 mg/day.
http://www.cymbaltaw...rls/#entry72695
Detailed information on Restless Leg Syndrome

• Cymbalta and Pregnancy
http://www.ncbi.nlm....pubmed/23471302
No significant effect on fetus.
http://www.ncbi.nlm....pubmed/21359876
Low amount of cymbalta across placenta and in lactation.
http://www.ncbi.nlm....pubmed/23218163
Text not available.
http://www.ncbi.nlm....pubmed/23873363
No effects on new born health.
http://www.ncbi.nlm....pubmed/19809008
No effect on fetus, newborn at birth or during lactation.
http://www.ncbi.nlm....les/PMC3590601/
List what the negative out comes are.
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http://www.ncbi.nlm....pubmed/25171134
Increase risk of club foot with ssri.
http://www.bmj.com/c.../bmj.g4835.long
SSRI increase risk of autism in new borns.
https://www.ncbi.nlm...pubmed/25551238
Little transferred to infant.
Duloxetine withdrawal syndrome in a newborn
https://www.ncbi.nlm.nih.gov/pubmed/22718702
Clinical presentation and management of neonatal abstinence syndrome
http://www.dovepress...hp?fileID=19621
Neonatal paroxetine withdrawal syndrome
https://www.ncbi.nlm.nih.gov/pubmed/11207233
Four term neonates presented with symptoms such as jitteriness and necrotising
enterocolitis after paroxetine exposure in utero.
The use of psychotropic medication during pregnancy: how about the newborn?
http://www.ncbi.nlm....les/PMC3770341/
http://www.cymbaltaw...tion#entry40047
Info on Cymbalta and pregnancy
Additional Information
Medical journal articles on Prozac and pregnancy...
http://www.aafp.org/...0515/p1211.html
(aafp medical Journal article)
Risks (see Table 1)
http://www.nejm.org/...199610033351402
(New England Journal of Medicine)Women who take fluoxetine during pregnancy do
not have an increased risk of spontaneous pregnancy loss or major fetal anomalies,
but women who take fluoxetine in the third trimester are at increased risk for
perinatal complications.
https://www.ncbi.nlm...pubmed/23660045
RESULTS:
Twenty‐one studies met the inclusion criteria. The odds ratio for major
malformations associated with maternal fluoxetine use in cohort studies was 1.12
(95% CI 0.98 to 1.28). The studies included were homogeneous. Fifteen cohort
studies evaluated cardiac malformations and yielded an overall odds ratio of 1.6
(95% CI 1.31 to 1.95). These studies also were homogeneous. In contrast, two case‐

379

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

control studies assessing cardiac malformations yielded a combined odds ratio of
0.63 (95% CI 0.39 to 1.03).
CONCLUSION:
The apparent increased risk of fetal cardiac malformations associated with maternal
use of fluoxetine has recently been shown also in depressed women who deferred
SSRI therapy in pregnancy, and therefore most probably reflects an ascertainment
bias. Overall, women who are treated with fluoxetine during the first trimester of
pregnancy do not appear to have an increased risk of major fetal malformations.
https://www.ncbi.nlm...pubmed/27018763
Perinatal Fluoxetine Exposure Impairs the CO2 Chemoreflex. Implications for Sudden
Infant Death Syndrome.
We concluded that prenatal‐perinatal fluoxetine treatment impairs central
respiratory chemoreception during postnatal life. These results are relevant in
understanding the pathogenesis of respiratory failures, such as sudden infant death
syndrome, associated with brainstem serotonin abnormalities and the failure of
respiratory chemoreflexes.
https://www.ncbi.nlm...les/PMC4909759/
In conclusion, fluoxetine has marginal effects on the timing of developmental stages
in embryos, but induces expression and secretion of several proteins in a manner
that depends on dose. For these reasons, and in line with current guidelines, the
lowest possible dose of SSRI should be used in pregnant women who need to
continue treatment.
https://www.ncbi.nlm...pubmed/25948853
Serotonin syndrome in a breast‐fed neonate.
A late preterm presented with tachypnoea, jitteriness, irritability and low grade
fever. Blood gas showed a compensated metabolic acidosis. His mother was taking
the selective serotonin reuptake inhibitor (SSRI) fluoxetine, 60 mg/day, and he was
exclusively breast‐fed. The baby's serum level of fluoxetine on day 8 was within the
adult therapeutic range and his symptoms were ascribed to fluoxetine toxicity. On
changing to formula feeds, his symptoms resolved. SSRIs are commonly
administered during pregnancy, but SSRI toxicity in infants is rarely reported. It is
possible that this condition is under diagnosed or, alternatively, misdiagnosed as
SSRI withdrawal in breast fed infants whose mothers are on SSRIs. There is limited
research looking at serotonin excess in neonates, making case reports such as this
important in our learning. Increased awareness may prompt more frequent
measurements of blood levels in breast‐fed infants whose mothers are on SSRIs.
https://www.ncbi.nlm.../pubmed/8474204
Our study suggests that the use of fluoxetine during embryogenesis is not associated
with an increased risk of major malformations. Women exposed to both fluoxetine
and tricyclic antidepressants tended to report higher rates of miscarriage; further
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studies will be needed to confirm this observation and to separate the effects of the
psychiatric condition from the associated drugs. Long‐term studies will be warranted
to rule out potential developmental teratology of fluoxetine, which affects a central
nervous system neurotransmitter.
https://www.ncbi.nlm.../pubmed/8414864
Fluoxetine hydrochloride (Prozac) toxicity in a neonate.
A case of fluoxetine toxicity in a newborn of 38 weeks' gestation has been presented.
The total drug concentration in cord blood was 80 ng/mL. The fluoxetine level, 26
ng/mL, is below the adult therapeutic level; the norfluoxetine cord blood level, 54
ng/mL, is at the adult therapeutic level. At 96 hours the fluoxetine level was not
measurable and the norfluoxetine level was 55 ng/mL. The parent compound is
fluoxetine, which is metabolized in the liver to norfluoxetine. The half‐life of
fluoxetine is 2 to 3 days, and that of norfluoxetine is 7 to 9 days. Interestingly, in our
patient the fluoxetine was absent in the blood at 4 days, but norfluoxetine was
present. The most common side effects of Prozac in adult patients involve primarily
the central nervous system and include nervousness, tremor, jitteriness, and
occasionally seizures. Central nervous system symptoms were most prominent in
this newborn. He also had an increased heart rate. Cardiovascular side effects are
less prominent in adults who are taking Prozac. The neonate in this case was
asymptomatic at 96 hours of age, indicating that the parent compound, fluoxetine,
may be the active part of the drug and side effects may be caused by the parent
compound.
Autism research and Antidepressants
http://www.huffingto...4b0e292150f72e3
http://archpedi.jama...ticleid=2476187
https://www.ncbi.nlm...pubmed/32075794
Maternal and fetal outcomes following exposure to duloxetine in pregnancy: cohort
study.
"On the basis of the evidence available to date, duloxetine is unlikely to be a major
teratogen (agent that causes birth defects) but may be associated with an increased
risk of postpartum hemorrhage and a small increased risk of cardiac malformations.
While continuing to monitor the safety of duloxetine as data accumulate over time,
these potential small increases in risk of relatively uncommon outcomes must be
weighed against the benefits of treating depression and pain during pregnancy in a
given patient."

https://pubmed.ncbi.nlm.nih.gov/32075794/
Maternal and fetal outcomes following exposure to duloxetine in pregnancy:
cohort study
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Duloxetine exposure during the etiologically relevant time window, compared with
no exposure to duloxetine, exposure to selective serotonin reuptake inhibitors,
exposure to venlafaxine, and exposure to duloxetine before but not during
pregnancy.
The number of women exposed to duloxetine varied by cohort and exposure
contrast and was around 2500‐3000 for early pregnancy exposure and 900‐950 for
late pregnancy exposure. The base risk per 1000 unexposed women was 36.6 for
congenital malformations overall, 13, or cardiovascular malformations, 107.8 for
preterm birth, 20.4 for small for gestational age infant, 33.6 for pre‐eclampsia, and
23.3 for postpartum hemorrhage. After adjustment for measured potential
confounding variables, all baseline characteristics were well balanced for all
exposure contrasts. In propensity score adjusted analyses versus unexposed
pregnancies, the relative risk was 1.11 for congenital malformations overall and 1.29
for cardiovascular malformations. For preterm birth, the relative risk was 1.01 for
early exposure and 1.19 for late exposure. For small for gestational age infants the
relative risks were 1.14 (0.92 to 1.41) and 1.20 for early and late pregnancy
exposure, respectively, and for pre‐eclampsia they were 1.12 and 1.04. The relative
risk for postpartum hemorrhage was 1.53. Note a relative risk of 1.00 means it is the
same risk as the general population. A relative risk, for example, of 1.07 means the
risk is 7% higher than the general population.

• Cymbalta and the Heart
https://www.ncbi.nlm...pubmed/27130441
Differential inhibition of cardiac and neuronal Na(+) channels by the selective
serotonin‐norepinephrine reuptake inhibitors duloxetine and venlafaxine.
https://www.ncbi.nlm...pubmed/23422380
"In conclusion, in healthy adults exposed to DLX (Cymbalta) or ESC, no clinically
significant effects on HRV (heart rate variability) were observed."
https://www.ncbi.nlm...pubmed/22163139
Herein, we report the case of a 59‐year‐old woman whose takotsubo
cardiomyopathy was temporally associated with the titration of duloxetine. The
duloxetine therapy was subsequently discontinued, and the patient's left ventricular
function recovered completely 1 month after the index event. The purpose of this
report is to alert clinicians to a possible association between SNRI medications and
takotsubo cardiomyopathy.
https://www.ncbi.nlm...pubmed/18728105
Duloxetine‐associated tachycardia
"Clinicians should be aware of the possibility of clinically significant tachycardia in
patients receiving duloxetine, even in low doses."
https://www.ncbi.nlm...pubmed/18445706
Heart failure worsening and exacerbation after venlafaxine and duloxetine therapy.
"Use of drugs that increase serum norepinephrine levels, such as the SNRIs, may be
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potentially deleterious in individuals with unstable or advanced HF. These
medications should be avoided or used with caution and monitored regularly in this
patient population."
https://dailymed.nlm...f2‐c185fbad64ba
"Cardiac Disorders — Frequent: palpitations; Infrequent: myocardial infarction and
tachycardia."
Post Marketing reports ‐ supraventricular arrhythmia.
http://www.cymbaltaw...tion#entry70794
Information on Heart conditions and Cymbalta

• Cymbalta and High Blood Pressure
http://dailymed.nlm....?archiveid=1526
This is a document from Eli Lilly that in it it links high BP to Cymbalta.
http://www.nlm.nih.g...ds/a604030.html
Medline plus includes a warning about high BP as well. Medline plus is a service of
the Federal government.
http://www.ehealthme...pressure ‐ high
This article is from ehealth. It monitors reported side effects to the FDA and other
sites. Over 5% of the users of cymbalta report high bp.
http://www.ncbi.nlm....pubmed/16303903
http://www.ncbi.nlm....les/PMC3661232/
http://www.ncbi.nlm....les/PMC2646646/
http://www.ncbi.nlm....les/PMC3004624/
http://www.ncbi.nlm....les/PMC3437646/
Research articles documenting elevation of bp by Cymbalta.
http://www.fda.gov/d...y/ucm088579.pdf
http://www.accessdat...0/022516lbl.pdf
FDA warns of risk of high blood pressure. Second one includes a black box warning
from 2010 on elevated BP.

• Cymbalta's Damages/Effects
Introduction
Cymbalta is a seratonin norepinephrine reuptake inhibitor (SNRI). It is mostly
prescribed for major depressive disorder, generalized anxiety disorder, fibromyalgias
and neuropathic pain. Duloxetine failed to receive US approval for stress urinary
incontinence amid concerns over liver toxicity and suicidal events; however, it was
approved for this indication in the UK, where it is recommended as an add‐on
medication in stress urinary incontinence instead of surgery.
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Serotonin (5HT) is primarily found in the gastrointestional tract (GI tract), blood
platelets, and the central nervous system (CNS). It is popularly thought to be a
contributor to feelings of well‐being and happiness. Serotonin action is terminated
primarily by uptake of 5‐HT from the synapse. This is accomplished through the
specific monoamine transporter for 5‐HT, SERT, on the presynaptic neuron. Various
agents can inhibit 5‐HT reuptake, including cocaine, dextromethorphan, tricyclic
antidepressants, selective seratonin reuptake inhibitors (SSRIs) and seratonin
norepinephrine reuptake inhibitors (SNRIs).
Serotonin is released into the space between neurons (synapse) to activate 5‐HT
receptors located on the dendrites, cell bodies and presynaptic terminals of adjacent
neurons.
When humans smell food, dopamine is released to increase the appetite. The
serotonin released while consuming activates 5‐HT2C receptors on dopamine‐
producing cells. This halts their dopamine release, and thereby serotonin decreases
appetite. Drugs that block 5‐HT2C receptors make the body unable to recognize
when it is no longer hungry or otherwise in need of nutrients, and are associated
with increased weight gain, especially in people with a low number of receptors.
Cymbalta and weight gain
https://www.ncbi.nlm...pubmed/25467076
https://www.ncbi.nlm.nih.gov/pubmed/24898363
https://www.ncbi.nlm...ubmed/21314871
The expression of 5‐HT2C receptors in the hippocampus follows a diurnal rhythm (24
hour cycles up and down) which is characterised by a peak at morning when the
motivation to eat is strongest.
In humans, levels of 5‐HT1A receptor activation in the brain show negative
correlation with aggression, and a mutation in the gene that codes for the 5‐HT2a
receptor may double the risk of suicide for those with that genotype. Serotonin in
the brain is not usually degraded after use, but is collected by serotonergic neurons
by seratonin transporters on their cell surfaces. Studies have revealed nearly 10% of
total variance in anxiety‐related personality depends on variations in the description
of where, when and how many serotonin transporters the neurons should deploy.
In the digestive tract
The gut is surrounded by enterochromaffin cells, which release serotonin in
response to food in the digestive system. This makes the gut contract around the
food. Platelets in the veins draining the gut collect excess serotonin.
If irritants are present in the food, the enterochromaffin cells release more serotonin
to make the gut move faster, i.e., to cause diarrhea, so the gut is emptied of the
noxious substance. If serotonin is released in the blood faster than the platelets can
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absorb it, the level of free serotonin in the blood is increased. This activates 5HT3
receptors in the chemoreceptors trigger zone that stimulate vomiting.

• Bone metabolism
Alterations in serotonin levels and signaling have been shown to regulate bone mass.
In humans, increased blood serotonin levels have been shown to be a significant
negative predictor of low bone density. Serotonin can also be synthesized, at very
low levels, in the bone cells. It mediates its actions on bone cells using three
different receptors. Through 5‐HT1b receptors, it negatively regulates bone mass,
while it does so positively through 5‐HT2b receptors and 5HT2c. There is very
delicate balance between physiological role of gut serotonin and its pathology.
Increase in the extracellular content of serotonin results in a complex relay of signals
in the osteoblasts (bone cells) culminating in FoxO1/ Creb and ATF4 dependent
transcriptional events. These studies have opened a new area of research in bone
metabolism that can be potentially harnessed to treat bone mass disorders. No
research has been done on the effects of Cymbalta on bone mass.

• Organ development
Since serotonin signals resource availability it is not surprising that it affects organ
development. Rodent experiment shows that neonatal exposure to SSRI's makes
persistent changes in the serotonergic transmission of the brain resulting in
behavioral changes, which are reversed by treatment with antidepressants.
Human serotonin can also act as a growth factor directly. Liver damage increases
cellular expression of 5‐HT2a and 5‐HT2b, mediating liver compensatory regrowth.
Serotonin present in the blood then stimulates cellular growth to repair liver
damage. 5HT2B receptors also activate osteocytes, which build up bone. However,
serotonin also inhibits osteoblasts, through 5‐HT1B receptors. (Cymbalta and liver
damage;
https://www.ncbi.nlm...les/PMC3773985/
https://www.ncbi.nlm...les/PMC3182394/
https://www.ncbi.nlm...pubmed/22772703
https://www.ncbi.nlm...bmed/21694615).

• Cardiovascular growth factor
Serotonin, in addition, causes endothelial (the inside lining of blood and lymphatic
vessels) nitric oxide synthase activation. In blood, serotonin is collected from plasma
by platelets, which store it. It is thus active wherever platelets bind in damaged
tissue, as a vasoconstrictor to stop bleeding, and also as a fibrocyte mitotic (growth
factor), to aid healing.
Cymbalta slows clotting;
https://www.ncbi.nlm...pubmed/22054632
https://www.ncbi.nlm...bmed/18958440
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Norepinephrine also called noradrenaline (NA), is an chemical that functions in the
human brain and body as a hormone and neurotransmitter.The general function of
norepinephrine is to mobilize the brain and body for action. Norepinephrine release
is lowest during sleep, rises during wakefulness, and reaches much higher levels
during situations of stress or danger, in the so‐called fight‐or‐flight response. In the
brain, norepinephrine increases arousal and alertness, promotes vigilance, enhances
formation and retrieval of memory, and focuses attention; it also increases
restlessness and anxiety. In the rest of the body, norepinephrine increases heart rate
and blood pressure, triggers the release of glucose from energy stores, increases
blood flow to skeletal muscle, reduces blood flow to the gastrointestinal system, and
inhibits voiding of the bladder and gastrointestinal motility. Norepinephrine can be
converted by the body to epinephrine (adrenaline).
The sympathetic effects of norepinephrine include:
In the eyes, an increase in production of tears, making the eyes more moist, and
pupil dilation through contraction of the iris dilator.
In the heart, an increase in the amount of blood pumped.
In brown adipose tissue, an increase in calories burned to generate body heat.
Multiple effects on the immune system. The sympathetic nervous system is the
primary path of interaction between the immune system and the brain, and several
components receive sympathetic inputs, including the thymus, spleen, and lymph
nodes. However the effects are complex, with some immune processes activated
while others are inhibited.
In the arteries, constriction of blood vessels, causing an increase in blood pressure.
In the kidneys, release of renin and retention of sodium in the bloodstream.
In the liver, an increase in production of glucose, either by glycogenolysis after a
meal or by gluconeogenesis when food has not recently been consumed. Glucose is
the body's main energy source in most conditions.
In the pancreas, increased release of glucagon, a hormone whose main effect is to
increase the production of glucose by the liver.
In skeletal muscles, an increase in glucose uptake.
In adipose tissue (i. e., fat cells), an increase in lipolysis, that is, conversion of fat to
substances that can be used directly as energy sources by muscles and other tissues.
In the stomach and intestines, a reduction in digestive activity. This results from a
generally inhibitory effect of norepinephrine on the enteric nervous system, causing
decreases in gastrointestinal mobility, blood flow, and secretion of digestive
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substances.
In the central nervous system norepinephrine is released by the locus coeruleus and
affects brain function in a number of ways. It enhances processing of sensory inputs,
enhances attention, enhances formation and retrieval of both long term and working
memory, and enhances the ability of the brain to respond to inputs by changing the
activity pattern in the prefrontal cortex and other areas. The control of arousal level
is strong enough that drug‐induced suppression of the LC has a powerful sedating
effect.

• Damaged red blood cells
Document #1
http://www.researchg...289a09b6b1a.pdf
Evaluation of Duloxetine as Micronuclei Inducer in an Acute and a Subchronic Assay
in Mouse micronucleated polychromatic erythrocytes (MNPEs) and micronucleated
normochromatic erythrocytes (MNNEs)
In this assay, we found significant damage induced by duloxetine starting from the
first time evaluated, showing the highest MNPE increase at the end of the assay. We
observed a saturation effect as well, suggested by a decreasing relative efficiency
with respect to each tested dose. In a second assay, we administered the
antidepressant i.g. every day for 5 weeks (2, 6, and 12 mg/kg), and micronuclei
analysis was performed at the end of each week. In this study, we also found a
significant increase in both MNPEs and MNNEs which was clear by the second week
of administration. Our results suggest that short‐term as well as cumulative damage
is produced by duloxetine. Thus, confirmation of the observed genotoxic potential in
other models seems advisable, as well as caution when prescribing this
antidepressant. Duloxetine, a potent serotonin and norepinephrine reuptake
inhibitor which effectively desensitizes various autoreceptors and promotes
neuroplasticity. The compound is used in stress urinary incontinence, and due to its
analgesic efficacy it is also prescribed for chronic pain conditions such as diabetic
peripheral neuropathy, fibromyalgia, chronic low back pain,and osteoarthritis knee
pain.
Translation
Cymbalta causes the development of damaged red blod cells which may or may not
benormal in color and have a very small nucleus (the nucleus contains the cells DNA).
Also, Cymbalta improves neuroplasticity. The brain's ability to reorganize itself by
forming new neural connections throughout life. Neuroplasticity allows the neurons
(nerve cells) in the brain to compensate for injury and disease and to adjust their
activities in response to new situations or to changes in their environment. Brain
reorganization takes place by mechanisms such as "axonal sprouting" in which
undamaged axons grow new nerve endings to reconnect neurons whose links were
injured or severed. Undamaged axons can also sprout nerve endings and connect
with other undamaged nerve cells, forming new neural pathways to accomplish a
needed function.
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Cymbalta downregulates the activity of the bladder control nerves.
Document #2
https://www.ncbi.nlm...pubmed/18973814
Neurobehavioral and genotoxic parameters of duloxetine in mice using the inhibitory
avoidance task and comet assay as experimental models.
Duloxetine is a potent inhibitor of serotonin and noradrenaline reuptake, with weak
effects on dopamine reuptakeDuloxetine did not induce genotoxic effects.
Duloxetine did not produce any effect on memory after acute and subacute
administration, suggesting that this antidepressant does not affect either memory
acquisition or consolidation.
Translation
Cymbalta did not cause DNA damage.
Document #3
https://www.ncbi.nlm...les/PMC4713700/
Effects of duloxetine on microRNA expression profile in frontal lobe and
hippocampus in a mouse model of depression.
Our data showed that miRNA expression profile in frontal lobe and hippocampus
was affected by duloxetine in mice model of depression. Duloxetine in particular has
been reported to induce embryotoxicity in aquatic organisms.
Translation
RNA 'reads' the genes in the DNA and then produces the appropriate product. For
example if a certain part of the DNA is for a digestive protein the RNA would actually
copy that part of the DNA and then use that information to produce the desired
protein. A microRNA ( miRNA) is a small RNA molecule that functions in stopping the
RNA process and post‐'copying' transcription mechanisms that are used by cells to
increase or decrease the production of specific gene products (such as proteins or
RNA). In simple terms Cymbalta regulates DNA product manufacturing in the frontal
lobe and hippocampus.
The hippocampus is the part of the brain that is involved in memory forming,
organizing, and storing. It is particularly important in forming new memories and
connecting emotions and senses to memories. Because of this it is the center for
memory based psychological learned responses (such as PTSD). It is also the center
of the human fear circuits. The hippocampus receives input from neurotransmitter
systems, including serotonin, norepinephrine, and dopamine systems. It also
receives cholinergic input (responds to the neurotransmitter acetylcholine) from the
medial septum, which regulates the hippocampal physiological state. The
hippocampus is highly involved in sleep patterns including REM sleep. There is
evidence that humans having experienced severe, long‐lasting traumatic stress show
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atrophy (shrinking fur to lack of use) of the hippocampus more than of other parts of
the brain.
Document #4
https://www.ncbi.nlm.../pubmed/9686935
Naunyn Schmiedebergs Arch Pharmacol. 1998 Jun;357(6):600‐10.
Effect of long‐term administration of duloxetine on the function of serotonin and
noradrenaline terminals in the rat brain.
In rats treated for 21 days with duloxetine (20 mg/kg/day), the recovery times of
dorsal hippocampus CA3 pyramidal neurons from microiontophoretic applications of
5‐HT and NA were significantly increased, indicating ongoing reuptake blockade with
the minipump in place delivering the drug. The remaining experiments were
performed following a 48‐h washout. Electrically evoked release of [3H]5‐HT from
preloaded slices was enhanced in the midbrain, presumably due to a desensitization
of the somatodendritic 5‐HT1D and 5‐HT1A autoreceptors. In addition, evoked
release of [3H]5‐HT was increased in the hippocampus, which could have been due
to the desensitization of the alpha2‐adrenergic heteroreceptors located on the 5‐HT
terminals. In contrast, there was no change in the evoked release of [3H]5‐HT in the
frontal cortex despite decreased functioning of the 5‐HT transporter found in this
brain region. Similar to changes in 5‐HT release, electrically evoked release of [3H]NA
was enhanced in the hippocampus and frontal cortex of rats treated chronically with
duloxetine. These increases in [3H]NA release were most likely due to the
desensitization of the alpha2‐adrenergic autoreceptor in the hippocampus and to
the desensitization of the NA transporter in the frontal cortex, respectively. These
data suggest that long‐term administration of duloxetine is able to induce changes in
the 5‐HT and NA systems that lead to enhanced release of both 5‐HT and NA in some
limbic brain areas. Duloxetine, therefore, may be a useful antidepressant compound.
Translation
This research proves that Cymbalta affects the seratonin reuptake proteins. It also
shows an increase in seratonin in the hippocampus and no change in seratonin in the
frontal cortex. Other studies show that past the 2 month state seratonin levels drop
with Cymbalta usage.
Document #5
https://www.ncbi.nlm...les/PMC3362535/
Stress‐Induced Changes of Hippocampal NMDA Receptors: Modulation by
Duloxetine Treatment.
It is now well established that the glutamatergic system contributes to the
pathophysiology of depression. Exposure to stress, a major precipitating factor for
depression, enhances glutamate release that can contribute to structural
abnormalities observed in the brain of depressed subjects. We found that chronic
stress increases the expression of the obligatory GluN1 subunit, as well as of the
accessory subunits GluN2A and GluN2B at transcriptional and translational levels,
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particularly in the ventral hippocampus. Concomitant treatment with the
antidepressant duloxetine was able to normalize the increase of glutamatergic
receptor subunit expression, and correct the changes in receptor phosphorylation
produced by stress exposure. Antidepressants may exert their activity in the long‐
term also via modulation of the glutamatergic synapse.
Translation
High glutamate (neurotransmitter) in the hippocampus contributes to depresssion.
Cymbalta returns the glutamate gene function to normal activity in the
hippocampus. Glutamate is an amino acid, one of the twenty amino acids used to
construct proteins, and as a consequence is found in high concentration in every part
of the body. In the nervous system it plays a special additional role as a
neurotransmitter: a chemical that nerve cells use to send signals to other cells. In
fact glutamate is by a wide margin the most abundant neurotransmitter in the
vertebrate nervous system. It is used by every major excitatory information‐
transmitting pathway in the vertebrate brain, accounting in total for well over 90% of
the synaptic connections in the human brain. It is no wonder that Cymbalta can
cause such varied side effects and withdrawal symptoms as it can potentially effect
all nerve cells in the brain and nervous system.
Comment ‐ Is it no wonder that Cymbalta has such a tremendous and varied effect
on the human body while on the srug or during recovery/withdrawal afterward.
Document #6
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4155681/
J Biol Chem. 2014 Sep 5; 289(36): 25177–25185.
Synergistic Regulation of Glutamatergic Transmission by Serotonin and
Norepinephrine Reuptake Inhibitors in Prefrontal Cortical Neurons*
We found that low dose SNRIs, by acting on 5‐HT1A and α2‐adrenergic receptors,
synergistically reduced AMPA receptor (AMPAR)‐mediated excitatory postsynaptic
currents and AMPAR surface expression in prefrontal cortex pyramidal neurons via a
mechanism involving Rab5/dynamin‐mediated endocytosis of AMPARs. Moreover,
the depression of AMPAR‐mediated excitatory postsynaptic currents by SNRIs
required p38 kinase activity, which was increased by 5‐HT1A and α2‐adrenergic
receptor co‐activation in an activator of G protein signaling 3‐dependent manner.
These results have revealed a potential mechanism for the synergy between the
serotonin and norepinephrine systems in the regulation of glutamatergic
transmission in cortical neurons.
Translation
Cymbalta, by affecting both seratonin and alpha adrenaline receptors, affects
glutamate receptor signaling in the prefrontal cortex of the brain.
Document #7
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https://www.ncbi.nlm...pubmed/26135544
Antihyperalgesic effect of duloxetine and amitriptyline in rats after peripheral nerve
injury: Influence of descending noradrenergic plasticity.
Noradrenaline (NA) and serotonin (5‐HT) increase in the spinal cord by reuptake
inhibition is considered to be main mechanism of the therapeutic effect of
antidepressants in neuropathic pain. In vivo microdialysis in the lumbar spinal dorsal
horn revealed that NA and 5‐HT concentrations increased after intraperitoneal
administration of duloxetine and amitriptyline (10 mg/kg, respectively). The present
study suggests that NA/5‐HT increase in the spinal cord is crucial in the
antihyperalgesic effect of duloxetine and amitriptyline. The plastic change of the
descending noradrenergic system does not obviously affect the analgesic efficacy of
duloxetine and amitriptyline.
Translation
Cymbalta increases seratonin and noradrenaline levels in the spinal cord and reduces
associated spinal pain.
Document #8
https://www.ncbi.nlm...pubmed/25154730
Eur J Pain. 2015 May;19(5):649‐60. doi: 10.1002/ejp.586. Epub 2014 Aug 25.
A selective α2 B adrenoceptor agonist (A‐1262543) and duloxetine modulate
nociceptive neurones in the medial prefrontal cortex, but not in the spinal cord of
neuropathic rats.
CONCLUSIONS: These data highlight that activation of the α2B adrenoceptor as well
as inhibiting NA and 5‐HT reuptake can result in modulating the ascending
nociceptive system, in particular, dampening the firing of PR neurones in the mPFC.
Translation
Cymbalta does not effect the pain sensing nerves in the spinal cord but does reduce
the activity of the nerves bringing signals back up to the prefrontal cortex and thus
reducing the perception of pain.
Document #9
https://www.ncbi.nlm...les/PMC3171868/
Br J Pharmacol. 2011 Sep; 164(1): 159–169.
A spinal mechanism of action for duloxetine in a rat model of painful diabetic
neuropathy.
These results support the involvement of spinal 5‐HT2A receptors in the ability of
duloxetine to ameliorate painful diabetic neuropathy. Our data also suggest that the
role of 5‐HT2A receptors depends on the level of the neuraxis at which activation
takes place, with peripheral activation contributing to tactile allodynia in diabetic
rats, whereas spinal activation of this receptor alleviates tactile allodynia. The
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development of selective peripheral 5‐HT2A receptor antagonists may offer a novel
approach for the treatment of diabetic neuropathic pain.
Translation
Cymbalta seratonin receptor control helps control pain in peripheral (around the
outside) nerves.

Document #10
https://www.ncbi.nlm...pubmed/24933334
Pharmacol Biochem Behav. 2014 Sep;124:238‐44. doi: 10.1016/j.pbb.2014.06.005.
Epub 2014 Jun 14.
Augmentation of antidepressant effects of duloxetine and bupropion by caffeine in
mice.
The objective of the present study was to evaluate the augmentation of
antidepressant effects of duloxetine and/or bupropion with caffeine. Comparison
between vehicle treated group and other groups showed significant decrease in
immobility in all drug treated groups in both antidepressant models. Caffeine plus
duloxetine treated group was better among the combination treated groups in terms
of decrease in immobility and increase in norepinephrine, dopamine, and serotonin
levels in hippocampi, cerebral cortices, and whole brain when compared to their
respective monotherapy treated groups. These combination approaches may help in
reducing the dose of duloxetine/bupropion, and consequently lower the associated
side/adverse effects.
Translation
Caffiene in combination with Cymbalta helps decrease fatique and sluggishness (side
effects of Cymbalta). It also increased concentrations of norepinephrine, dopamine
and seratonin in the hippocampus, cerebral cortex and the whole brain.
Document #11
https://www.ncbi.nlm...pubmed/23522402
J Psychiatr Res. 2013 Jun;47(6):802‐8. doi: 10.1016/j.jpsychires.2013.02.013. Epub
2013 Mar 19.
Chronic administration of duloxetine and mirtazapine downregulates proapoptotic
proteins and upregulates neurotrophin gene expression in the hippocampus and
cerebral cortex of mice.
In the present study, we examined the effects of two antidepressants, duloxetine
and mirtazapine, on the expression of apoptotic (natural cell deatah) and
neurotrophic proteins (promotes growth, survival and specialize) in the cerebral
cortex and hippocampus of mice. Both duloxetine and mirtazapine produced
antidepressant activity in the forced swimming test and induced increased cortical
and hippocampal mRNA expression of BDNF. Duloxetine also increased Bcl‐2, Bcl‐xL,
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FGF‐2, and NT‐3 expression in the cerebral cortex, and FGF‐2 expression in the
hippocampus. Moreover, duloxetine reduced Bax and p53 expression in the
hippocampus, and Bad expression in the cerebral cortex.
Translation
Cymbalta increased production of BDNF (brain‐derived neurotrophic factor). BDNF
acts on certain neurons of the central nervous system and the peripheral nervous
system, helping to support the survival of existing neurons, and encourage the
growth and differentiation of new neurons and synapses. In the brain, it is active in
the hippocampus, cortex, and basal forebrain—areas vital to learning, memory, and
higher thinking. It is also expressed in the retina, motor neurons, the kidneys, saliva,
and the prostate. Cymbalta increases the production of one protein for apotosis (cell
death), 2 for cell growth and survival and one cell membrane protein in the cerebral
cortex. In addition it increases the protein for cell membranes in the hippocampus.
Cymbalta decreases a protein antigen used to fight cellular tumors and 2 proteins
used to promote cell death.
Document #12
https://www.ncbi.nlm...pubmed/23010381
Pharmacol Biochem Behav. 2012 Dec;103(2):408‐17.
doi: 10.1016/j.pbb.2012.09.011. Epub 2012 Sep 23.
The role of the NMDA receptors and l‐arginine‐nitric oxide‐cyclic guanosine
monophosphate pathway in the antidepressant‐like effect of duloxetine in the
forced swimming test.
Moreover, the administration of duloxetine (10mg/kg) produced a reduction in NOx
levels in the hippocampus and cerebral cortex. Altogether the results suggest that
the effect of duloxetine in the FST is dependent on either a blockade of NMDA
receptors or an inhibition of NO.
Translation
Cymbalta reduces nitrous oxide levels in the hippocampua and cerebral cortex. Since
it was first identified to play an important role in relaxation of blood vessels, nitric
oxide has been demonstrated to regulate many biological processes, especially in
the central nervous system. Of the three types of enzymes that produce nitric oxide
in humans and rodents, neuronal type is found almost exclusively in the nervous
system. This gaseous molecule is a nonclassical neurotransmitter, which maintains
the activities of neural cells and regulates the normal functions of brain. It appears to
play a role in promoting the transfer of nerve signals from one neuron to another,
maintaining the synaptic strength. Meanwhile, nitric oxide is a unique regulator on
neurogenesis (new nerve cell production) and synaptogenesis, producing the
positive or negative effects upon different signal pathways or cellular origins and
locations. Based on its significant roles in neural plasticity, nitric oxide is involved in a
number of central nervous diseases, such as ischemia, depression, anxiety, and
Alzheimer's disease.
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Document #13
https://www.ncbi.nlm...pubmed/21820879
Psychiatry Res. 2011 Nov 30;194(2):157‐62. doi: 10.1016/j.pscychresns.2011.03.011.
Epub 2011 Aug 6.
Duloxetine's modest short‐term influences in subcortical structures of first episode
drug‐naïve patients with major depressive disorder and panic disorder.
The patients had consistent changes of volumes in bilateral nucleus accumbens, left
putamen, left hippocampus and brainstem after 6 weeks of treatment with
duloxetine. There were no consistent changes in other subcortical structures. There
were modest increases of the volumes of the above areas, which were not significant
after false discovery correction by FIRST F‐test comparisons. The volumetric
increases were correlated with responses of clinical symptoms. The results
suggested that duloxetine possibly contributed to modest increases in several
subcortical areas of these patients with remission.
Translation
Consistent changes of volumes in bilateral nucleus accumbens, a region of the
forebrain, (As a whole, the nucleus accumbens has a significant role in the cognitive
processing of aversion, motivation, pleasure, reward and reinforcement learning;
hence, it has a significant role in addiction. It plays a lesser role in processing fear (a
form of aversion), impulsivity, and the placebo effect. It is involved in the encoding
of new motor programs as well.), left putamen (located at the base of the forebrain
it's main function is to regulate movements and influence various types of learning.
It employs GABA, acetylcholine, and enkephalin to perform its functions. The
putamen also plays a role in degenerative neurological disorders, such as Parkinson's
disease.), left hippocampus and brainstem after 6 weeks of treatment with
duloxetine.
Document #14
https://www.ncbi.nlm...pubmed/20381469
Brain Res. 2010 Jun 23;1341:93‐9. doi: 10.1016/j.brainres.2010.03.086. Epub 2010
Apr 8.
Comparison of neurogenic effects of fluoxetine, duloxetine and running in mice.
Both running and fluoxetine, but not duloxetine, increased the percentage of new
cells that became neurons. In the open‐field test, animals treated with either drug
spent less time in the center than controls and runners. In addition, fluoxetine
treatment resulted in reduced locomotor activity. Together, these data show that
the neurogenic response to exercise is much stronger than to antidepressants and
imply a low likelihood that anxiolytic effects of these drugs are mediated by adult
neurogenesis in C57Bl/6 mice.
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Document #15
https://www.ncbi.nlm...pubmed/20159945
Mol Pharmacol. 2010 May;77(5):846‐53. doi: 10.1124/mol.109.063081. Epub 2010
Feb 16.
Long‐Term duloxetine treatment normalizes altered brain‐derived neurotrophic
factor expression in serotonin transporter knockout rats through the modulation of
specific neurotrophin isoforms.
We demonstrate that chronic treatment with the antidepressant duloxetine (DLX)
was able to normalize the expression of BDNF mRNA‐coding exon (IX) in the
hippocampus and prefrontal cortex of SERT KO rats through the modulation of
selected neurotrophin transcripts, whose expression was up‐regulated by DLX only in
SERT KO rats. On the other hand, the modulation of BDNF protein by DLX in frontal
cortex was abolished in mutant rats. These data suggest that animals with a genetic
defect of the serotonin transporter maintain the ability to show neuroplastic
changes in response to antidepressant drugs. Because these animals show
depression‐like behavior, the region and isoform‐specific increase of BDNF levels
may be a mechanism activated by long‐term antidepressant treatment to restore
normal plasticity that is defective under genetic dysfunction of the serotonin
transporter.
Translation
Cymbalta returns BDNF to proper levels and a return of neural plasticity (the ability
of the brain to change and develop through it's life).
Document #16
https://www.ncbi.nlm...pubmed/18751896
Neurochem Res. 2009 Mar;34(3):542‐55. doi: 10.1007/s11064‐008‐9818‐2. Epub
2008 Aug 27.
Brain region‐specific effects of short‐term treatment with duloxetine, venlafaxine,
milnacipran and sertraline on monoamine metabolism in rats.
Serotonin noradrenaline reuptake inhibitors (SNRIs; duloxetine, venlafaxine,
milnacipran) and a serotonin‐selective reuptake inhibitor (SSRI; sertraline) elevated
serotonin (5‐HT) levels in the midbrain (MB). Duloxetine and venlafaxine increased 5‐
HT levels in the brainstem and 5‐HT terminal areas, whereas milnacipran and
sertraline increased levels in the brainstem only. Significant reductions in 5‐HT
turnover were observed in various forebrain regions, including the hippocampus and
hypothalamus, after treatment with all of the tested drugs except for milnacipran. In
addition, there was reduced 5‐HT turnover in the dorsolateral frontal cortex (dlFC),
the medial prefrontal cortex (mPFC), and both the dlFC and the mPFC after
treatment with duloxetine, sertraline, and venlafaxine, respectively. Venlafaxine
significantly increased dopamine (DA) levels in the nucleus accumbens (NAc) and the
substantia nigra and decreased DA turnover in the NAc. Similar changes were
observed after treatment with duloxetine and sertraline in the NAc, whereas
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milnacipran increased DA levels in the mPFC. Limited increases in noradrenaline
levels were detected after treatment with duloxetine, venlafaxine, or sertraline, but
not after treatment with milnacipran. These results show that SNRIs and SSRIs
induced region‐specific monoaminergic changes after short‐term treatment.
Translation ‐ Cymbalta initially increased seratonin in the brain stem, reduced
reuptake (reuse) in the hippocampus, hypothalmus and frontal cortex. Also,
Cymbalta icreased dopamine levels and decreased reuptake of dopamine in the
nucleus accumbens and the substantia nigra(plays an important role in reward and
movement). It also caused small increases in noradrenaline.
Document #17
https://www.ncbi.nlm...pubmed/17327885
Neuropsychopharmacology. 2007 Nov;32(11):2351‐9. Epub 2007 Feb 28.
Chronic duloxetine treatment induces specific changes in the expression of BDNF
transcripts and in the subcellular localization of the neurotrophin protein.
There is growing evidence that brain‐derived neurotrophic factor (BDNF) can be
relevant to mood disorders and that modulation of its biosynthesis following
prolonged antidepressant treatment may contribute to neuroplastic changes
required for clinical response. In the present study, we investigated the effects of the
novel antidepressant duloxetine on BDNF in the rat brain. Duloxetine is a serotonin‐
norepinephrine reuptake inhibitor that differs from other antidepressants by virtue
of its balanced potency on both neurotransmitter systems. We found that chronic,
but not acute, treatment with duloxetine produces a robust increase of exon V BDNF
mRNA levels in frontal cortex when the animals were killed 1 or 24 h after the last
administration. The expression of the neurotrophin was also increased in other
cortical subregions, but not in the hippocampus. We also found that the increased
expression of BDNF in frontal cortex was mainly sustained by enhanced mRNA levels
for exons I and III, whereas the expression of exon IV was reduced. Protein analysis
in different subcellular fractions showed that chronic treatment with duloxetine, but
not with the prototypical SSRI fluoxetine, reduced mature BDNF in the cytosol, but
markedly increased its levels in the crude synaptosomal fraction. Our data suggest
that chronic treatment with the novel antidepressant duloxetine not only produces a
marked upregulation of BDNF mRNA and protein, but may also affect the subcellular
redistribution of the neurotrophin. These changes might improve synaptic plasticity
and cognitive function that are defective in depressed subjects.
Translation
Chronic treatment with Cymbalta not only produces a marked increase in the
function of the BDNF mRNA but also the manufacturing of BDNF itself, and may also
affect the subcellular redistribution of BDNF).
Document #18
https://www.ncbi.nlm.../pubmed/9686935
Effect of long‐term administration of duloxetine on the function of serotonin and
noradrenaline terminals in the rat brain.
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Duloxetine, an inhibitor of both 5‐hydroxytryptamine (5‐HT) and noradrenaline (NA)
reuptake processes, has been developed as a potential antidepressant drug. In rats
treated for 21 days with duloxetine (20 mg/kg/day), the recovery times of dorsal
hippocampus CA3 pyramidal neurons from microiontophoretic applications of 5‐HT
and NA were significantly increased, indicating ongoing reuptake blockade with the
minipump in place delivering the drug. The remaining experiments were performed
following a 48‐h washout. Electrically evoked release of [3H]5‐HT from preloaded
slices was enhanced in the midbrain, presumably due to a desensitization of the
somatodendritic 5‐HT1D and 5‐HT1A autoreceptors. In addition, evoked release of
[3H]5‐HT was increased in the hippocampus, which could have been due to the
desensitization of the alpha2‐adrenergic heteroreceptors located on the 5‐HT
terminals. In contrast, there was no change in the evoked release of [3H]5‐HT in the
frontal cortex despite decreased functioning of the 5‐HT transporter found in this
brain region. Similar to changes in 5‐HT release, electrically evoked release of [3H]NA
was enhanced in the hippocampus and frontal cortex of rats treated chronically with
duloxetine. These increases in [3H]NA release were most likely due to the
desensitization of the alpha2‐adrenergic autoreceptor in the hippocampus and to
the desensitization of the NA transporter in the frontal cortex, respectively. These
data suggest that long‐term administration of duloxetine is able to induce changes in
the 5‐HT and NA systems that lead to enhanced release of both 5‐HT and NA in some
limbic brain areas. Duloxetine, therefore, may be a useful antidepressant compound.
Translation
Demonstrated the blocking of seratonin reuptake by Cymbalta. It also increased
seratonin levels in the hippocampus. Although seratonin reuptake was blocked in the
frontal cortex seratonin levels remained constant. Chronic use (21 days is chronic?)
showed increase release of noradrenaline in the hippocampus and frontal cortex.
Document #19
https://www.ncbi.nlm.../pubmed/9580577
J Pharmacol Exp Ther. 1998 May;285(2):404‐12.
Electrophysiological characterization of the effect of long‐term duloxetine
administration on the rat serotonergic and noradrenergic systems.
The firing rate of DRN neurons was decreased after 2 days of duloxetine, but
returned to the control level after 21‐day administration. This recovery of firing rate
was presumably due to the desensitization of the DRN somatodendritic 5‐HT1A
autoreceptors found after long‐term duloxetine administration. Overall serotonergic
tone was assessed by examining the ability of the 5‐HT1A antagonist WAY 100635 to
alter hippocampal firing. WAY 100635 increased hippocampal firing rates in 21‐day
treated rats to a greater extent than in 2‐day treated or control rats, suggesting that
long‐term administration induced an increase in endogenous levels of 5‐HT in
postsynaptic regions. This increase in 5‐HT levels was accompanied by selective
changes in the 5‐HT and NE systems induced by long‐term duloxetine administration,
i.e., the desensitization of the alpha‐2 adrenergic heteroreceptor on 5‐HT terminals
and the continued blockade of the 5‐HT transporters. In contrast, the sensitivity of
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the alpha‐2 adrenergic and terminal 5‐HT1B autoreceptors, as well as that of the
postsynaptic 5‐HT1A receptor after 21‐day treatment was unchanged. Therefore,
this study demonstrates that duloxetine increases serotonergic tone in a limbic
forebrain structure and may therefore be effective in the treatment of depression.
Translation
Cymbalta initially increased the firing of nerve cells in the dorsal raphe nucleus (The
dorsal raphe nucleus is located on the midline of the brainstem The dorsal raphe
nucleus have long been implicated in depression. Some studies have suggested that
the dorsal raphe may be decreased in size in people with depression and,
paradoxically, an increased cell density in those who commit suicide.) but firing rates
returned to normal after 21 days due to fatique in the seratonin receptors. It also
increased seratonin in the forebrain.
Document #20
https://www.ncbi.nlm.../pubmed/9105878
Eur J Pharmacol. 1997 Mar 26;323(1):69‐73.
Electrophysiological effects of fluoxetine and duloxetine in the dorsal raphe nucleus
and hippocampus.
The cellular electrophysiological effects of duloxetine (LY248686), a dual serotonin
(5‐hydroxytryptamine, 5‐HT) and norepinephrine reuptake inhibitor, and the
selective serotonin reuptake inhibitor fluoxetine were compared on spontaneously
active neurons in the dorsal raphe nucleus and the hippocampus of chloral hydrate‐
anesthetized male rat. Systemic intravenous administration of duloxetine or
fluoxetine inhibited dorsal raphe nucleus cell firing in a dose‐dependent manner;
duloxetine suppressed cell firing at significantly lower doses (ED100 1.4 +/‐ 0.3
mg/kg) than fluoxetine (ED100 10.0 +/‐ 2.0 mg/kg). In the hippocampus,
microiontophoretic application of duloxetine or fluoxetine (0.01 M, pH 5.5; 5‐40 nA)
produced minimal inhibition of cell firing.
Translation
Cymbalta inhibited dorsal raphe nucleus cell firing. In the hippocampus little
decrease was noted in cell firing.
Document #21
https://www.ncbi.nlm.../pubmed/8613930
J Pharmacol Exp Ther. 1996 Apr;277(1):278‐86.
Blockade of the serotonin and norepinephrine uptake processes by duloxetine: in
vitro and in vivo studies in the rat brain.
In in vitro uptake experiments, duloxetine inhibited [3H]5‐hydroxytryptamine (5‐HT)
and [3H]norepinephrine (NE) uptake in hippocampus slices of control rats with IC50
values of 28 and 46 nM, respectively. The uptake of both[3H]5‐HT and [3H]NE was
equipotently inhibited in hippocampus slices prepared from rats treated for 2 days
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with different doses of duloxetine (5, 10, 15 and 20 mg/kg/day s.c.). In in vivo
electrophysiological experiments in the hippocampus, the effects of duloxetine on
the suppression of CA3 pyramidal neuronal firing activity by microiontophoretically
applied 5‐HT and NE were examined with two modes of administration. Five
successive i.v. injections (2 mg/kg each) significantly and dose‐dependently
prolonged the recovery time of the firing activity of hippocampus CA3 pyramidal
neurons from the 5‐HT applications. A 2‐day treatment (10, 15 and 20 mg/kg/day
s.c.) also increased the recovery time in a dose‐dependent manner. Whereas the
recovery time from NE applications was unaffected by low doses of duloxetine (2
mg/kg i.v.; 10 mg/kg/day for 2 days), it was prolonged significantly by higher doses (8
and 1 0 mg/kg iv.; 20 mg/kg/day for 2 days). Acute i.v. injections of duloxetine
suppressed the spontaneous firing activity of dorsal raphe 5‐HT and locus ceruleus
NE neurons with ED50 values of 99 and 475 microgram/kg, respectively. Taken
together, the present results confirmed that duloxetine is a dual 5‐HT/NE uptake
inhibitor. Furthermore, the results obtained in in vivo experiments indicate that
duloxetine has a preferential inhibitory effect on the 5‐HT transporter.
Translation
Cymbalta inhibited the reuptake of both seratonin and noradrenaline in the
hippocampus. It inhibited seratonin reuptake more than noradrenaline.
Document #22
https://www.ncbi.nlm...les/PMC3413810/
J Mol Neurosci. 2012 Sep; 48(1): 167–175.
Differential BDNF Responses of Triple Versus Dual Reuptake Inhibition in Neuronal
and Astrocytoma Cells as well as in Rat Hippocampus and Prefrontal Cortex
,1,2,3 Gunter Kenis,1,2 Maria S. Quinton,3 Sharon Engel,3 Larry Melnick,3 and Rudy
Schreiber3,4
Twenty‐one days of oral treatment (30 mg/kg) with the dual
serotonin/noradrenaline reuptake inhibitor duloxetine or the triple
serotonin/noradrenaline/dopamine reuptake inhibitor DOV 216,303 restored BDNF
protein levels in the rat hippocampus, which were initially decreased due to injection
stress. Increased BDNF levels support the neurotrophic hypothesis of depression, but
our findings do not clearly evidence that the BDNF response after triple reuptake
inhibitors is more effective than after dual reuptake inhibitors. Moreover, the data
suggest that the role of BDNF in neurons and astrocytes is complex and likely
depends on factors including specificity of cell types in different brain regions, cell–
cell interactions, and different mechanisms of action of antidepressants used.
Translation
Cymbalta returned BDNF levels to normal in the hippocampus within 21 days.
Document #23
https://www.ncbi.nlm...les/PMC3176563/
Neuropsychopharmacology. 2011 Oct; 36(11): 2266–2275.
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Short‐Term Duloxetine Administration Affects Neural Correlates of Mood‐Congruent
Memory
Using a double‐blind, placebo‐controlled, cross‐over design, we investigated the
effect of a short‐term treatment (14 days) with the dual reuptake inhibitor
duloxetine on neural correlates of mood‐congruent and mood‐incongruent memory
formation and retrieval in healthy volunteers who underwent a sad mood induction
procedure. Duloxetine did not affect acute mood state or memory performance, but
interacted with brain processes mediating mood‐congruent memory. It decreased
activity related to successful memory formation for mood‐congruent and ‐
incongruent items in a set of brain regions comprising the putamen and the middle
frontal gyrus, as well as the middle and the anterior cingulate cortex. Duloxetine
specifically increased amygdala activity related to successful memory retrieval for
mood‐incongruent items. Here we show that short‐term administration of
duloxetine affects the neural correlates of emotional memory formation and
retrieval in a set of brain regions whose processing is related to affective state and
its regulation. While duloxetine suppressed the neural correlates of emotional
memory formation in general, it specifically enhanced amygdala processes
associated with mood‐incongruent memory retrieval. This pattern of results shows
how an antidepressant may reduce emotional memory formation and reverse mood‐
congruent processing biases at retrieval.
Translation
A 14 day treatment with Cymbalta decreased activities related to memory formation
in the putamen, frontal gyrus and anterior cingulate cortex. On the other hand it
increased memory retrieval in the amygdala.
Document #24
https://www.ncbi.nlm...les/PMC4713700/
Int J Clin Exp Pathol. 2015; 8(11): 15454–15461.
Effects of duloxetine on microRNA expression profile in frontal lobe and
hippocampus in a mouse model of depression
A significant upregulation of miR‐132 and miR‐18a in hippocampus in the duloxetine
treatment group compared with model group, whereas the levels of miR‐134 and
miR‐124a were significantly downregulated. Furthermore, miR‐18a showed
significant upregulation in frontal lobe in the duloxetine treatment group relative to
model group. Our data showed that miRNA expression profile in frontal lobe and
hippocampus was affected by duloxetine in mice model of depression. The effect
was especially pronounced in the hippocampus, suggesting that hippocampus might
be the action site of duloxetine, which presumably worked by regulating the
expression of miRNA levels.
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Translation
Cymbalta increased the activity of two miRNA in the hippocampus (miRNA‐132
which functions to regulate the expression levels of other genes) by several
mechanisms, generally reducing protein levels through the cleavage of mRNAs or the
repression of their translation. Several targets for miR‐132 have been described,
including mediators of neurological development, synaptic transmission,
inflammation and angiogenesis.; and miR‐18a which triggers the function of other
RNA) and decreases the function of two other miRNA (miR‐134 is a brain‐specific
microRNA localised in hippocampal neurons and indirectly regulate synaptic
development and is thought to mediate Creb protein giving it a role in higher brain
functions such a memory formation; and miR‐124a which has been found to be the
most abundant microRNA expressed in nerve cells. It can change the structure of
Glutamate receptors in the prefrontal cortex.)
Document #25
https://www.ncbi.nlm...les/PMC3055320/
Neuropsychopharmacology. 2010 Oct; 35(11): 2305–2317.
Effects of Duloxetine Treatment on Brain Response to Painful Stimulation in Major
Depressive Disorder
Treatment with duloxetine was associated with a significant reduction in brain
responses to painful stimulation in MDD patients in regions generally showing
abnormally enhanced activation at baseline. Clinical improvement was associated
with pain‐related activation reductions in the pregenual anterior cingulate cortex,
right prefrontal cortex, and pons. Pontine changes were specifically related to clinical
remission. Increased baseline activations in the right prefrontal cortex and reduced
deactivations in the subgenual anterior cingulate cortex predicted treatment
responders at week 8. This is the first fMRI study addressed to assess the effect of
duloxetine in MDD. As a novel approach, the application of painful stimulation as a
basic neural stressor proved to be effective in mapping brain response changes
associated with antidepressant treatment and brain correlates of symptom
improvement in regions of special relevance to MDD pathophysiology.
Translation
Cymbalta reduced pain nerve signals in the pregenual anterior cingulate cortex (It
plays a role in a wide variety of autonomic functions, such as regulating blood
pressure and heart rate and is involved in certain higher‐level functions, such as
reward anticipation, decision‐making, impulse control, and emotion.), right
prefrontal cortex, and pons (The pons is part of the brainstem that conduct signals
from the brain down to the cerebellum and medulla, and tracts that carry the
sensory signals up into the thalamus.The pons contains nuclei that relay signals from
the forebrain to the cerebellum, along with nuclei that deal primarily with sleep,
respiration, swallowing, bladder control, hearing, equilibrium, taste, eye movement,
facial expressions, facial sensation, and posture.).
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Document #26
https://www.ncbi.nlm...pubmed/25880400
2015 Apr 14;15:82. doi: 10.1186/s12888‐015‐0457‐2.
Multimodal functional and structural neuroimaging investigation of major depressive
disorder following treatment with duloxetine.
Participants were medication‐free MDD patients (n = 32; mean age 40.2 years) in an
acute depressive episode and healthy controls matched for age, gender, and IQ
(n = 25; mean age 38.8 years). MDD patients received treatment with duloxetine 60
mg daily for 12 weeks with an optional dose increase to 120 mg daily after 8 weeks.
All participants had serial imaging at weeks 0, 1, 8, and 12 on a 3 Tesla magnetic
resonance imaging (MRI) scanner. Neuroimaging tasks included emotional facial
processing, negative attentional bias (emotional Stroop), resting state functional MRI
and structural MRI.
RESULTS: In the emotional Stroop task, increased posterior cingulate activation in
MDD patients normalized following treatment. An early increase in hippocampal
volume was predictive of clinical response.
Translation
Cymbalta normalized activation of the posterior cingulate. Imaging studies indicate a
prominent role for the posterior cingulate cortex in pain and episodic memory
retrieval. Increased size of posterior ventral cingulate cortex is related to working
memory decline. The posterior cingulate cortex has been implicated as a key part of
several control networks. The posterior cingulate cortex has also been firmly linked
to prominent emotional experiences . Thus, it has been hypothesized that the
emotional importance of personal memories may contribute to the strength and
consistency of activity in the posterior cingulate cortex upon successful recollection
of these memories. The posterior cingulate cortex is significantly activated by
emotional stimuli.
Document #27
https://www.ncbi.nlm...pubmed/21195195
Neuroimage. 2011 Mar 15;55(2):825‐31. doi: 10.1016/j.neuroimage.2010.12.051.
Epub 2010 Dec 30.
Subchronic duloxetine administration alters the extended amygdala circuitry in
healthy individuals.
We used functional magnetic resonance imaging in nineteen healthy volunteers to
assess the effect of two weeks of administration of the combined serotonin and
norepinephrine reuptake inhibitor duloxetine (60 mg) on reactivity and functional
connectivity within the affective neurocircuitry in a double‐blind, placebo‐controlled,
crossover design. Using an emotional face matching task we demonstrated that
duloxetine reduced neural responses in affect processing regions including the
amygdala, the anterior insula, the thalamus and the ventral aspect of the anterior
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cingulate cortex. Additionally, functional coupling between the amygdala and the
anterior insula was enhanced by the drug. These results suggest that duloxetine
attenuates the bottom‐up processing of biologically salient information in an
extended amygdala circuitry, while at the same time possibly potentiating the
effective communication between its subparts. Since hyperactivation of the same
affective neurocircuitry is thought to underlie emotional dysfunction in depression,
these results suggest a putative neural mechanism through which duloxetine could
normalize typical negativity biases in depression.
Translation
Cymbalta reduced nerve responses in the amygdala, anterior insula (The insulae are
believed to be involved in consciousness and play a role in diverse functions usually
linked to emotion or the regulation of the body's homeostasis. These functions
include perception, motor control, self‐awareness, cognitive functioning, and
interpersonal experience. In relation to these, it is involved in psychopathology.),
thalmus (Some of its functions are the relaying of sensory and motor signals to the
cerebral cortex, and the regulation of consciousness, sleep, and alertness.) and
cingulate cortex. Communication between the amygdala and the anterior insula
were increased.
Document #28
https://www.ncbi.nlm...pubmed/23507186
Psychoneuroendocrinology. 2013 Sep;38(9):1824‐8.
doi: 10.1016/j.psyneuen.2013.02.009. Epub 2013 Mar 16.
NGF serum levels variations in major depressed patients receiving duloxetine.
METHODS: 30 MDD patients and 32 healthy controls were assessed using Hamilton
depression scale (HAM‐D) and monitored for NGF serum levels at baseline, week 6
and week 12 of duloxetine treatment (60 mg/day) and at baseline, respectively.
RESULTS: According to early clinical response to duloxetine (defined at week 6 by
reduction >50% of baseline HAM‐D score), MDD patients were distinguished in early
responders (ER) and early non‐responders (ENR), who overall reached clinical
response at week 12. Laboratory analysis showed overall significant lower baseline
NGF levels among depressed patients compared to healthy controls, not significantly
in ER and significantly in ENR. During duloxetine treatment NGF levels further
decreased in association with clinical response, reaching significantly lower values in
ER at W6 compared to controls, and in ENR at W12 compared to baseline.
CONCLUSIONS: A decrease in NGF levels during duloxetine treatment in association
to clinical response could be indicative of a relative restoring of NEI stress‐adaptation
system.
Translation
Nerve growth factor concentrations were lower in depressed patients. Cymbalta
further lowered nerve growth factor concentrations.
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Document #29
https://www.ncbi.nlm...pubmed/20305306
Neuropsychopharmacol Hung. 2010 Mar;12(1):301‐7.
The effects of duloxetine on beta‐actin stress response in rat brain
Depression is a frequent prodromal symptom of Alzheimer's disease (AD). Stress
factors play an important role in the etiopathology of both diseases, since increased
corticosteroid levels caused by chronic stress indirectly induce neuronal damage. The
aim of our experiments was to evaluate the changes induced by stress in the
transcription of amyloid precursor protein (APP), mitogen activated protein kinase‐1
(MAPK‐1) and beta‐actin, of which the latest plays a leading role in synaptic
plasticity. Additionally we intended to examine how duloxetine ‐ a serotonin‐
norepinephrin reuptake inhibitor type antidepressant ‐ would modify the stress‐
induced changes. Wistar rats were exposed to immobilization stress for five hours
daily through 21 days, while part of the animals received 45 mg/bwkg of duloxetine.
At the end of the third week total RNA was purified from the cortex and
hippocampus. The amount of beta‐actin, APP and MAPK‐1 mRNA was determined by
real time PCR method. On protein level, semiquantitative measurement was
performed by Western blot. The expression of beta‐actin mRNA in the animals
exposed to stress was four times as intense as in the control group. The increase in
the beta‐actin mRNA levels was repressed by the duloxetine treatment. In the case
of APP and MAPK‐1 no changes were detected.
Translation
Stress increases activity of the beta‐actin mRNA (major part of muscle contractions)
and Cymbalta decreased the activity of the beta‐actin mRNA
Document #30
https://www.ncbi.nlm...pubmed/19020498
Neuropsychopharmacology. 2009 May;34(6):1523‐32. doi: 10.1038/npp.2008.208.
Epub 2008 Nov 19.
Acute stress responsiveness of the neurotrophin BDNF in the rat hippocampus is
modulated by chronic treatment with the antidepressant duloxetine.
Adult male Sprague‐Dawley rats were treated for 21 days with vehicle or with the
SNRI duloxetine and, 24 h after the last injection, exposed to an acute swim stress (5
min) before being killed 15 min later. We found that chronic duloxetine treatment
was able to modulate the rapid transcriptional changes of BDNF isoforms produced
by an acute swim stress. Indeed whereas the mRNA levels of BDNF exon IV were
upregulated by stress in vehicle as well as in duloxetine‐treated rats, a significant
increase of exon VI and exon IX was only found in rats that were pretreated with the
antidepressant. These differential effects are in part because of selective changes in
signaling pathways involved in the control of BDNF transcription. Moreover, the
acute stressful episode significantly increased the levels of mature BDNF protein in
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the synaptosomal compartment in rats that were pretreated with the
antidepressant, but not in control animals. Our results suggest that chronic
antidepressant treatment might affect the responsiveness of BDNF under stressful
conditions, suggesting that pharmacological intervention could 'prime'
neuroprotective pathways and render them more responsive to preserve cell
function and viability.
Translation
Stress increases BDNF concentration but Cymbalta treatment decreased the
concentration. Pretreatment with Cymbalta had the opposite effect.
Document #31
https://www.ncbi.nlm...pubmed/18704370
Psychopharmacology (Berl). 2008 Dec;201(2):285‐92. doi: 10.1007/s00213‐008‐
1276‐7. Epub 2008 Aug 14.
Basal and stress‐induced modulation of activity‐regulated cytoskeletal associated
protein (Arc) in the rat brain following duloxetine treatment.
RESULTS: Although a limited increase of Arc messenger RNA (mRNA) levels was
found in some structures after acute antidepressant administration, a marked up‐
regulation of its gene expression was found after chronic treatment, primarily at the
level of frontal cortex. The changes observed after prolonged duloxetine
administration strongly correlates with those previously reported on brain‐derived
neurotrophic factor mRNA levels Calabrese et al. In addition, we found an
anatomical‐specific influence of chronic duloxetine on stress‐dependent Arc
modulation, which was limited to the frontal cortex.
CONCLUSIONS: We suggest that these neuroadaptive changes, among others, might
contribute to the normalization of neuroplastic defects associated with mood
disorders.
Translation
Chronic use of Cymbalta increases Arc concentrations in the frontal cortex. Arc is
widely considered to be an important protein in neurobiology because of its activity
regulation, localization, and utility as a marker for plastic changes in the brain.
Dysfunctions in the production of Arc protein has been implicated as an important
factor in understanding of various neurological conditions including: Amnesia;
Alzheimer's disease; Autism spectrum disorders; and, Fragile X syndrome.
Misc.
http://www.ncbi.nlm....pubmed/23732229
With these findings, we propose a model by which acute SSRI administration, by
altering neural activity in the extended amygdala and hippocampus, enhances both
acquisition and expression of cued fear conditioning, but impairs the expression of
contextual fear conditioning.
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http://www.ncbi.nlm....pubmed/23675317
We evaluated the effect of four weeks of 0.7 mg/kg fluoxetine on long‐term
potentiation (LTP) and long‐term depression (LTD) in the CA1 hippocampal subfield.
Recordings in hippocampal slices revealed profound deficits in LTP and LTD at
Schaffer collateral‐CA1 synapses associated to increased spine density and enhanced
presence of mushroom‐type spines, as revealed by Golgi staining
https://www.ncbi.nlm...pubmed/23400819
Overall, the results suggest that citalopram at the recommended human doses
induces some genetic alterations, which can adversely affect the normal cellular
functioning in mice. The mechanism(s) by which citalopram cause this adverse effect
appear related, in part, to primary DNA strand breakage as detected by the comet
assay as well as clastogenic and aneugenic events as detected by the FISH assay.
Therefore, the clinical use of citalopram must be weighed against the risks of genetic
damages in citalopram users.
https://www.ncbi.nlm...pubmed/23280034
The results showed that the drug fluoxetine was SCE and sperm abnormalities
inducer. The response of this compound was dose‐dependent, and showed that the
highest tested dose increased about two times SCE and four times the sperm
abnormalities control level. The cellular proliferation kinetics was not affected by the
chemical, and the mitotic indexes were slightly diminished with the highest dose.
The percentage of sperm count and sperm motility decreased (p < 0.01) with
increased the dose of treatment.
https://www.ncbi.nlm...pubmed/23232079
Overall, this study provides that citalopram at the recommended human doses after
long‐term treatment is genotoxic for mouse germ cells (DNA breaks). Thus, male
patients receiving citalopram may stand at higher risk for abnormal reproductive
outcomes, particularly in the reproductive ages.
https://www.ncbi.nlm...pubmed/22750076
Genetic changes occurring in somatic cells of the wing's imaginal discs, cause the
formation of mutant clones on the wing blade. The results of this study show that
citalopram had a genotoxic effect in the Drosophila SMART. Sertraline, however, did
not show any genotoxic effect in balancer heterozygous wings. This study concluded
that more information is needed to be certain regarding the mutagenic effects of
sertraline.
https://www.ncbi.nlm...pubmed/21937534
Olanzapine (OLZ), risperidone (RPD) and quetiapine (QTP) are atypical antipsychotic
drugs and are commonly used for the treatments of schizophrenia and bipolar
disorders.However, the application of the highest drug concentrations (250 mg/L
and above) caused the sterility in lymphocyte cultures. It is concluded that the tested
three different atypical antipsychotic drugs can be used safely, but it is necessary to
consider the cytotoxic effects that are likely to appear depending on the doses
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exposed.
https://www.ncbi.nlm...pubmed/20542924
Our results indicated that the tested antipsychotic drug did not induce SCEs in
lymphocytes of treated cultures. However, the application of the highest OLZ
concentration caused oxidative stress. It is concluded that the OLZ can be used
safely, but it is necessary to consider the tissue damages that are likely to appear
depending on the oxidative stress.
https://www.ncbi.nlm...pubmed/18804223
Patients treated with selective serotonin reuptake inhibitors had a mean of 8.1% +/‐
5.4% normal forms per ejaculate. A significant increase in the amount of denatured
single strand DNA in total cellular DNA was found in patients treated with selective
serotonin reuptake inhibitors compared with that in controls (43.2% +/‐ 11.4% vs
21.4% +/‐ 10.6%, p = 0.01). Each semen analysis parameter significantly correlated
with treatment duration.
https://www.ncbi.nlm...pubmed/12904104
Classical antidepressants such as monoamine oxidase inhibitors (MAOIs) or tricyclic
antidepressants (TCAs) seem to have the highest potential to induce liver damage
compared with the newer drugs such as selective serotonin re‐uptake inhibitors
(SSRIs). The potential for severe hepatotoxicity associated with nefazodone is
stressed. Guidelines for therapy and prevention of antidepressant‐induced
hepatotoxicity are also discussed.
https://www.ncbi.nlm...pubmed/11482523
The effects of acute (24 h) exposure to the antidepressants amitriptyline, imipramine
(both tricyclics), fluoxetine (a selective serotonin re‐uptake inhibitor) and
tranylcypromine (a monoamine oxidase inhibitor) on DNA damage in cultured C6 rat
glioma cells were determined using an alkaline comet assay. The data show that the
antidepressants induce significant amounts DNA damage in C6 cells.
https://www.ncbi.nlm...pubmed/20851831
The recombinogenic potential of this antidepressant in A. nidulans may be
associated with the recombinational repair of citalopram‐induced DNA strand
breaks.
https://www.ncbi.nlm...pubmed/15036127
Patients with both generalized anxiety disorder and major depression exposed to
daily doses of sertraline do not indicate a possible clastogenic hazard.
https://www.ncbi.nlm...les/PMC3702119/
We conclude that although, Wellbutrin exerts potential genotoxic effects in cultured
lymphocytes, its cytogenetic effects are very unlikely to occur in blood cultures of
WB‐administered subjects.
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https://www.ncbi.nlm...pubmed/16751836
Neurotoxic reaction to citalopram.
Summary
Cymbalta can;
• cause weight gain
• cause liver damage
• slow clotting
• damage red blood cells beginning in 2 weeks and is cumulative
• does not damage DNA
• control/alter RNA and miRNA performamce resulting in different effects than the
DNA genes are coded for
• alter BDNF mRNA but also the manufacturing of BDNF (brain‐derived neurotrophic
factor) itself. Thus RNA and BDNF controls nerve cell production and survival
• return the glutamate gene function to normal activity in the hippocampus.
Glutamate is an amino acid, one of the twenty amino acids used to construct
proteins, and as a consequence is found in high concentration in every part of the
body. In the nervous system it plays a special additional role as a neurotransmitter: a
chemical that nerve cells use to send signals to other cells. In fact glutamate is by a
wide margin the most abundant neurotransmitter in the vertebrate nervous system.
It is used by every major excitatory information‐transmitting pathway in the
vertebrate brain, accounting in total for well over 90% of the synaptic connections in
the human brain. It is no wonder that Cymbalta can cause such varied side effects
and withdrawal symptoms as it can potentially effect all nerve cells in the brain and
nervous system.
• increase seratonin and noradrenaline levels in the spinal cord
• have great effect on nerve cell growth, survival and death.
• effect nitrous oxide levels in the brain.
• decrease reuptake of dopamine
• increase memory retrieval in the amygdala. (fear center in the brain)
• effect the pons that relay signals from the forebrain to the cerebellum, along with
nuclei that deal primarily with sleep, respiration, swallowing, bladder control,
hearing, equilibrium, taste, eye movement, facial expressions, facial sensation, and
posture.).
• lower nerve growth factor concentrations
• decrease the activity of the beta‐actin mRNA Beta actin is used in muscle
contractions.
http://www.cymbaltaw...elps#entry66904
Details and research on Cymbalta damage and effects.
AM ‐ In extremely acidic conditions, or when a person's stomach contents move out
of the stomach slowly, Cymbalta, unprotected by the enteric coating may undergo
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hydrolysis to form Naphthol. Caution is advised in using Cymbalta in patients with
conditions thatmay slow gastric emptying." "Naphthol is found in pesticides and is
toxic to lungs and mucous membranes. Repeated exposure to Naphthol may
produce general deterioration of health by an accumulation in one or many human
organs." "Naphthol may cause DNA damage to human lymphocytes."
https://dailymed.nlm...f2‐c185fbad64ba
"In extremely acidic conditions, CYMBALTA, unprotected by the enteric coating, may
undergo hydrolysis to form naphthol. Caution is advised in using CYMBALTA in
patients with conditions that may slow gastric emptying (e.g., some diabetics). "
http://www.cymbaltaw...age/?hl=caution
Damage caused by Cymbalta and other antidepressants.

• Cymbalta and Alcohol
http://www.fda.gov/d...y/ucm088579.pdf
Page 5 of 6 from FDA
Use of Cymbalta concomitantly with heavy alcohol intake may be associated with
severe liver injury. Avoid heavy alcohol use while taking Cymbalta.
The FDA site says that 0.46% of Cymbalta users reported increased alcohol
consumption.
https://www.ncbi.nlm...pubmed/25161814
Chronic treatment with prazosin or duloxetine lessens concurrent anxiety‐like
behavior and alcohol intake: evidence of disrupted noradrenergic signaling in
anxiety‐related alcohol use.
Cymbalta lowers alcohol consumption.
https://www.ncbi.nlm...pubmed/18195589
Effects of naltrexone, duloxetine, and a corticotropin‐releasing factor type 1 receptor
antagonist on binge‐like alcohol drinking in rats.
Decreased binge drinking in rats.
Note. The decrease in alcohol consumption would most likely not pertain to those
suffering with mania and that is supported by looking at the alcohol related postings
on this site where many report excessive consumption while being on Cymbalta.
Clonidine/Alcoholism
1) Clonidines effect on Alcohol consumption.
https://www.ncbi.nlm...pubmed/25085719
Alcohol. 2014 Sep;48(6):543‐9. doi: 10.1016/j.alcohol.2014.07.002. Epub 2014 Jul 14.
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The α2‐adrenergic receptor agonist, clonidine, reduces alcohol drinking in alcohol‐
preferring (P) rats.
Clonidine significantly reduced alcohol intake.
https://www.ncbi.nlm...pubmed/15551068
Psychopharmacology (Berl). 2005 May;179(2):366‐73. Epub 2004 Nov 17.
Role of alpha‐2 adrenoceptors in stress‐induced reinstatement of alcohol seeking
and alcohol self‐administration in rats.
To the degree that the present results are relevant to human alcoholism, alpha‐2
adrencoceptor agonists should be considered in the treatment of alcohol
dependence.
2) Clonidines effectiveness in treating alcohol withdrawal.
https://www.ncbi.nlm.../pubmed/3327372
Clonidine and alcohol withdrawal.
The alpha‐2‐adrenergic agonists in alcohol treatment seemed modestly effective for
treatment of some parts of alcohol withdrawal.
https://www.ncbi.nlm.../pubmed/1969792
Drug Alcohol Depend. 1990 Feb;25(1):43‐8.
The effect of clonidine and related substances on voluntary ethanol consumption in
rats.
Clonidine, guanfacine and tiamenidine, in equihypotensive doses, significantly
reduced alcohol intake in ethanol‐preferring rats having free choice between 10%
ethanol and drinking water. Water intake was only slightly reduced, especially during
the first hours following the administration of clonidine. Simultaneous treatment
with yohimbine attenuated the clonidine‐induced reduction in ethanol intake.
Putative central mechanisms underlying the observed inhibitory actions of clonidine
and other alpha‐2 adrenoceptor agonists on oral self‐administration of alcohol are
discussed.
https://www.ncbi.nlm...pubmed/21521867
https://www.ncbi.nlm.../pubmed/1103576
https://www.ncbi.nlm.../pubmed/7978098
https://www.ncbi.nlm.../pubmed/2646983
https://www.ncbi.nlm...pubmed/11091026
https://www.ncbi.nlm.../pubmed/6415735
https://www.ncbi.nlm.../pubmed/3300587
https://www.ncbi.nlm.../pubmed/3893195
https://www.ncbi.nlm.../pubmed/3441163
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https://www.ncbi.nlm...pubmed/15551068
And many many more....
Hydroxyzine/alcoholism
There is no data on the use of hydroxyzine to reduce the desire/use of alcohol.
It has to be shown to not be effective in alcohol withdrawal.
Note ‐ Neither clonidine nor hydroxyzine should be used WITH alcohol as it may
cause a serious drop in blood pressure.
List of known actions of ethanol
Ethanol has been reported to possess the following actions in functional assays at
varying concentrations:
GABAA receptor positive allosteric modulator (primarily of δ subunit‐containing
receptors)
NMDA receptor negative allosteric modulator(drinking alcohol0
Increased levels of dopamine and endogenous opioids in the mesolimbic pathway,
secondary to other actions
AMPA receptor negative allosteric modulator
Kainate receptor negative allosteric modulator
Glycine receptor positive allosteric modulator
Nicotinic acetylcholine receptor positive allosteric modulator
5‐HT3 receptor positive allosteric modulator
Glycine reuptake inhibitor
Adenosine reuptake inhibitor
L‐type calcium channel blocker
GIRK channel opener

• Cymbalta and Hyperglycemia
http://www.ehealthme...a/hyperglycemia
FDA and others number of reported cases of hyperglycemia
http://dailymed.nlm....F2‐C185FBAD64BA
From NIH, a branch of the government.
http://www.ncbi.nlm....les/PMC3056054/
Research article on hyperglycemia.
http://www.accessdat...1427s030lbl.pdf
FDA reports of hyperglycemia
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• Mania/Sexual Effects while taking Cymbalta
Please note that many of these articles relate the high risk mania as being related to
bipolar disorder rather than Major Depression or Anxiety.
https://www.ncbi.nlm...pubmed/22024021

Persistent genital arousal disorder: successful treatment with duloxetine and
pregabalin in two cases.
In both women, the treatment proved to be very successful over a long period of
time. One of them experienced full remission (duloxetine) and the other one
experienced substantial improvement (pregabalin), over a period now lasting for
more than a year.
https://www.ncbi.nlm...pubmed/21091877
Sexual function during long‐term duloxetine treatment in patients with recurrent
major depressive disorder.
Cymbalta can cause sexual dysfunction (decreased sexual labido and performance).
https://www.ncbi.nlm...pubmed/17627739
Changes in sexual functioning associated with duloxetine, escitalopram, and placebo
in the treatment of patients with major depressive disorder.
Same as above.
https://www.ncbi.nlm...pubmed/26003261
Psychiatric disorders and sexual dysfunction.
Same as above
https://dailymed.nlm...f2‐c185fbad64ba
The following is from the drug insert information that come with Cymbalta.
5.8 Activation of Mania/Hypomania
In adult placebo‐controlled trials in patients with major depressive disorder,
activation of mania or hypomania was reported in 0.1% (4/3779) of CYMBALTA‐
treated patients and 0.04% (1/2536) of placebo‐treated patients. No activation of
mania or hypomania was reported in DPNP, GAD, fibromyalgia, or chronic
musculoskeletal pain placebo‐controlled trials. Activation of mania or hypomania has
been reported in a small proportion of patients with mood disorders who were
treated with other marketed drugs effective in the treatment of major depressive
disorder. As with these other agents, CYMBALTA should be used cautiously in
patients with a history of mania.
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Note ‐ Mania is a state of abnormally elevated arousal, affect, and energy level, or "a
state of heightened overall activation with enhanced affective expression together
with lability of affect." Symptoms include...
• Inflated self‐esteem or grandiosity
• Decreased need for sleep (e.g., feels rested after 3 hours of sleep.)
• More talkative than usual or pressure to keep talking.
• Flights of ideas or subjective experience that thoughts are racing. Increase in goal
directed activity, or psychomotor acceleration.
• Distractibility (too easily drawn to unimportant or irrelevant external stimuli).
• Excessive involvement in activities with a high likelihood of painful
consequences.(e.g., extravagant shopping, sexual adventures or improbable
commercial schemes). Wiki
6.6 Effects on Male and Female Sexual Function in Adults
Changes in sexual desire, sexual performance and sexual satisfaction often occur as
manifestations of psychiatric disorders or diabetes, but they may also be a
consequence of pharmacologic treatment. Because adverse sexual reactions are
presumed to be voluntarily underreported, the Arizona Sexual Experience Scale
(ASEX), a validated measure designed to identify sexual side effects, was used
prospectively in 4 MDD placebo‐controlled trials. In these trials patients treated with
CYMBALTA experienced significantly more sexual dysfunction, as measured by the
total score on the ASEX, than did patients treated with placebo. Gender analysis
showed that this difference occurred only in males. Males treated with CYMBALTA
experienced more difficulty with ability to reach orgasm (ASEX Item 4) than males
treated with placebo. Females did not experience more sexual dysfunction on
CYMBALTA than on placebo as measured by ASEX total score. Negative numbers
signify an improvement from a baseline level of dysfunction, which is commonly
seen in depressed patients. Physicians should routinely inquire about possible sexual
side effects.
http://www.gjpsy.uni...cle‐mustafa.pdf
A Case of Possible Duloxetine‐Induced Mania
"Her mood initially improved but two weeks into treatment she developed insomnia,
hyperactivity and sexual arousal."
"Around the time of admission her symptoms constituted irritability, psychomotor
agitation, pressure of speech, flight of ideas, insomnia, auditory and visual
hallucinations, grandiose and persecutory delusions, aggressive and reckless
behaviour, sexual disinhibition and lack of insight."
https://www.nami.org...tine‐(Cymbalta)
The following is from the Nami data sheet on Cymbalta.
"Depression is also a part of bipolar illness. People with bipolar disorder who take
antidepressants may be at risk for "switching" from depression into mania.
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Symptoms of mania include "high" or irritable mood, very high self esteem,
decreased need for sleep, pressure to keep talking, racing thoughts, being easily
distracted, frequently involved in activities with a large risk for bad consequences
(for example, excessive buying sprees)."
http://www.mayoclini...ns/DRG‐20067247
Some people may have trouble sleeping, get upset easily, have a big increase in
energy, or start to act reckless. If you or your caregiver notice any of these unwanted
effects, tell your doctor right away.

• Cymbalta and the Liver
https://dailymed.nlm...185fbad64ba#s23
Drug insert for Cymbalta
Section ‐ 5.2 Hepatotoxicity (Liver toxicity)
"These cases have presented as hepatitis with abdominal pain, hepatomegaly, and
elevation of transaminase levels to more than twenty times the upper limit of
normal with or without jaundice, reflecting a mixed or hepatocellular pattern of liver
injury."
"In most patients, the median time to detection of the transaminase elevation was
about two months."
Note ‐ More details on liver issues at this site.
https://www.ncbi.nlm...les/PMC3773985/
"All 6 patients recovered without liver transplantation even though 3 had pre‐
existing chronic liver disease."
"Duloxetine hepatotoxicity developed within 2 months of drug intake and led to
clinically significant liver injury."
https://www.ncbi.nlm...ubmed/17257478/
"In a pooled analysis of 17,615 subjects, the incidence of serum alanine
aminotransferase (ALT) levels > 3 times the upper limit of normal (ULN), > 5 ULN, and
> 10 ULN were 1%, 0.5%, and 0.2%, respectively.5 Almost all subjects maintained
normal values of alkaline phosphatase and total bilirubin with no case of jaundice
and hepatocellular injury (“Hy’s law”) reported."
https://www.ncbi.nlm...ubmed/18690992/
"However, post‐marketing surveillance identified 406 cases with potential
hepatotoxicity from duloxetine between 8/2004 and 8/2006.6 Of these, 58 cases
were considered clinically significant. A careful review of these cases led to the
following observations: (a) there was no dose‐dependent increase in the incidence of
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hepatic injury, (a large number of cases occurred between 2 and 8 weeks of therapy
and 74% with onset within 16 weeks, 31% had either pre‐existing liver disease or
clinical risk factors for liver disease, and (d) there were two fatal cases possibly
related to duloxetine."
https://www.ehealthm...balta/jaundice/
FDA statistics on side effects
"95,293 people reported to have side effects when taking Cymbalta.
Among them, 299 people (0.31%) have Jaundice"
Time on Cymbalta when people have Jaundice *:
< 1 month: 32.17 %
1 ‐ 6 months: 44.35 %
6 ‐ 12 months: 5.22 %
1 ‐ 2 years: 5.22 %
2 ‐ 5 years: 13.04 %
5 ‐ 10 years: 0.0 %
10+ years: 0.0 %
Cymbalta Liver Damage
https://www.psychiat...2/18l02333.aspx
Dangers of Rapid Dosing: A Case of Dose‐Dependent Drug‐Induced Liver Injury From
Duloxetine
We present the case of a 37‐year‐old woman with a known history of major
depressive disorder, unspecified anxiety disorder, alcohol use disorder, and opioid
use disorder.
Given her uncontrolled symptoms of depression and anxiety and history of chronic
pain, the patient was started on duloxetine 40 mg daily (9 am). She had no other
significant comorbidities, and duloxetine was the only scheduled medication she was
receiving while an inpatient. She tolerated the medication well and reported an
improvement in depressive symptoms. After 3 doses of duloxetine 40 mg, her dose
was subsequently increased from 40 mg to 60 daily (day 4 at 9 am) to target residual
depressive symptoms.
The patient’s initial laboratory work revealed normal liver function tests upon
admission (see the table in the Figure). Repeated laboratory tests performed at the
time of symptom onset revealed significant increases in alkaline phosphatase, AST,
and ALT over baseline. All medications were held, and the patient was given a 1‐liter
bolus of normal saline. Forty‐eight hours after the cessation of medication and fluids,
the patient showed improvement of physical symptoms, and hepatic enzymes began
to normalize. Symptoms fully resolved and laboratory markers returned to baseline
within 1 week of duloxetine discontinuation
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• Cymbalta and the Skin
https://dailymed.nlm...f2‐c185fbad64ba
From the drug insert for Cymbalta (side effects)
Also includes hypoaesthesia, hypoaesthesia facial, genital hypoaesthesia and
paraesthesia oral (Soreness and sensativity in the mouth)
Severe Skin Reactions — Caution patients that CYMBALTA may cause serious skin
reactions. This may need to be treated in a hospital and may be life‐threatening.
Counsel patients to call their doctor right away or get emergency help if they have
skin blisters, peeling rash, sores in their mouth, hives, or any other allergic reactions
[see Warnings and Precautions ].
5.6 Severe Skin Reactions
Severe skin reactions, including erythema multiforme and Stevens‐Johnson
Syndrome (SJS), can occur with CYMBALTA. The reporting rate of SJS associated with
CYMBALTA use exceeds the general population background incidence rate for this
serious skin reaction (1 to 2 cases per million person years). The reporting rate is
generally accepted to be an underestimate due to underreporting.
CYMBALTA should be discontinued at the first appearance of blisters, peeling rash,
mucosal erosions, or any other sign of hypersensitivity if no other etiology can be
identified.
http://www.mayoclini...es/dxc‐20317107
Details on SJS can be found at the above site.
Stevens‐Johnson syndrome
Stevens‐Johnson syndrome signs and symptoms include:
• Fever
• Unexplained widespread skin pain
• A red or purple skin rash that spreads
• Blisters on your skin and the mucous membranes of your mouth, nose, eyes and
genitals
• Shedding of your skin within days after blisters form
If you have Stevens‐Johnson syndrome, several days before the rash develops you
may experience:
• Fever
• Sore mouth and throat
• Fatigue
• Cough
• Burning eyes
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When to see a doctor
Stevens‐Johnson syndrome requires immediate medical attention. Seek emergency
medical care if you experience signs and symptoms of this condition.

• Cymbalta, Seizures and Sodium
https://www.ncbi.nlm...les/PMC2963463/
We believe that this is the first reported case in which a person developed
duloxetine withdrawal seizure secondary to deranged electrolytes after abruptly
stopping duloxetine.
Her sodium was 134, potassium was 2.5, chloride 86, glucose 110, calcium 9, and
magnesium 1.5.
https://www.ncbi.nlm...les/PMC3229538/
Although the risk of seizures with antidepressants is generally very low, the
association with overdose is well established. However, the molecular mechanisms
by which antidepressants cause seizures have not been clarified. GIRK2 knockout
mice exhibit spontaneous seizures and are more susceptible to seizures induced by
pentylenetetrazol than wild‐type mice. The risk of seizures in overdoses with
sertraline, duloxetine, mianserin, and venlafaxine significantly increases, and
amoxapine overdose is more likely to cause seizures. Brain levels of the drugs in
overdose cases may be considerably higher than levels during treatment at
therapeutic doses, suggesting significant inhibition of neuronal GIRK channels by the
drugs. Additionally, other types of K+ channels are inhibited by antidepressants at
micromolar concentrations, that is, the two‐pore‐domain K+ channel, TREK‐1 for
sertraline and voltage‐gated K+ channels for amoxapine and mianserin. Therefore,
the inhibition of GIRK channels by the drugs after overdose together with the
different types of K+ channels may contribute to increased seizure activity and the
occurrence of other neurological side effects by increasing neuronal excitability.
Note ‐ GIRK2 is a K+ ion regulatory mechinism.
https://www.ncbi.nlm...pubmed/16534127
Duloxetine‐induced syndrome of inappropriate antidiuretic hormone secretion and
seizures.
Description of antidiuretic hormone
Kidney
Aantidiuretic hormone has three main effects:
Increasing the water permeability of initial and cortical collecting tubules and inner
medullary collecting duct in the kidney, thus allowing water reabsorption and
excretion of more concentrated urine, i.e., antidiuresis.
Increasing permeability of the inner medullary portion of the collecting duct to urea
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by regulating the cell surface expression of urea transporters, which facilitates its
reabsorption into the medullary interstitium as it travels down the concentration
gradient created by removing water from the connecting tubule, cortical collecting
duct, and outer medullary collecting duct.
Acute increase of sodium absorption across the ascending loop of henle. This adds to
the countercurrent multiplication which aids in proper water reabsorption later in
the distal tubule and collecting duct.
Note ‐ This could severely impact sodium and potassium levels in the blood stream.
From article ‐ "We describe a woman who developed severe hyponatremia on
exposure to duloxetine and recurrence on inadvertent rechallenge, suggesting the
causative relationship of this drug to hyponatremia."
Hyponatremia ‐ is a low sodium level in the blood.
http://www.ncbi.nlm....pubmed/22306002
Generalized tonic‐clonic seizure secondary to duloxetine poisoning: a short report
with favorable out come.
Note ‐ Tonic–clonic seizures (formerly known as grand mal seizures) are a type of
generalized seizure that affects the entire brain. Tonic–clonic seizures are the seizure
type most commonly associated with epilepsy and seizures in general, though it is a
misconception that they are the only type.
https://www.ncbi.nlm...les/PMC2963463/
Duloxetine Withdrawal Seizure
She came to the emergency room with complaints of nausea, clear liquid vomitus,
anxiety, “electical sensation” inside the body, restlessness, decreased liquid intake,
abdominal pain, and decreased sleep. She stopped taking her duloxetine two days
previoiusly. She had two generalized tonic clonic seizures 20 minutes apart in the
hospital.
https://www.accessda...s011s013lbl.pdf
Hyponatremia — Cases of hyponatremia (some with serum sodium lower than 110
mmol/L) have been reported and appeared to be reversible when Cymbalta was
discontinued. Some cases were possibly due to the syndrome of inappropriate
antidiuretic hormone secretion (SIADH). The majority of these occurrences have
been in elderly individuals, some in patients taking diuretics or who were otherwise
volume depleted.
Note this article links Cymbalta to Hyponatremia caused by inappropriate
antidiuretic hormone secretion.
Medical research articles linking Cymbalta to Hyponatremia
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https://www.ncbi.nlm.nih.gov/pubmed/17502788
https://www.ncbi.nlm...les/PMC3285747/
https://www.ehealthm.../hyponatraemia/
https://www.ncbi.nlm...pubmed/25538343
https://www.ncbi.nlm...pubmed/25911354
https://www.ncbi.nlm...pubmed/18562431
https://www.ncbi.nlm...pubmed/17224730
https://www.ncbi.nlm...pubmed/17502788
Comments by Members
Grand Mal Seizure And Mouth Spasms ?
justsayno ‐ Was trying to work it out tonight. Looking for any patterns / similarities
etc. Only obvious thing being that both seizures occurred after a dosage drop from 40
to 30 mg.
justsayno ‐ Hi GailFar as I am aware No. In 28 years I've never had any seizures until I
began taking Cymbalta.
Bead Counting Advice Doesn't Jive With My Capsule Contents
PtldFrank ‐ Vinpin, Regarding seizures, that's a subject I do have personal experience
with. The good news is that I'm seizure free for more than 10 years. The bad news is
that I had half a dozen gran mal seizures in the 12 years prior, starting with
wellbutrin. I tend to believe the seizures all came from the various meds (15‐20
combinations) I went through. The only thing that seems to have stopped
the seizures is the anti seizure medicine Keppra. Involuntary Cold Turkey From
120Mg
Cassandra ‐ Hello world, this is Cassandra. It's been a rough month since I quit
cymbalta and I think it'd be best to start from the very beginning.
I have been experiencing major depression as long as I can remember, at least from
the age of 9 which is where my earliest memories are. I was put on my first
antidepressant‐‐celexa‐‐5 or six years ago. I had been depressed before but when I
started medication it just got worse. Five/six months ago I was put on cymbalta, first
60 mg then 120, and it got worse. I became violently suicidal and after a course of 12
ect treatments I attempted suicide by taking 2 bottles of cymbalta at once (my
insurance had just switched me to where I could only get my meds in a 90 day supply‐
‐bad, bad idea to give someone who's suicidal a giant bag of meds.)
I woke up having seizures that went on for hours, and then on and off for a few days.
When I got to the hospital, I was hallucinating, and couldn't stand or eat for days. I
learned how to walk again and a month later I can ride my bike again.
FiveNotions ‐ I was just talking with a friend about where I was last year this time ...
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compared to this year ... and it seemed more than worthy of a post in our "Positives"
thread ...
Last year this time I was about 19 days into hard, cold turkey withdrawal ... I was
overwhelmed with vertigo and nausea, confined almost totally to bed, and crawling
to the bathroom to puke ... at one point, I just took my blanket and pillow in there
and slept/lay curled up on the floor (less far to travel) ... I was unable to eat any solid
foods, not even crackers ... and was living on broth and herb tea and water (didn't
make for much to puke up, but I still did) ...
I was having constant muscle spasms, and had a couple of seizures (at least I assume
that's what they were, I just blacked out and woke up on the floor) ... I was having
auditory and visual hallucinations, constant cold, dripping sweats, and horrid general
body aches and pains .... couldn't sleep much at all, just an hour or so at a time ... I
hadn't showered, washed my hair, changed clothes, or changed my sheets, once ...
and I simply did not care ...
FiveNotions ‐ I think I had at least 1, possibly 2, seizures during hard, cold turkey
withdrawal ... but don't know for sure, was alone and woke up on the floor ... yet
another reason not to quit this poison cold turkey!
Overwhelmed ‐ I just went in & looked at past & now current labs. Sodium levels
over course of past months...135, 130, 128, 128, 124 & latest from this past week
was 120 . This last level was from the new Primary checking, she’s upset they’ve
been dropping & ignored. She’s had me increase my Sodium intake & reduce the high
fluid intake I’ve been doing. I’m to check in with her at noon#
Duloxetine Withdrawal Seizure [full text]
Psychiatry (Sept 2006)
http://www.ncbi.nlm....les/PMC2963463/
From the article:
Much has been written about the use and side effects profile of duloxetine
(Cymbalta®). We report a case of a patient who had generalized tonic
clonic seizures after abruptly stopping duloxetine.
Case report. Ms. X was a 59‐year‐old Caucasian woman with a diagnosis of major
depressive disorder recurrent severe without psychotic feature. She was stabilized
on duloxetine 90mg p.o. daily.
She came to the emergency room with complaints of nausea, clear liquid vomitus,
anxiety, “electical sensation” inside the body, restlessness, decreased liquid intake,
abdominal pain, and decreased sleep.
She stopped taking her duloxetine two days previoiusly. She had two generalized
tonic clonic seizures 20 minutes apart in the hospital.
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Urine drug screen was negative. Urinalysis was negative. Complete blood count
(CBC) was normal. Her sodium was 134, potassium was 2.5, chloride 86, glucose 110,
calcium 9, and magnesium 1.5. Her blood urea nitrogen (BUN) and creatinine were
normal. Her liver function tests were normal except mildly elevated alkaline
phosphatase of 126. Computed tomography (CT) scan of her head was negative.
There was no sign of infection at the point of admission. She was stabilized and was
then started on a different antidepressant due to her history of nonadherence. She
had no further seizures during her hospital stay.
Seizure?
sarahb ‐ My mother has been on Cymbalta I think 90mg and she recently started
having seizures. I wonder if there could be any correlation. I'm the one who was on it
5 days and found your group and has decided to get off. Now my thoughts are with
my mom. I know different things about her health are shorting her health but I hate
to think what this drug is doing to her and God forbid she needs to get off.
And Here I Am‐ Am I Screwed Forever?
jenniesue ‐ The DVT/Blood Clots were after I lost a pregnancy. Yes I was placed on
Cymbalta for pain. The seizures I had started within 2 weeks of taking Cymbalta. Yes I
have discussed all issues with my Dr. and they give me a diagnosis of something else,
and have told me just keep taking the Cymbalta. Where do I start to get off of this
evil med? I go to see my Dr. Monday Dec 15.
Seen The New Commercials?
Pixi ‐ I'd thought I was unsubscribed...but this thing emailed me for a reply so here
goes. I can't believe it's almost a year to the day since I made the post on here. That
means I've been totally Cymbalta free for 6 months! I took my healthcare into my
own hands & I'm glad I had the fortitude to go through this & come out as well as I
have.
I'm taking nothing for depression/neuropathy and still having the odd brain zap &
dizziness ‐ my "Cymbalta moments" as I call it. . Still having seizures at night, bouts of
horrible dementia and just wish I'd never listened to the Doctors & allowed myself to
be their labrat for this evil drug. Depression is still much better off it and bladder
control is almost back to normal. The ONLY way to go is wean slowly, count the
grains even tho it's tedious ‐ over months, even if you're only just on it a few weeks,
start to cut it down really slowly ‐ your brain is way more delicate than you know.
This shit does pretty weird things to you ‐ that's how it's supposed to work ‐ alter
your neurology. Don't let them mess with you. It caused me DID/MPD, made my
diabetic neuropathy 100 times worse & a host of other shit I've probably posted
about elsewhere on this forum.
Seizures From Cymbalta
Namaste ‐ Doctor changed celexa to cymbalta And was ok with it for a month and
I started Having hives, itching and bruises. My doctor stopped cymbalta and gave me
prednisone. Then i started having seizures where i was fully aware of what was

421

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

happening so I'm now on lamictal for seizures. Anyone of you having the same
experience?
My Chapter Of Hell
distill ‐ I have already wrote this once, but if I can help out another person then I've
done what I set out to do.
I know some people have done great while taking it but the withdrawal is what gets
them. I was not depressed, I was injured on the job crush three disc in my lower back.
I was put on it for sciatic help.
I had a house, cars, and my best friend for a fiance. Within two weeks of taking it I
lost my mind. Manic aggression, seizures, nightmares, etc. I did things I never
wouldve done before this. Its like i either knew what i was doing and didnt care or i
flat out dont remember. We were losing the house and my demeanor drove her
away. Workers comp denied paying for all psychological meds and I flat out couldn't
afford $400 for 90days. That was in January of this year.
Neuropathy As A Side Effect?
cookie ‐ Dear Pixi, I took cymbalta for depression, other than than I was a pretty
healthy person. After 6 years of taking it, I have sugar problems and now I am
experiencing prickling sensations and pin & needles. I also have problems
remembering names. I also experienced seizures and problems with my joints which I
never had prior to the medication
Check In On Your Progress Here!
CindiEponabri
1) Method you're using
Counting bead method, kinda... I take out about 1/4 of the beads out of one of the
two capsules for each day's dosage, for a week. The following week it will be 1/2 of
the beads of one capsule.
2) Starting dose
120mg
3) Current dose
105mg (roughly)
4) Withdrawal symptoms you're having
more pain, anxiety, dizziness, tired, nausea, cold/flu symptoms, nightmares, itching,
5) Things that have improved.
Seizures.. we had thought they were being caused from the Oxycotin, but now I see it
was from the Cymbalta, because for the most part they are now gone. I have a little
one every now and then.
My Story
cookie ‐ Dear Imdone..... However I learned to differentiate the initiall symptoms
from withdrawals. I took the medication for severe depression. When I reduced dose I
started experiencing asthma, itching, joint pain, problems finding words to talk and
comprehending language, dizziness, vomiting, seizures, facial tics, sensitivity to
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noises and light, tremors, allergies, sore throat, etc which I definitely didn´t have
when my depression appeared 6 years ago.
Drug insert from Eli Lilley for Cymbalta
https://dailymed.nlm...f2‐c185fbad64ba
5.7 Discontinuation of Treatment with CYMBALTA
Discontinuation symptoms have been systematically evaluated in patients taking
CYMBALTA. Following abrupt or tapered discontinuation in adult placebo‐controlled
clinical trials, the following symptoms occurred at 1% or greater and at a significantly
higher rate in CYMBALTA‐treated patients compared to those discontinuing from
placebo: dizziness, headache, nausea, diarrhea, paresthesia, irritability, vomiting,
insomnia, anxiety, hyperhidrosis, and fatigue.
During marketing of other SSRIs and SNRIs (serotonin and norepinephrine reuptake
inhibitors), there have been spontaneous reports of adverse events occurring upon
discontinuation of these drugs, particularly when abrupt, including the following:
dysphoric mood, irritability, agitation, dizziness, sensory disturbances (e.g.,
paresthesias such as electric shock sensations), anxiety, confusion, headache,
lethargy, emotional lability, insomnia, hypomania, tinnitus, and seizures. Although
these events are generally self‐limiting, some have been reported to be severe.
Patients should be monitored for these symptoms when discontinuing treatment
with CYMBALTA. A gradual reduction in the dose rather than abrupt cessation is
recommended whenever possible. If intolerable symptoms occur following a
decrease in the dose or upon discontinuation of treatment, then resuming the
previously prescribed dose may be considered. Subsequently, the physician may
continue decreasing the dose but at a more gradual rate [see Dosage and
Administration (2.7)].
6.12 Postmarketing Spontaneous Reports
The following adverse reactions have been identified during post approval use of
CYMBALTA. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.
Adverse reactions reported since market introduction ....., seizures upon treatment
discontinuation, supraventricular arrhythmia, tinnitus (upon treatment
discontinuation), trismus, and urticaria.
Medical Research on Seizures and Cymbalta.
https://www.ncbi.nlm...les/PMC3229538/
"Although the risk of seizures with antidepressants is generally very low, the
association with overdose is well established [80]. However, the molecular
mechanisms by which antidepressants cause seizures have not been clarified. GIRK2
knockout mice exhibit spontaneous seizures and are more susceptible to seizures
induced by pentylenetetrazol than wild‐type mice . The risk of seizures in overdoses
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with sertraline, duloxetine, mianserin, and venlafaxine significantly increases, and
amoxapine overdose is more likely to cause seizures. "
80. Montgomery SA. Antidepressants and seizures: emphasis on newer agents and
clinical implications. Int J Clin Pract. 2005;59:1435–1440. [PubMed]
81. Whyte IM, Dawson AH, Buckley NA. Relative toxicity of venlafaxine and selective
serotonin reuptake inhibitors in overdose compared to tricyclic antidepressants. Q J
Med. 2003;96:369–374. [PubMed]
82. Isbister GK, Bowe SJ, Dawson A, Whyte IM. Relative toxicity of selective serotonin
reuptake inhibitors (SSRIs) in overdose. J Toxicol Clin Toxicol. 2004;42:277–285.
[PubMed]
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4683813/
"Epilepsy is a serious condition which can profoundly affect an individual’s life. While
there is some evidence to suggest an association between antidepressant use and
epilepsy and seizures it is conflicting and not conclusive. "
Conclusions
Risk of epilepsy/seizures is significantly increased for all classes of antidepressant.
There is a need for individual risk‐benefit assessments in patients being considered
for antidepressant treatment, especially those with ongoing mild depression or with
additional risk factors. Residual confounding and indication bias may influence our
results, so confirmation may be required from additional studies."
https://www.ncbi.nlm.nih.gov/pubmed/16534127
Neurology. 2006 Mar 14;66(5):773‐4.
Duloxetine‐induced syndrome of inappropriate antidiuretic hormone secretion
and seizures.
Maramattom BV1.
"The syndrome of inappropriate antidiuretic hormone secretion (SIADH) and
hyponatremia is a well known side effect of older selective serotonin reuptake
inhibitors (SSRIs) such as paroxetine, sertraline, fluoxetine, citalopram, escitalopram,
and fluvoxamine.1,2 The frequency of hyponatremia is around 8 per 1,000 among
elderly women receiving fluoxetine.2 Although the second‐generation dual blockers,
selective serotonin–norepinephrine reuptake inhibitors (SNRIs) such as venlafaxine
and duloxetine, are touted to have a wider therapeutic index, hyponatremia is
encountered even with venlafaxine. To date, Medline searches do not reveal any
reports of hyponatremia associated with duloxetine. We describe a woman who
developed severe hyponatremia on exposure to duloxetine and recurrence on
inadvertent rechallenge, suggesting the causative relationship of this drug to
hyponatremia."
https://www.ehealthme.com/ds/cymbalta/seizures/
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95,293 people reported to have side effects
Among them, 1,077 people (1.13%) have Seizures

when

taking

Cymbalta.

https://www.ncbi.nlm...pubmed/16534127
Duloxetine‐induced syndrome of inappropriate antidiuretic hormone secretion
and seizures.
http://www.ncbi.nlm....pubmed/22306002
Generalized tonic‐clonic seizure secondary to duloxetine poisoning: a short report
with favorable out come.
Abstract
Duloxetine is a potent and selective inhibitor of serotonin and norepinephrine
reuptake (SNRI) with a weak activity over dopamine reuptake used in the treatment
of major depressive disorder. Daily doses of 60 mg are effective in treatment of
major depression. There are few cases of isolated duloxetine overdose in humans.
We think this is the first report of a generalized tonic‐clonic seizure following
isolated duloxetine poisoning with a very high dosage.
https://www.ncbi.nlm...les/PMC2963463/
Duloxetine Withdrawal Seizure
She came to the emergency room with complaints of nausea, clear liquid vomitus,
anxiety, “electical sensation” inside the body, restlessness, decreased liquid intake,
abdominal pain, and decreased sleep. She stopped taking her duloxetine two days
previoiusly. She had two generalized tonic clonic seizures 20 minutes apart in the
hospital.
Drugs.com
Applies to: Wellbutrin (bupropion), Cymbalta (duloxetine)
Talk to your doctor before using buPROPion together with DULoxetine. Combining
these medications may increase the risk of seizures, which may occur rarely with
either medication. In addition, buPROPion can increase the blood levels of
DULoxetine, which may increase other side effects. You may be more likely to
experience seizures with these medications if you are elderly, undergoing alcohol or
drug withdrawal, have a history of seizures, or have a condition affecting the central
nervous system such as a brain tumor or head trauma.
"Early in my treatment for CFSi, my doctor prescribed both Cymbalta (duloxetine)
and Wellbutrin (bupropion). Although not listed in this table, you can find from Dr.
Flockhart’s tables that bupropion is a strong inhibitor of the 2D6 enzyme used to
metabolize duloxetine. Combine this interaction with the possibility that I am one
the 10% of Caucasians who are slow 2D6 metabolizers, and you have a plausible
explanation why after a few months duloxetine became toxic for me to take."
Lamictal ‐ The subjective evidence is overwhelming in the blogs and forums as well
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as in advertisements for drug withdrawal programs that there is Lamictal withdrawal
although as you may notice not a lot of medical research on this subject. Lamictal is
often prescribed to Cymbalta patients if they develop seizures.
I also noticed that it is approved for seizures and not as an antidepressant as it is
rarely effective on this condition.
https://www.ncbi.nlm...pubmed/21881472
"Immediately following the abrupt discontinuation of lamotrigine, RBD
symptomatology was severely aggravated, with dreams becoming more vivid and
frightening and occurring almost every night. RBD symptomatology gradually
subsided over 2 months, reaching levels comparable to those before lamotrigine."
https://www.ncbi.nlm...pubmed/11886370
"Withdrawal syndrome caused by anti‐epileptic drugs has been rarely reported.
However, in our personal experience of patients monitored for epilepsy surgery,
many patients complained of minor reactions when the treatments were quickly
decreased. Severe reactions are exceptional and may be explained in this case by the
pharmacodynamic effects of LTG. It has indeed been suggested that LTG could have
psychostimulant and antidepressive effects."
https://dailymed.nlm...ed‐762cbea0d737
From the drug insert from the manufacturer.
Discontinuation Strategy
Epilepsy: For patients receiving lamotrigine in combination with other AEDs, a re‐
evaluation of all AEDs in the regimen should be considered if a change in seizure
control or an appearance or worsening of adverse reactions is observed.
If a decision is made to discontinue therapy with lamotrigine, a step‐wise reduction
of dose over at least 2 weeks (approximately 50% per week) is recommended unless
safety concerns require a more rapid withdrawal [see Warnings and Precautions
(5.8)].
Discontinuing carbamazepine, phenytoin, phenobarbital, primidone, or other drugs
such as rifampin and the protease inhibitors lopinavir/ritonavir and
atazanavir/ritonavir that induce lamotrigine glucuronidation should prolong the half‐
life of lamotrigine; discontinuing valproate should shorten the half‐life of
lamotrigine.
Bipolar Disorder: In the controlled clinical trials, there was no increase in the
incidence, type, or severity of adverse reactions following abrupt termination of
lamotrigine. In the clinical development program in adults with bipolar disorder, 2
patients experienced seizures shortly after abrupt withdrawal of lamotrigine.
Discontinuation of lamotrigine should involve a step‐wise reduction of dose over at
least 2 weeks (approximately 50% per week) unless safety concerns require a more
rapid withdrawal [see Warnings and Precautions ].

426

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

https://www.fda.gov/...s/ucm454864.pdf
From the FDA
Withdrawal and Rebound
Withdrawal and rebound were assessed during Trial SCA102833 by monitoring AEs in
the OL and Double‐blind Taper Phases. Few AEs were reported during the Taper
Phases. In the OL Taper Phase, 14 (40%) subjects reported AEs. AEs reported in ≥5%
of subjects included headache (20%), somnolence (6%), and suicidal ideation (6%).
All other AEs were reported in ≤5% of subjects.
In the Double‐Blind Taper Phase, 18 (34%) subjects in the LTG group and 14 (25%) in
the PBO group reported AEs. Headache was the only AE reported in ≥5% (8% in the
LTG group and 7% in the PBO group). All other AEs were reported in ≤5% of subjects.
One (3%) SAE was reported in the OL Taper Phase (bipolar disorder) and 2 (3%)
subjects reported SAEs in the Double‐blind Taper Phase (infectious mononucleosis,
152 Reference ID: 3702139 Clinical Review Francis E. Becker, M.D. NDA 22251 SD‐
220,
20764
SD‐545,
20241
SD‐1541
Lamictal
(lamotrigine)
urinary tract infection, and suicidal ideation). Both of the subjects in the Double‐
blind Taper Phase were in the PBO group.
No seizures were reported in the taper phases of Trial SCA102833, however as with
other AEDs, Lamictal should not be abruptly discontinued. In patients with epilepsy
there is a possibility of increasing seizure frequency. In clinical trials in adult subjects
with BPD, 2 subjects experienced seizures shortly after abrupt withdrawal of
Lamictal; however, there were confounding factors that may have contributed to the
occurrence of seizures in these BPD subjects. Unless safety concerns require a more
rapid withdrawal, the dose of Lamictal should be tapered over a period of at least 2
weeks (approximately 50% reduction per week) (see Lamictal Prescribing
Information).
https://www.fda.gov/...ew summary).pdf
From FDA
LAM20006 was a randomized, double‐blind, placebo‐controlled parallel‐group study.
It followed an enrichment design. Patients were first enrolled in an open‐label
period.
Lamictal was added on to existing therapy (patients could be taking 1‐2 concomitant
AEDs) and seizure diary data was collected. Patients who demonstrated a
protocolspecified percent reduction in seizures during this phase were eligible to be
randomized to 1) continue Lamictal, or 2) undergo a gradual withdrawal to placebo.
The withdrawal occurred over 3 weeks with a 25% reduction in dose each week
(75%, 50%, 25%, then discontinue). The double‐blind phase that followed lasted 8
weeks.
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https://www.fda.gov/...e/ucm234471.pdf
Mild thrombocytosis has been reported in some infants and withdrawal symptoms
can occur if breastfeeding is abruptly discontinued.
Misc.
Benzos can trigger seizures.

• Hyponatremia
Note ‐ Hyponatremia is a know cause of grand mal seizures, but low potassium is
not. Cymbalta can cause Hyponatremia (low serum sodium levels). See below
https://www.accessdata.fda.gov/drugsatfda_docs/label/2007/021427s009s011s013l
bl.pdf ‐ FDA
Hyponatremia ‐ Cases of hyponatremia (some with serum sodium lower than 110
mmol/L) have been reported and appeared to be reversible when Cymbalta was
discontinued. Some cases were possibly due to the syndrome of inappropriate
antidiuretic hormone secretion (SIADH). The majority of these occurrences have
been in elderly individuals, some in patients taking diuretics or who were otherwise
volume depleted.
https://www.ncbi.nlm.nih.gov/pubmed/23075738
A case of severe hyponatremia induced by duloxetine and ziprasidone.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3285747/
Rapid‐Onset Hyponatremia Induced by Duloxetine in a Middle‐Aged Male with
Depression and Somatic Symptoms
https://www.ehealthme.com/ds/cymbalta/hyponatraemia/
95,293 people reported to have side effects when taking Cymbalta.
Among them, 649 people (0.68%) have Hyponatraemia
https://www.ncbi.nlm.nih.gov/pubmed/25538343
Duloxetine‐induced hyponatremia in an elderly patient treated with thiazide
diuretics.
https://www.ncbi.nlm.nih.gov/pubmed/25911354
Syndrome of inappropriate antidiuretic hormone secretion: a story of duloxetine‐
induced hyponatraemia.
https://www.ncbi.nlm.nih.gov/pubmed/18562431
Severe and symptomatic hyponatremia following duloxetine treatment.
https://www.ncbi.nlm.nih.gov/pubmed/17224730
Duloxetine and hyponatremia: a report of 5 cases.
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https://www.ncbi.nlm.nih.gov/pubmed/2553834317502788
Recurrent hyponatremia after substitution of citalopram with duloxetine.
And more....
https://www.mayoclinic.org/diseases‐conditions/hyponatremia/symptoms‐
causes/syc‐20373711
Mayo Clinic
Hyponatremia signs and symptoms may include:
• Nausea and vomiting
• Headache
• Confusion
• Loss of energy and fatigue
• Restlessness and irritability
• Muscle weakness, spasms or cramps
• Seizures
• Coma

• Cymbalta's Effect on Neurotranmitters in the Brain
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2626928/
https://www.ncbi.nlm.nih.gov/pubmed/18751896
https://www.ncbi.nlm.nih.gov/pubmed/15991911
https://www.ncbi.nlm.nih.gov/pubmed/8592129
https://www.ncbi.nlm.nih.gov/pubmed/7576005

• Receptor Alterations
https://www.ncbi.nlm.nih.gov/pmc/articles/ PMC3494928/
alterations of receptors by benzos.
https://www.ncbi.nlm.nih.gov/pmc/articles/8784643/
However, recently introduced antidepressants, such as the 5‐HT‐NE‐reuptake
inhibitors, have synaptic effects that differ from those of older compounds. These
synaptic effects are important in explaining certain side effects and drug‐drug
interactions associated with all classes of antidepresants. This article reviews the
synaptic effects of marketed antidepressant agents to elucidate the anticipated side
effects and drug‐interaction potential of these agents.

• Cymbalta Fat Soluble & Tissue Absorbtion
http://www.drugs.com/pro/cymbalta.html
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"Duloxetine hydrochloride is a white to slightly brownish white solid, which is slightly
soluble in water."
Note ‐ From the structure we can see that the compound is primarily non‐polar and
therefore should be fat soluble.
http://www.drugbank.ca/drugs/DB00476
Water Solubility = 0.00296 mg/mL (Vertually insoluble)
Note ‐ If it is not water suluble (polar (has a negative or positive charge)) then it is
non‐polar (not charged) and would be lipid soluble.
https://www.selleckchem.com/products/duloxetine‐hcl‐cymbalta.html
Chemical Information
Solubility (25°C) * In vitro DMSO 67 mg/mL (200.67 mM)
Water <1 mg/mL (<1 mM)
Ethanol <1 mg/mL (<1 mM)
Note ‐ Dissolves well in DMSO a relatively nonpolar solvent.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3299448/
Table I
Amount of Solid Lipid (fat) Required to Solubilize 20 mg of DLX and Percent
Partitioning of DLX in Lipid vs Water
Solid lipid Amount (mg) % Partitioning
Glyceryl monostearates 400 92
Glyceryl behenate 700 33
Glyceryl palmitostearate 650 60
Geleol 450 60
Gelucire 44/14 800 –
From 33% to 92% lipid (fat) soluble.
https://www.ema.europa.eu/en/documents/scientific‐discussion/cymbalta‐epar‐
scientific‐discussion_en.pdf
Tissue
Duloxetine was highly bound to proteins in plasma, the mean percent bound to
human plasma proteins at a duloxetine concentration of 150.2 ng/mL being 95.9%.
Duloxetine was present in high concentrations in the stomach and intestinal
contents at 3 to 12 hours postdose. Kidney, liver, and lung contained the highest
tissue concentrations. Overall, the liver was determined to be the primary organ
responsible for the metabolism of duloxetine.Distribution of Duloxetine
https://www.ncbi.nlm.nih.gov/pubmed/31009827
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Forensic Sci Int. 2019 Jun;299:154‐160. doi: 10.1016/j.forsciint.2019.04.001. Epub
2019 Apr 8.
Development and validation of a method for analysing of duloxetine, venlafaxine
and amitriptyline in human bone.
Drugs were detected in bone in all blood positive results, the approximate
concentrations being 36.4 ng/mg for amitriptyline, 19.3‐3 ng/mg for duloxetine and
4.6‐2 ng/mg for venlafaxine.

• PSSD (Post ssri Sexual Dysfunction)
J Clin Psychopharmacol. 2015 Jun;35(3):273‐8. doi: 10.1097/JCP.0000000000000300.
Post‐SSRI Sexual Dysfunction: Clinical Characterization and Preliminary Assessment
of Contributory Factors and Dose‐Response Relationship.
Abstract
Emerging evidence suggests that sexual dysfunction emerging during treatment with
selective serotonin reuptake inhibitors (SSRIs) and/or serotonin‐norepinephrine
reuptake inhibitors (SNRIs) persists in some patients beyond drug discontinuation
(post‐SSRI sexual dysfunction [PSSD]). We sought to identify and characterize a series
of such cases and explore possible explanatory factors and exposure‐response
relationship. Subjects who responded to an invitation in a forum dedicated to PSSD
filled out a survey via online software. Case probability was defined according to the
following 3 categories of increasing presumed likelihood of PSSD. Noncases did not
meet the criteria for possible cases. Possible cases were subjects with normal
pretreatment sexual function who first experienced sexual disturbances while using
a single SSRI/SNRI, which did not resolve upon drug discontinuation for 1 month or
longer as indicated by Arizona Sexual Experience Scale scores. High‐probability cases
were also younger than 50‐year‐olds; did not have confounding medical conditions,
medications, or drug use; and had normal scores on the Hospital Anxiety and
Depression Scale. Five hundred thirty‐two (532) subjects completed the survey,
among which 183 possible cases were identified, including 23 high‐probability cases.
Female sex, genital anesthesia, and depression predicted current sexual dysfunction
severity, but dose/defined daily dose ratio and anxiety did not. Genital anesthesia
did not correlate with depression or anxiety, but pleasureless orgasm was an
independent predictor of both depression and case probability. Limitations of the
study include retrospective design and selection and report biases that do not allow
generalization or estimation of incidence. However, our findings add to previous
reports and support the existence of PSSD, which may not be fully explained by
alternative nonpharmacological factors related to sexual dysfunction, including
depression and anxiety.
Eur J Pharmacol. 2015 Apr 15;753:263‐8. doi: 10.1016/j.ejphar.2014.11.031. Epub
2014 Dec 4.
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Penile anesthesia in Post SSRI Sexual Dysfunction (PSSD) responds to low‐power
laser irradiation: a case study and hypothesis about the role of transient receptor
potential (TRP) ion channels.
Treatment of paroxetine‐induced penile anesthesia in Post SSRI Sexual Dysfunction
(PSSD) by Low‐power Laser Irradiation (LPLI) is unknown in medical literature. The
aim of the current article is to report partial efficacy of LPLI for paroxetine‐induced
persistent penile anesthesia. We report on a male patient who presented with a
history of reversible loss of smell, taste and skin sensitivity occurring within a week
after start of 20mg/day paroxetine‐hemihydrate for a depressive period.
Concurrently, patient suffered from penile anesthesia, scrotum hypesthesia,
anejaculation and erectile difficulties with normal sexual desire. During 2.5 years of
paroxetine treatment and throughout 2 years after paroxetine discontinuation,
genital and sexual complaints persisted. Penile anesthesia was treated by LPLI with
single and multi diode pulsed laser probes. After 20 LPLI‐treatment sessions of 15min
each, patient reported partial return of penile touch and temperature sensation.
Clinical improvement of glans penis sensitivity was reported to 20% and 40%,
compared to pre‐paroxetine treatment penile sensitivity during erect and flaccid
states, respectively. However, anejaculation and erectile difficulties remained
unchanged. Briefly, in the current patient with early onset of PSSD, LPLI treatment
reduced paroxetine‐induced penile anesthesia. It is hypothesized that SSRI
treatment induces disturbances of transient receptor potential (TRP) ion channels of
mechano‐, thermo‐ and chemosensitive nerve endings and receptors resulting in the
penile anesthesia in PSSD. It is further hypothesized that there are two types of
PSSD, one of which occurs soon after the start of SSRI treatment.
The Open Women' Health Journal, 2007, 1, 1‐3
Prolonged Post‐Treatment Genital Anesthesia and Sexual Dysfunction Following
Discontinuation of Citalopram and the Atypical Antidepressant Nefazodone Robert P.
Kauffman* and Amanda Murdock Department of Obstetrics and Gynecology, Texas
Tech University Health Sciences Center, School of Medicine, 1400 Coulter Drive,
Amarillo, Texas 79106 USA
The Open Psychology Journal, 2008, 1, 42‐50
1874‐3501/08 2008 Bentham Open
Open Access
Persistence of Sexual Dysfunction Side Effects after Discontinuation of
Antidepressant Medications: Emerging Evidence
http://pssd.nl/Persistent%20SSRI%20Sex%20Side%20Effects%20after%20discontinu
ation%20of%20anti%20depressive%20medication.pdf
Persistent Sexual Dysfunction after Discontinuation of Selective
Serotonin Reuptake Inhibitors
Introduction.
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Sexual dysfunctions such as low libido, anorgasmia, genital anesthesia, and erectile
dysfunction are very common in patients taking selective serotonin reuptake
inhibitors (SSRIs). It has been assumed that these side effects always resolve after
discontinuing treatment, but recently, four cases were presented in which sexual
function did not return to baseline. Here, we describe three more cases.
Case #1: A 29‐year‐old with apparently permanent erectile dysfunction after taking
fluoxetine 20 mg once daily for a 4‐month period in 1996.
Case #2: A 44‐year‐old male with persistent loss of libido, genital anesthesia,
ejaculatory anhedonia, and erectile dysfunction after taking 20‐mg once daily
citalopram for 18 months.
Case #3: A 28‐year‐old male with persistent loss of libido, genital anesthesia, and
ejaculatory anhedonia since taking several different SSRIs over a 2‐year period from
2003–2005.
Results.
No psychological issues related to sexuality were found in any of the three cases, and
all common causes of sexual dysfunction such as decreased testosterone, increased
prolactin or diabetes were ruled out. Erectile capacity is temporarily restored for
Case #1 with injectable alprostadil, and for Case #2 with oral sildenafil, but their
other symptoms remain. Case #3 has had some reversal of symptoms with extended‐
release methylphenidate, although it is not yet known if these prosexual effects will
persist when the drug is discontinued.
Conclusion.
SSRIs can cause long‐term effects on all aspects of the sexual response cycle that
may persist after they are discontinued. Mechanistic hypotheses including persistent
endocrine and epigenetic gene expression alterations were briefly discussed.
Csoka A, Bahrick A, and Mehtonen O‐P. Persistent sexual dysfunction after
discontinuation of selective serotonin reuptake inhibitors. J Sex Med 2008;5:227–
233.
http://psychrights.org/Research/Digest/AntiDepressants/PersistentSexualDysfunctio
nOffSSRIsCsokaetal(2007).pdf
OR
https://onlinelibrary.wiley.com/doi/full/10.1111/j.1743‐6109.2007.00630.x
One hundred and twenty cases of enduring sexual dysfunction following treatment
BACKGROUND: There have been reports for over a decade linking serotonin
reuptake inhibitors, finasteride and isotretinoin with enduring sexual dysfunction
after treatment stops.
OBJECTIVE: To explore the clinical pictures linked to all 3 drugs.
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METHODS: We have selected 120 reports to RxISK.org reporting the problem and
mined these for data on age, gender, drug of use, and impact of the problem.
RESULTS: The data make it clear that the three drugs show extensive overlap in
symptom profile, regardless of sex or country of origin.
CONCLUSIONS: The availability of 120 reports from over 20 countries add to the case
for the validity of the syndrome. This is severe and enduring condition can result in
death. An understanding of its physiology and an approach to treatment are needed.
https://wp.rxisk.org/wp‐content/uploads/2014/08/2014‐Hogan‐SSRIs‐and‐PSSD.pdf
The prescriber information for Prozac from Eli Lilly's website. Halfway through the
15th page is a clause which reads, “Symptoms of sexual dysfunction occasionally
persist after discontinuation of fluoxetine treatment."
Journal of Contemporary Psychotherapy June 2009, Volume 39, Issue 2, pp 135‐143
Sexual Side Effects of Antidepressant Medications: An Informed Consent
Accountability Gap
Abstract
Sexual side effects of antidepressant medications are far more common than initially
reported, and their scope, quality, and duration remain poorly captured in the
literature. Antidepressant treatment emergent sexual dysfunctions may decrease
clients’ quality of life, complicate psychotherapy, and damage the treatment
alliance. Potential damage to the treatment alliance is greatest when clients have
not been adequately informed of risks related to sexual side effects. It had previously
been assumed that sexual side effects always resolve shortly after medications are
discontinued. Emerging evidence, however, suggests that in some individuals, sexual
dysfunction side effects may persist indefinitely. The authors argue that all
psychologists should be well‐informed about sexual side effects risks of
antidepressant medications, should routinely conduct a pre‐medication baseline
assessment of sexual functioning, and take an active role in the informed consent
process.
Wikipedia article
http://www.thefullwiki.org/Post‐SSRI_sexual_dysfunction
https://www.ncbi.nlm.nih.gov/pubmed/25483212
Eur J Pharmacol. 2015 Apr 15;753:263‐8. doi: 10.1016/j.ejphar.2014.11.031. Epub
2014 Dec 4.
Penile anesthesia in Post SSRI Sexual Dysfunction (PSSD) responds to low‐power
laser irradiation: a case study and hypothesis about the role of transient receptor
potential (TRP) ion channels.
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Treatment of paroxetine‐induced penile anesthesia in Post SSRI Sexual Dysfunction
(PSSD) by Low‐power Laser Irradiation (LPLI) is unknown in medical literature. The
aim of the current article is to report partial efficacy of LPLI for paroxetine‐induced
persistent penile anesthesia. We report on a male patient who presented with a
history of reversible loss of smell, taste and skin sensitivity occurring within a week
after start of 20mg/day paroxetine‐hemihydrate for a depressive period.
Concurrently, patient suffered from penile anesthesia, scrotum hypesthesia,
anejaculation and erectile difficulties with normal sexual desire. During 2.5 years of
paroxetine treatment and throughout 2 years after paroxetine discontinuation,
genital and sexual complaints persisted. Penile anesthesia was treated by LPLI with
single and multi diode pulsed laser probes. After 20 LPLI‐treatment sessions of 15min
each, patient reported partial return of penile touch and temperature sensation.
Clinical improvement of glans penis sensitivity was reported to 20% and 40%,
compared to pre‐paroxetine treatment penile sensitivity during erect and flaccid
states, respectively. However, anejaculation and erectile difficulties remained
unchanged. Briefly, in the current patient with early onset of PSSD, LPLI treatment
reduced paroxetine‐induced penile anesthesia. It is hypothesized that SSRI
treatment induces disturbances of transient receptor potential (TRP) ion channels of
mechano‐, thermo‐ and chemosensitive nerve endings and receptors resulting in the
penile anesthesia in PSSD. It is further hypothesized that there are two types of
PSSD, one of which occurs soon after the start of SSRI treatment.
https://www.ncbi.nlm.nih.gov/pubmed/25815755
Post‐SSRI Sexual Dysfunction: Clinical Characterization and Preliminary Assessment
of Contributory Factors and Dose‐Response Relationship.
Emerging evidence suggests that sexual dysfunction emerging during treatment with
selective serotonin reuptake inhibitors (SSRIs) and/or serotonin‐norepinephrine
reuptake inhibitors (SNRIs) persists in some patients beyond drug discontinuation
(post‐SSRI sexual dysfunction [PSSD]). We sought to identify and characterize a series
of such cases and explore possible explanatory factors and exposure‐response
relationship. Subjects who responded to an invitation in a forum dedicated to PSSD
filled out a survey via online software. Case probability was defined according to the
following 3 categories of increasing presumed likelihood of PSSD. Noncases did not
meet the criteria for possible cases. Possible cases were subjects with normal
pretreatment sexual function who first experienced sexual disturbances while using
a single SSRI/SNRI, which did not resolve upon drug discontinuation for 1 month or
longer as indicated by Arizona Sexual Experience Scale scores. High‐probability cases
were also younger than 50‐year‐olds; did not have confounding medical conditions,
medications, or drug use; and had normal scores on the Hospital Anxiety and
Depression Scale. Five hundred thirty‐two (532) subjects completed the survey,
among which 183 possible cases were identified, including 23 high‐probability cases.
Female sex, genital anesthesia, and depression predicted current sexual dysfunction
severity, but dose/defined daily dose ratio and anxiety did not. Genital anesthesia
did not correlate with depression or anxiety, but pleasureless orgasm was an
independent predictor of both depression and case probability. Limitations of the
study include retrospective design and selection and report biases that do not allow
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generalization or estimation of incidence. However, our findings add to previous
reports and support the existence of PSSD, which may not be fully explained by
alternative nonpharmacological factors related to sexual dysfunction, including
depression and anxiety.
https://www.ncbi.nlm.nih.gov/pubmed/28778697
Post‐SSRI Sexual Dysfunction: A Literature Review.
https://www.ncbi.nlm.nih.gov/pubmed/28642048
Sex Med Rev. 2017 Oct;5(4):429‐433. doi: 10.1016/j.sxmr.2017.05.002. Epub 2017
Jun 20.
Sexual Consequences of Post‐SSRI Syndrome.
INTRODUCTION:
Sexual dysfunctions are well‐known side effects of selective serotonin reuptake
inhibitor (SSRI) use. Altered libido, erectile dysfunction, vaginal dryness, ejaculatory
disorders, and orgasmic problems are frequently reported by patients treated with
SSRIs. Moreover, these antidepressant‐emergent sexual dysfunctions do not always
resolve after discontinuation of the medication and can persist indefinitely. These
complaints are termed post‐SSRI sexual dysfunctions (PSSD).
AIM:
To examine the existence of this clinical entity, possible theoretical mechanisms,
possible risk factors, and possible treatment modalities.
METHODS:
Through literature research and clinical experience, the available information about
PSSD is reviewed.
MAIN OUTCOME MEASURES:
Summary of the current literature with insights into possible causes and
management options.
RESULTS:
There are some indications that antidepressant‐emergent sexual dysfunctions do not
always resolve after discontinuation of the medication and can persist indefinitely in
some individuals. Although some or all sexual side effects that start with the use of
SSRIs might continue after stopping the medication, other sexual complaints can
develop. Decreased capacity to experience sexual pleasure is the most frequent
characteristic of this syndrome.
CONCLUSION:
The research and understanding of PSSD remain limited and not well understood;
however, the data support the existence of PSSD, which can have a substantial effect
on the quality of life of these patients. More research is warranted to show the
cause and possible mechanisms of PSSD that could lead to the correct diagnosis and
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treatment. Reisman Y. Sexual Consequences of Post‐SSRI Syndrome. Sex Med Rev
2017;5:429‐433.
http://www.wikidoc.org/index.php/Post_SSRI_sexual_dysfunction
HRTbroken ‐ 4 months after Cymbalta withdrawal, she is completely confused about
her feeling for me. One minute she loves me, the next she does not and my existence
is a problem. She developed hyper sexual behaviour wanting to engage in intercourse
10 times a day, not leaving the bed if possiblShe first lost her sex drive entirely, didn't
want to be touched. Then all of sudden hypersexual, she did a month long trial of
Wellbutrin, which is a dopamine re‐uptake inhibitor to see if it would help with the
sexual side effects of being on Cymbalta, but she found it made things worse. That
was a year ago though. It may have played a role in this.
Lady2882nancy ‐ From Don't touch me to wanting too much. I was lucky enough to
find a Psychiatrist that understood what was happening and put me on a mood
stabilizer and got me in with a Psychologist who knew her stuff.
BLB ‐ Non‐stop, uncontrollable, unprovoked orgasms. Because I stepped down from
three caps to two then to one and then because of a snafu with ordering a refill went
off totally on the Thursday after Labor Day, 2009. I've had lots of withdrawal
symptoms and today found this forum while I was looking for help for the most
recent problem.
Kelred5 ‐ I did have something similar to this myself. I was dreaming and waking up
while having uncontrollable, unprovoked orgasms. Yes, it's not the most horrible
thing but definately strange!!!
kha ‐ Oh my gosh! Finally someone somewhere who is experiencing what I am. Yes,
I'm having the same problem. Unprovoked. Hours on end. Incredibly awkward and
life‐stopping. And, no, I've not been on any other medication other than cymbalta
which I had to quit cold turkey 3 days ago.
brokedowninohi ‐ "...and I could literally see my manly bits shrinking. (Talk about
scary!!) "
Hypersexuality
HRT ‐ She developed hyper sexual behaviour wanting to engage in intercourse 10
times a day, not leaving the bed if possible. However we are separated for work and
she has now put our marriage on a break so she can't betray anymore with her
uncontrollable mistakes, that she regrets but can't explain.
FH ‐ The hypersexuality is common in those who undergo cold turkey. Many of our
members have experienced that (I am one). Typically the slower you withdraw the
shorter that period lasts. Most who experience this only have to suffer through 3 to 5
days while the cold turkey people sometimes go through it for 1 to 2 weeks. It is part
of a condition called PSSD. Of course that includes other sexual related symptoms as
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well. The general rule (from my drs mouth to you) is that these should all subside
within three months of your last dose. If not they will more than likely be permanent.
I got over the heightened state of sexuality in about 4 days but the rest of the sexual
symptoms did not go away and this is coming up on 6 years. I have seen 4 drs about
this condition and they say there is no known treatment
FH ‐ I did find mentioned that the withdrawal with sexual side effects is often linked
to a drop in testosterone (that happened to me too). I would see about getting her
estrogen and testosterone tests done. It may shed light on the problem.
LadyNancy ‐ I came off Cymbalta rather quickly and have had my emotions go all
over the place. From Don't touch me to wanting too much.
HRT ‐ She confessed to masturbating 3‐5 times a day, in breaks from work, morning
and night etc etc. Its been 4 months since that started. I am no longer with her but I
am keeping a close eye, hopefully one day all these symptoms will resolve and the
woman I love might come back. I don't know.
Reading the medical literature, its understood that very low serotonin causes
hypersexuality. So I think her serotonins levels are so low that she can't feel any
emotions and is stuck in a state of hyper sexuality. Sex drive is inhibited by serotonin
in the amygdala, where as in the prefrontal cortex serotonin stimulates emotions. So
it has the opposite effect. So theoretically if she is severely serotonin deficient it
leaves her trapped in a ice fold emotionless state with uncontrollable sexual urges.
Anon ‐ Now around 8 months off this drug. I'm still suffering from what I would call a
protracted withdrawal. Like others suffering, I feel like a shell of myself. My genitals
are numb. This is causing me the most distress. I can't remember the last time I felt
genuine arousal or a hard erection since coming off this drug? Is there hope of
improvement or should I even go back on it to return to somewhat of a functional sex
life? I feel scared for the future. None of the reading I'm doing on the subject is giving
me any confidence.

• Dystonia
Dystonia is a neurological movement disorder syndrome in which sustained or
repetitive muscle contractions result in twisting and repetitive movements or
abnormal fixed postures. The movements may resemble a tremor. Dystonia is often
intensified or exacerbated by physical activity, and symptoms may progress into
adjacent muscles.
The disorder may be hereditary or caused by other factors such as birth‐related or
other physical trauma, infection, poisoning (e.g., lead poisoning) or reaction to
pharmaceutical drugs, particularly neuroleptics.

• Dyskenisia
Dyskinesia refers to a category of movement disorders that are characterized by
involuntary muscle movements, including movements similar to tics or chorea and
diminished voluntary movements. Dyskinesia can be anything from a slight tremor of
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the hands to an uncontrollable movement of the upper body or lower extremities.
Acute dyskinesia is a sustained muscle contraction that sometimes appears soon
after administration of antipsychotic medications.

• Akathisia
Akathisia is a movement disorder characterized by a feeling of inner restlessness and
a compelling need to be in constant motion, as well as by actions such as rocking
while standing or sitting, lifting the feet as if marching on the spot, and crossing and
uncrossing the legs while sitting. People with akathisia are unable to sit or keep still,
are prone to feelings of restlessness, and they may also fidget, rock from foot to
foot, and pace.
Antipsychotics (also known as neuroleptics), particularly the first generation
antipsychotics, are the leading cause of akathisia. When antipsychotic‐induced,
akathisia is an extrapyramidal side effect. Akathisia is also a symptom of psychosis,
bipolar disorder, and agitated depression. Akathisia is a component of the repetitive
movements in some cases of autism and intellectual disability. Other known causes
include side effects of other medications, and nearly any physical dependence‐
inducing drug during drug withdrawal. It is also associated with Parkinson's disease
and related syndromes.
Note ‐ This is very similar to dyskenisia but may be caused by a variety of situations
not just medication. The movement seen with akathisia is very repetitive and can
last long periods of time, even hours. The movements with the other two conditions
can be more violent and usually occurs as episodes which usually last less than an
hour.
There is still a lot unknown about these 3 conditions. Especially what are the physical
differences in the conditions. It is very difficult for the dr to make a specific diagnosis
with these conditions because he/she only has the pattern of the movements to go
by. Treatments are similar for all three but not exactly the same. All are effected by
calcium and magnesium levels (those two elements control muscle contraction) as
well as occasionally by potassium and sodium levels.

• Edema
About 25 members mentioned swelling/edema in legs and feet. Many were put on
Lasix (a diuretic) for the swelling and most reported little improvement. Two did
mention that it helped. Cymbalta is famous for causing sodium and potassium levels
to be out of spec and this has been suggested as the cause of some of the swelling so
you might want to check that out. Several members have had it determined they had
low sodium and/or potassium during withdrawal and two of those with edema had
that diagnosis. One thought it was from melatonin and when she stopped taking it
the edema subsided. Probably a dozen members have had low sodium levels that
contributed to miniseizures.
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Member comments
piceas ‐ First time I've ever posted on a forum. I just had to after googling 'edema
and cymbalta withdrawal' and finding this site. I've been researching since I began
having issues and this is the first time this site came up. I can't believe how
uninformed my doctors are about this. Primary care physician and psychiatrist were
clueless. The only advice my psychiatrist has is to take a different antidepressant, but
then on March 27 my arms and legs began to swell. It got to the point that first week
I could not fit into any jeans I owned, and could only wear one pair of very adjustable
velcro shoes. I thought maybe it was from work, as I stand and walk all day and use
my arms and hands extensively. I made an appointment with my PCP.
10th day of a 30mg dose, I still have severe edema. Wearing compression hose 24/7.
My psych tells me I can stop taking the Cymbalta, as it should be "out of my system"
at this point. Her only reaction to the swelling is that I should see my PCP about it. I
decided to stop the 5mg of Lexapro too. I had my suspicions about the edema being
withdrawal related at this point.
Now ending week 5 and still swollen. Been on Lasix (diuretic) for 2 weeks, which has
helped slightly.
Xiaojie ‐ So what I'd really like to know is: Does the fluid retention ever disappear or
am I stuck with it forever, and I just need to get used to it? As I've said before in other
posts, my fluid retention isn't merely having swollen feet, hands, and ankles ‐ it's
edema of my entire body that began since quitting Cymbalta almost 6 weeks ago. I
didn't have the edema to any degree when I was taking Cymbalta, and I have no
history of heart/blood pressure issues. So I just. Don't. Get it...
The two stubborn ones I'm still contending with are the fluid retention and weight
gain, both of which cause my bones and joints to ache constantly. The fluid retention
isn't simply swollen hands and feet. It's edema of my entire body, the likes of which I
have never experienced before. My legs feel so heavy when walking and standing, my
lower back pain is so intense when standing that I cannot do it for more than 5
minutes at a time. Transition from sitting to standing position and visa versa is
excruciating, too.
lady2882Nancy ‐ The edema can be quite extreme for some. I couldn't even wear my
normal shoes for a week or so. Then I found some fennel seed tea and that did the
trick. One nice cup in the morning for a few days and that was the end of that.
I am going to buy some more next time I get to the health food store and try it for
some of the other things that seem to cause edema for me to see if it helps.
Fluid retention seems to be the bane for women with all kinds of things.
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lady2882Nancy ‐ Yes I had the edema very badly. I used fennel seed tea to get rid of
it and then a small daily dose of dandilion root tea each morning kept it from coming
back
lady2882Nancy ‐ Good news people. I found an easy way to get rid of that bloat and
edema. Better yet it is in most people's spice rack or the spice rack at a grocery store
as seeds or ground.
Fennel seeds, they are most effective if they are ground but even a tea made with the
whole seeds and allowed to steep for 15 minutes or so will bring relief. A cheap $10
coffee grinder will grind all kinds of seeds quickly and easily, just remember to keep
ground products refrigerated as they quickly lose strength once ground.
The brain zaps, the muscle twitching, the edema (I lost 50 pounds in one weekend on
Lasix), the potassium deficiencies, the neuropathy. The brain fog, the muscle jerks,
the vertigo and dizziness, the relentless pain and the real show stopper, the inability
to walk! I feel like I just crawled out of a 90 year old woman suit.
cowboymom ‐ The brain zaps, the muscle twitching, the edema (I lost 50 pounds in
one weekend on Lasix), the potassium deficiencies, the neuropathy.
needoffthisdrug0326 ‐ It's been about four and a half weeks now and I thought I'd
give an update:
Swelling ankles and feet. This is slightly better. Still swelling some, but I actually have
legit ankles most days, so yay.
sk8rmama24 ‐ My blood pressure, which was usually normal to the high side of
normal basically jumped to stage 2 hypertension (I am getting readings near 144/95
often through‐out the day) without passing go or collecting $200. Not a slow creep,
but a rapid jump. Apparently there IS a reason I started having nosebleeds in the
shower recently and I am pretty sure it has nothing to do with me being overweight.
Not really sure if the swelling is causing the hypertension, or the hypertension
causing the swelling, seems to be like a chicken or egg situation from what I have
read so far. They are interrelated, but not always present together.
trish49682 ‐ I am having many symptoms spoke about on here anxiety, swelling bad
in legs and feet, joints hurt. I have a strong water pill I can take it isn't phasing it
much.
mrs301 ‐ And, my allergist put me on Lasix, which does absolutely nothing for the
swelling.
ThisBetterPass ‐ I'd say the swelling is about 2/3 of what it was like last night.
Yesterday was rough but today was better.
ThisBetterPass ‐ One rare one for me that popped up is ankle swelling.
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K8EQ ‐ I'm thinking of just foregoing the 15mgs and cold turkey the rest of the way.
For those of you out there... there IS light at the end of the tunnel isn't there??!!! Will
the swelling in my knees EVENTUALLY go away???
DinCA ‐ She kept pushing me on losing the weight but nothing was happening. and
she didnt believe me that I was trying. then I was also having problems with some
swelling. Now after about a month of being off it...the swelling is AWEFUL. I thought I
was gaining weight really fast too but when I took something for water retention...I
actually fit comfortably into a pair of pants that I thought I had not only out grown
but totally OVER grown so far this time, at least, was from the water retention.
tazzie ‐ I also have swelling but am hoping it will remedy itself. I was only taking 30
mg a day. I am on my 10th day without the Cymbalta
buzzbuzz ‐ I had swelling in my extremities when in the throes of withdrawal. I
couldn't get my wedding rings off. I was 2 to 3 pounds heavier for almost 3 months. I
took my last few little cymbalta mini‐pills (bought empty gelatin pill capsules at the
health food store) this past March and I had horrible w/d symptoms for three
months!
truckprincess ‐ Think the sinuses are still a bit off but does seem as though the
swelling is getting better.
Kattin ‐ Also was having swelling in legs, ankles & feet. Not sure if that was from
Cymbalta, but put on lasix and pottasium, so will see what happens.
mysticcherokee ‐ Sleep probs worse and swelling in feet. Increased the melatonin to
6 mg, after stopping the elavil. swelling wouldnt go down. Little balloons left and
right of ankles.Feet hurt, and sides started swelling. Ceased all supps. Sleeeeeep bad.
Swelling going down. Reintroduced one days melatonin, swelling up.
Houdi ‐ I had pain and swelling in my feet and hands during withdrawal. These were
one of the last symptoms to leave my body. Took lots longer than 4 weeks for me to
shake.
nossri4me ‐ I also had a recent weight gain (after recently losing 12 pounds) and had
the weirdest fatigue, backache and hand and foot swelling for a four day stretch last
week
.

• Cymbalta Toxicity
https://www.ncbi.nlm.nih.gov/pubmed/31133256
J Environ Sci (China)2019 Aug;82:113‐123. doi: 10.1016/j.jes.2019.02.025. Epub 2019
Mar 7.
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Degradation of duloxetine: Identification of transformation products by UHPLC‐
ESI(+)‐HRMS/MS, in silico toxicity and wastewater analysis.
Duloxetine, an antidepressant drug, has been detected in surface water and
wastewater effluents.
Duloxetine was determined to have eleven degradation products.
The ecotoxicity and mutagenicity of the degradation products were predicted based
on several in silico models and it was found that a few of these products presented
more ecotoxicity than Duloxetine itself and six degradation products showed
positive mutagenicity.
Note ‐ Mutagenicity ‐ Creates changes in genetic material.
Note ‐ Wastewater treatment process not only did not remove Duloxetine, but also
formed degradation products in the effleunt.

• Hand Sanitizers
Forlyla ‐ Question ‐ do you guys think using hand sanitizer is ok? I'm assuming the
alcohol content evaporates pretty quickly. I ask because sometimes I use it before I
eat lunch and wondering if some of it would get on my food. I'm extremely scared
and cautious about any alcohol ‐ still have PTSD from my last bouts of setbacks.
FH ‐ This research was looking at the absorption of alcohol would be toxic. While not
toxic the levels indicated in the blood might present a problem during wuthdrawal. It
is interesting to note that most was due to inhalation of fumes and that being
absorbed into the blood from the longs. If you could hold you breath during use that
would decrease the amount in the blood by around 80%.
https://www.ncbi.nlm...pubmed/21741120
Am J Infect Control. 2012 Apr;40(3):250‐7. doi: 10.1016/j.ajic.2011.03.009. Epub
2011 Jul 8.
Dermal and pulmonary absorption of propan‐1‐ol and propan‐2‐ol from hand rubs.
Institute of Hygiene and Environmental Medicine, Ernst Moritz Arndt University,
Greifswald, Germany. below@uni‐greifswald.de
Abstract
BACKGROUND:
It has been shown that nontoxic concentrations of ethanol are absorbed after hand
hygiene using ethanol‐based hand rubs. This study investigated whether absorption
of propan‐1‐ol and propan‐2‐ol from commercially available hand rubs results in
measurable concentrations after use.
METHODS:
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The pulmonary and dermal absorption of propanol during hand rubs was
investigated. Rubs contained 70% (w/w) propan‐1‐ol, 63.14% (w/w) propan‐2‐ol, or
45% (w/w) propan‐2‐ol in combination with 30% (w/w) propan‐1‐ol.
RESULTS:
Peak median blood levels were 9.15 mg/L for propan‐1‐ol and 5.3 mg/L for propan‐2‐
ol after hygienic hand rubs and 18.0 mg/L and 10.0 mg/L, respectively, after surgical
hand rubs. Under actual surgical conditions, the highest median blood levels were
4.08 mg/L for propan‐1‐ol and 2.56 mg/L for propan‐2‐ol. The same procedure
performed with prevention of pulmonary exposure through the use of a gas‐tight
mask resulted in peak median blood levels of 1.16 mg/L of propan‐1‐ol and 1.74
mg/L of propan‐2‐ol.
CONCLUSION:
Only minimal amounts of propanols are absorbed through the use of hand rubs.
Based on our experimental data, the risk of chronic systemic toxic effects caused by
hand rubs is likely negligible. However, our study did not evaluate the consequences
of long‐term daily and frequent use of hygienic hand rubs.

• Cymbalta‐induced Parkinson's
IUN ‐ ...and yes, there is a correlation between AD's and Parkinson's as I know first
hand. My father was told "off the record" by a highly respected doctor (part of UCL
here in the UK) that in all likelihood that the length of term he was on his AD was the
direct cause for his Parkinson's.
https://www.cymbalta...ule/#entry67253
Mother developed PD after being on Cymbalta. Dr told her "he would like to switch
her to nortriptyline from duloxetine, saying it is better tolerated for Parkinson's
patience and may help more with her pain."
https://www.cymbalta...cts/#entry30390
"Hi, Decided Cym. made my Parkinson's tremors worse, so need to get off."
I also found this...
http://www.nmh.org/nm/datscan
"Thanks to a new diagnostic imaging technique, physicians now have an objective
test to evaluate patients for parkinsonian syndromes, such as Parkinson’s disease.
Northwestern Memorial Hospital is among the first institutions in the country to
offer DaTscan™, the only FDA‐approved imaging agent for assessment of movement
disorders. Until now, there were no definitive tests to identify the disease, forcing
physicians to rely on clinical examinations to make a diagnosis. This technology
allows doctors to differentiate Parkinson’s from other movement disorders."
“The scan by itself does not make the diagnosis of Parkinson’s but it allows us to
identify patients who have loss of dopamine, the major chemical responsible for the
symptoms, from those who have no dopamine deficiency,” said Tanya Simuni, MD,,
a neurologist at Northwestern Memorial and director of Northwestern’s Parkinson’s
Disease and Movement Disorders Center. “This is a very important step in being able
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to accurately identify and treat movement disorders and hopefully allow us to better
understand these diseases over time.”
FH ‐ One thing that keeps sticking in my mind is the things I have read about
Cymbalta and other snri causing PD type symptoms which are actually a drug
interaction and resolves once one of the drugs is removed from the mix.
https://www.aboutlaw...s‐study‐146090/
Parkinson’s Risk Linked to Cymbalta, Celexa, Similar Antidepressants: Study
https://journals.lww...se_With.12.aspx
https://www.cymbalta...ge‐6#entry85093
Father developed PD after 20 years on ssri (Prozac)
https://www.ncbi.nlm...pubmed/31297591
Higher zinc concentrations in hair of Parkinson's disease are associated with
psychotic complications and depression.
Abstract
Parkinson's disease (PD) is classically considered a motor disease; however, several
non‐motor symptoms are also present, including psychiatric complaints. In recent
decades, the metals Ca, Fe, and Zn have gained prominence as potential etiologic
factors in motoric signs of PD. However, metal alterations could be associated with
the non‐motor symptoms of PD. We wished to correlate the levels of these metals
with the co‐occurrence of depression, anxiety, and psychotic symptoms in PD
patients. To this end, the Beck Depression Inventory, the Beck Anxiety Inventory, and
the Scales for Outcomes in Parkinson's disease‐Psychiatric Complications (SCOPA‐PC)
were implemented to evaluate mood disorders and psychiatric complications. Flame
atomic absorption spectrometry (FAAS) was used to assess concentrations of Ca, Fe,
and Zn in hair samples collected from 22 clinically diagnosed PD patients, which
represented the entire cohort of accessible patients in a Brazilian health registry, and
33 healthy individuals. While Ca and Fe alterations were not found to be associated
with psychiatric complaints in the PD group, significantly higher levels of Zn were
correlated in PD patients with depression and some psychotic symptoms. Within
individual domains of the SCOPA‐PC, significantly higher levels of Zn were correlated
with the presence of hallucination, illusion, and paranoid ideation when compared to
controls and PD patients who did not present these symptoms. Although our sample
size is small and findings need to be replicated in larger and heterogeneous
populations, our results provide a new perspective on the use of monitoring of Zn
levels as a potential biomarker of psychiatric complaints, and may be useful in the
development of more effective therapeutic approaches for the management of PD
patients with co‐occurrence of psychiatric disorders.

• Cymbalta Histamine Reactions
https://www.ncbi.nlm...pubmed/21366359
An increase in gastric pH produced by histamine H(2)‐receptor antagonists or
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antacids did not impact the absorption of duloxetine.

https://www.ncbi.nlm...pubmed/19480470
It (Cymbalta) has a low affinity for neuronal receptors, such as alpha(1)‐ and
alpha(2)‐adrenergic, dopamine D(2), histamine H(1), muscarinic, opioid and
serotonin receptors, as well as ion channel binding sites and other neurotransmitter
transporters, such as choline and GABA transporters.
https://www.ncbi.nlm...pubmed/12211418
In humans, duloxetine has a low affinity for most 5‐HT subtypes and for muscarinic,
histamine H1, alpha1‐adrenergic, alpha2‐adrenergic and dopamine D2 receptors
[444103].
https://www.ncbi.nlm...les/PMC2626928/
Duloxetine lacks significant affinity for muscarinic, histamine H1, alpha‐1‐adrenergic,
dopamine D2, 5HT1A, 5HT1B, 5HT1D, 5HT2A, 5HT2C, GABA, glutamate and opioid
receptors

• Cancer
By the way, did I mention that most Cymbalta contains Sodium lauryl sulfate?
Caution!!
Sodium lauryl sulfate
http://www.ncbi.nlm..../pubmed/9656847
http://www.ncbi.nlm....pubmed/22435470
Aggrevates ulcers.
http://www.ncbi.nlm....pubmed/11417628
1,4‐Dioxane Contamination
The Campaign for Safe Cosmetics maintains that sodium laureth sulfate requires
processing with other chemicals to reduce harshness. Ethylene oxide applied to
SLES can result in 1,4‐dioxane‐‐a U.S. Environmental Protection Agency known
carcinogen. Acute shampoo and body wash, it is prudent to recognize that exposure
to this carcinogen may pose a threat to your health.inhalation exposure ranging from
a few minutes to a few hours, causes headache, vertigo and irritation to the eyes,
nose, throat and lungs. The Campaign for Safe Cosmetics recommends avoiding
products that list sodium laureth sulfate, including sodium myreth sulfate, as an
ingredient. Although many personal care product manufacturers insist that only a
little amount of 1,4‐dioxane is present in items such as baby
Irritation of the skin and eyes
Organ toxicity
Developmental/reproductive toxicity
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Neurotoxicity, endocrine disruption, ecotoxicology, and biochemical or cellular
changes
Possible mutations and cancer
https://en.m.wikiped...laureth_sulfate
Wiki
Some products containing SLES have been found to also contain traces (up to 279
ppm) of 1,4‐dioxane; this is formed as a by‐product during the ethoxylation step of
its synthesis. The U.S. Food and Drug Administration recommends that these levels
be monitored.[8] The U.S. Environmental Protection Agency classifies 1,4‐dioxane to
be a probable human carcinogen (not observed in epidemiological studies of workers
using the compound, but resulting in more cancer cases in controlled animal
studies), and a known irritant with a no‐observed‐adverse‐effects level of 400
milligrams per cubic meter at concentrations significantly higher than those found in
commercial products.[9] Under Proposition 65, 1,4‐dioxane is classified in the U.S.
state of California to cause cancer.[10][11] The FDA encourages manufacturers to
remove 1,4‐dioxane, though it is not required by federal law.[12]
https://en.m.wikiped...laureth_sulfate
^ Black RE, Hurley FJ, Havery DC (2001). "Occurrence of 1,4‐dioxane in cosmetic raw
materials and finished cosmetic products". Journal of AOAC International 84 (3):
666–70. PMID 11417628.
http://jofamericansc...704_535_541.pdf

• Neck and Shoulder Pain (during withdrawal)
Hibiscus ‐ And after the numbness got so bad and I had terrible neck and shoulder
pain and headache again which affected my sense of smelling I additionally had the
worst panic attacks.
LOKI ‐ As of week three, I am feeling stronger, more awake somehow, no headache,
increased bowel movements, slight neck and shoulder pain but very manageable.
atruestar ‐ Awful aches in my shoulder blades that literally follow me around all day.
KathyInFL ‐ I'm off C totally, but have knee/shoulder pain and my eyes are dry and
very sensitive to light,
Cjmansf ‐ Discomfort that radiated through to my shoulder blades.
sk8rmama24 ‐ muscle stiffness in my back, along the spine and across shoulder
blades. neck seems stiff too.
siggyd17 ‐ Today, it's more pain in my shoulder, neck, and back
Wildefx ‐ Well my shoulder has recently started hurting again
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Newbegining ‐ Feel very acidic in my stomach which goes through to my shoulder
blades,
DrugOrPOISON ‐ I also have pain in my knees, hips and shoulders and recently it has
been spreading to my back and shoulder blades and the collar bone.
sharon123 ‐ It's about day 13 or 14 of stopping cold turkey ‐ but since day 9 he could
barely lift his arms due to the shoulder, arm and wrist pain.
genej2 ‐ Pain in neck,left shoulder and arm
BobbieBoop ‐When I push on my neck it really radiates the pain to my right shoulder,
upper arm and forearm.
Arm and shoulder pain ( I think in my joints and it radiates to my forearms.
I still have aches in my back,neck,shoulder, and jaw
The pain in my neck back and shoulder is tremendous.
Note ‐ These posts were made from Aug 20 to October 1st.
whathaveIdone ‐ neck and shoulder pain can be unbearable
Dman2900 ‐Pain in left shoulder.
Note ‐ This is after one day of withdrawal.
Carleeta ‐ Did leave the house with the pain and anxiety. Did let my niece drive my
car due to the severity of neck, back, and shoulder pain.
SeriouslyWTH ‐ The continuous knee pain has me really concerned. And ankle pain
now too along with less severe/not continuous wrist/elbow/shoulder/back pain
OK. I give up. There is 4 more pages of these type of posts. lol

• Lymes Disease
https://www.lymedisease.org/claritin‐lyme‐balf‐2/
NEWS: Can Claritin help cure Lyme disease?
http://lymebook.com/...a‐bmta‐stanford
Claritin Kills Lyme Disease!
https://thewritersbl...e‐it‐kills‐you/
Literature Review: Claritin May Kill The Lyme Disease
Excellant Overview
ACG Glutathione spray
Ingredients
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Acetyl L‐Cysteine (NAC), Acetyl L‐Carnitine, L‐Glutamine, L‐Glutathione Tripeptides
(Reduced), Lipoic Acid (R‐Fraction), TMG (trimethylglycine), Peppermint Leaf
(Mentha x Piperita), Ascorbic Acid and Natural Trace Minerals
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3651682/
Ingredients
Acetyl L‐Cysteine (NAC), Acetyl L‐Carnitine, L‐Glutamine, L‐Glutathione Tripeptides
(Reduced), Lipoic Acid (R‐Fraction), TMG (trimethylglycine), Peppermint Leaf
(Mentha x Piperita), Ascorbic Acid and Natural Trace Minerals
https://www.ncbi.nlm...les/PMC3651682/
Safety Survey of Intranasal Glutathione
Glutathione depletion has been documented in several disease states, and
exogenous administration has been hypothesized to have therapeutic potential for
some conditions. In an effort to reach target tissues of the sinuses and central
nervous system (CNS), glutathione is being prescribed as an intranasal spray,
although no literature exists to support this mode of administration.
Seventy (70) individuals returned the survey (23.3% response rate) from 20 different
states. Reported indications for (in)GSH prescriptions were multiple chemical
sensitivity (MCS) (n=29), allergies/sinusitis (n=25), Parkinson disease (PD) (n=7),
Lyme disease (n=3), fatigue (n=2), and other (n=10). Of the respondents, 78.8%
(n=52) reported an overall positive experience with (in)GSH, 12.1% (n=8) reported
having experienced adverse effects, and 62.1% (n=41) reported having experienced
health benefits attributable to (in)GSH use. Over 86% of respondents considered the
nasal spray to be comfortable and easy to administer.
https://www.ncbi.nlm...les/PMC5877983/
Role of glutathione metabolism in host defense against Borrelia burgdorferi
infection.
Supporting the in vitro analysis, we identified a cluster of GSH‐related metabolites,
the γ‐glutamyl amino acids, specifically altered in patients with Lyme disease, and
not in other infections. Lastly, we performed in vitro experiments to validate the role
for GSH metabolism in host response against Bb. We found that the GSH pathway is
essential for Bb‐induced cytokine production and identified glutathionylation as a
potential mediating mechanism. Taken together, these data indicate a central role
for the GSH pathway in the host response to Bb GSH metabolism and
glutathionylation may therefore be important factors in the pathogenesis of Lyme
disease and potentially other inflammatory diseases as well.
https://www.ncbi.nlm...pubmed/31785327
BBE31 from the Lyme disease agent Borrelia burgdorferi, known to play an
important role in successful colonization of the mammalian host, shows the ability
to bind glutathione.
Abstract
Lyme disease is a tick‐borne infection caused by Borrelia burgdorferi sensu lato
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complex spirochetes. The spirochete is located in the gut of the tick; as the infected
tick starts the blood meal, the spirochete must travel through the hemolymph to the
salivary glands, where it can spread to and infect the new host organism. In this
study, we determined the crystal structures of the key outer surface protein BBE31
from B. burgdorferi and its orthologous protein BSE31 (BSPA14S_RS05060 gene
product) from B. spielmanii. BBE31 is known to be important for the transfer of B.
burgdorferi from the gut to the hemolymph in the tick after a tick bite. While BBE31
exerts its function by interacting with the Ixodes scapularis tick gut protein TRE31,
structural and mass spectrometry data revealed that BBE31 has a glutathione (GSH)
covalently attached to Cys142 suggesting that the protein may have acquired some
additional functions in contrast to its orthologous protein BSE31, which lacks any
interactions with GSH. In the current study, in addition to analyzing the potential
reasons for GSH binding, the three‐dimensional structure of BBE31 provides new
insights into the molecular details of the transmission process as the protein plays an
important role in the initial phase before the spirochete is physically transferred to
the new host. This knowledge will be potentially used for the development of new
strategies to fight against Lyme disease.
https://www.ncbi.nlm...pubmed/29673413
Epidemiol Infect. 2018 May;146(7):931‐934. doi: 10.1017/S0950268818000420.
Epub 2018 Apr 20.
Seven cases of probable endotoxin poisoning related to contaminated glutathione
infusions.
Abstract
We report seven cases of probable endotoxin poisoning linked to contaminated
compounded glutathione. Five of the cases were using the infusions for treatment of
Lyme disease highlighting the risks of using compounded sterile preparations for
unapproved indications, especially if the quality of source products cannot be
assured.
https://www.fda.gov/...ile‐injectables
FDA highlights concerns with using dietary ingredient glutathione to compound
sterile injectables
FDA warned compounders on February 1, 2019, not to use glutathione L‐reduced
powder (L‐glutathione) distributed by Letco Medical located in Decatur, Alabama, to
compound sterile injectable drugs. FDA received a report concerning seven patients
who received an injectable drug compounded with L‐glutathione and experienced
adverse events due to potentially high levels of endotoxins, a substance that may
cause unintended health consequences ranging from fever to death. Exposure to
inappropriate levels of endotoxin in a drug intended for injection raises safety
concerns. As part of the investigation into the adverse events, FDA collected and
analyzed samples of the L‐glutathione powder. The following are the details on the
adverse events the agency has received to date and the findings from FDA’s
investigation.
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https://www.ehealthm...e/side‐effects/
Most common side effects over time *:
< 1 month:
• Alanine aminotransferase increased
• Blood albumin decreased
• Bone marrow failure
• Chest discomfort
• Liver injury
1 ‐ 6 months:
• Actinomycosis (infection that causes sores, or abscesses)
• Amylase increased
• Blood glucose increased
• Blood pressure fluctuation
• Cystitis haemorrhagic (blood in the urine and painful voiding)
• Drug ineffective
• Drug‐induced liver injury (diseases of the liver that are caused by physician‐
prescribed medications)
• Febrile neutropenia (fever with reduced white blood cells)
pharmacokinetic properties:
• There may be some absorption of glutathione intact from the intestines, but it
cannot enter cells intact. It must be metabolized to form L‐cystine (two molecules of
L‐cysteine bound together) before being taken up.
• Provision of L‐cysteine within the cell is all that is needed to increase glutathione
synthesis, and N‐Acetylcysteine does this efficiently at a lower financial cost than
glutathione.
In effect, glutathione is an indirect and expensive way to provide dietary L‐cysteine.
Dietary protein itself, including L‐cysteine rich sources such as Whey Protein, are
effective but inefficient ways to increase L‐cysteine intake in the diet and N‐
Acetylcysteine is both more efficient and cheaper than glutathione.
Selenium supplementation increases the production of L‐Cysteine however it only
takes small amounts of selenium to cause a toxic reaction. Routine blood analysis is
needed to monitor serum blood levels of selenium if supplements are used.
Alpha‐lipoic acid (ALA) appears to have a role in promoting the synthesis of
glutathione.
Glutathione, along with oxidized glutathione (GSSG) and S‐nitrosoglutathione
(GSNO), bind to the glutamate recognition site of the NMDA and AMPA receptors
(via their γ‐glutamyl moieties). GSH and GSSG may be neuromodulators. At
millimolar concentrations, GSH and GSSG may also modulate the redox state of the
NMDA receptor complex. Glutathione binds and activate ionotropic receptors,
potentially making it a neurotransmitter. Wiki
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N‐Acetylcysteine
https://www.healingw...?f=30&m=2806900
http://flash.lymenet...=1;t=089458;p=0
https://www.dcnutrit...ylcysteine‐nac/
https://www.ncbi.nlm...m=Selenium Lyme
Crystallization and preliminary crystallographic analysis of BbCRASP‐1, a
complement regulator‐acquiring surface protein of Borrelia burgdorferi.
Borrelia burgdorferi is the causative agent of Lyme disease. Serum‐resistant strains
of the pathogen are able to reduce the host's immune response to infection by
recruiting fluid‐phase complement regulators from the serum. Crystals of native and
selenomethionine‐substituted BbCRASP‐1 have been obtained and a native data set
to 2.7 A as well as selenomethionine MAD data to 3.2 A resolution have been
collected. The selenium substructure has been solved and initial phases have been
refined to 3.0 A by density‐modification methods. Model building and refinement
are under way.
Clarification. Lyme disease tends to complex with selenium making it less
bioavailable.
https://www.ncbi.nlm...les/PMC3719580/
Manganese and Zinc Regulate Virulence Determinants in Borrelia burgdorferi
Abstract
Borrelia burgdorferi, the causative agent of Lyme disease, must adapt to two diverse
niches, an arthropod vector and a mammalian host. RpoS, an alternative sigma
factor, plays a central role in spirochetal adaptation to the mammalian host by
governing expression of many genes important for mammalian infection. B.
burgdorferi is known to be unique in metal utilization, and little is known of the role
of biologically available metals in B. burgdorferi. Here, we identified two transition
metal ions, manganese (Mn2+) and zinc (Zn2+), that influenced regulation of RpoS.
The intracellular Mn2+ level fluctuated approximately 20‐fold under different
conditions and inversely correlated with levels of RpoS and the major virulence
factor OspC. Furthermore, an increase in intracellular Mn2+ repressed
temperature‐dependent induction of RpoS and OspC; this repression was overcome
by an excess of Zn2+. Conversely, a decrease of intracellular Mn2+ by deletion of the
Mn2+ transporter gene, bmtA, resulted in elevated levels of RpoS and OspC. Mn2+
affected RpoS through BosR, a Fur family homolog that is required for rpoS
expression: elevated intracellular Mn2+ levels greatly reduced the level of BosR
protein but not the level of bosR mRNA. Thus, Mn2+ and Zn2+ appeared to be
important in modulation of the RpoS pathway that is essential to the life cycle of the
Lyme disease spirochete. This finding supports the emerging notion that transition
metals such as Mn2+ and Zn2+ play a critical role in regulation of virulence in
bacteria.
Clarification ‐ Increased presence of Mn+2 increases the Lyme disease activity and
Zinc+2 decreases the activity of Lyme disease. I would assume that is because zinc
competes with Mn so any increase in zinc will lower Manganese levels. I will do
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more research on this.
https://www.ncbi.nlm...pubmed/23376276
J Biol Chem. 2013 Mar 22;288(12):8468‐78. doi: 10.1074/jbc.M112.433540. Epub
2013 Feb 2.
A manganese‐rich environment supports superoxide dismutase activity in a Lyme
disease pathogen, Borrelia burgdorferi.
Abstract
The Lyme disease pathogen Borrelia burgdorferi represents a novel organism in
which to study metalloprotein biology in that this spirochete has uniquely evolved
with no requirement for iron. Not only is iron low, but we show here that B.
burgdorferi has the capacity to accumulate remarkably high levels of manganese.
This high manganese is necessary to activate the SodA superoxide dismutase (SOD)
essential for virulence. Using a metalloproteomic approach, we demonstrate that a
bulk of B. burgdorferi SodA directly associates with manganese, and a smaller pool of
inactive enzyme accumulates as apoprotein. Other metalloproteins may have
similarly adapted to using manganese as co‐factor, including the BB0366
aminopeptidase. Whereas B. burgdorferi SodA has evolved in a manganese‐rich,
iron‐poor environment, the opposite is true for Mn‐SODs of organisms such as
Escherichia coli and bakers' yeast. These Mn‐SODs still capture manganese in an
iron‐rich cell, and we tested whether the same is true for Borrelia SodA. When
expressed in the iron‐rich mitochondria of Saccharomyces cerevisiae, B.
burgdorferi SodA was inactive. Activity was only possible when cells accumulated
extremely high levels of manganese that exceeded cellular iron. Moreover, there
was no evidence for iron inactivation of the SOD. B. burgdorferi SodA shows strong
overall homology with other members of the Mn‐SOD family, but computer‐assisted
modeling revealed some unusual features of the hydrogen bonding network near
the enzyme's active site. The unique properties of B. burgdorferi SodA may represent
adaptation to expression in the manganese‐rich and iron‐poor environment of the
spirochete.
Clarification. High manganese activates Lyme Disease. Higher iron levels lowers
manganese levels and deactivates activity of Lyme disease. As iron can collect to
toxic levels in the blood easily routine blood sampling would been to be done to
monitor serum iron levels.
https://www.ncbi.nlm.nih.gov/pubmed/25709405
Drug Des Devel Ther. 2015 Feb 11;9:805‐16. doi: 10.2147/DDDT.S77063. eCollection
2015.
Borreliacidal activity of Borrelia metal transporter A (BmtA) binding small
molecules by manganese transport inhibition.
Abstract
Borrelia burgdorferi, the causative agent of Lyme disease, utilizes manganese (Mn)
for its various metabolic needs. We hypothesized that blocking Mn transporter
could be a possible approach to inhibit metabolic activity of this pathogen and
eliminate the infection. We used a combination of in silico protein structure
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prediction together with molecular docking to target the Borrelia metal transporter
A (BmtA), a single known Mn transporter in Borrelia and screened libraries of FDA
approved compounds that could potentially bind to the predicted BmtA structure
with high affinity. Tricyclic antihistamines such as loratadine, desloratadine, and 3‐
hydroxydesloratadine as well as yohimbine and tadalafil demonstrated a tight
binding to the in silico folded BmtA transporter. We, then, tested borreliacidal
activity and dose response of the shortlisted compounds from this screen using a
series of in vitro assays. Amongst the probed compounds, desloratadine exhibited
potent borreliacidal activity in vitro at and above 78 μg/mL (250 μM). Borrelia
treated with lethal doses of desloratadine exhibited a significant loss of
intracellular Mn specifically and a severe structural damage to the bacterial cell
wall. Our results support the possibility of developing a novel, targeted therapy to
treat Lyme disease by targeting specific metabolic needs of Borrelia.
Comment ‐ Desloratadine (trade name Clarinex and Aerius) is a tricyclic H1
antagonist that is used to treat allergies. It is an active metabolite of loratadine.
Loratadine, sold over the counter under the brand name Claritin among others, is a
medication used to treat allergies This includes allergic rhinitis (hay fever) and
hives. An over the counter treatment for Lyme Disease by a common safe otc
drug?
https://www.ncbi.nlm...pubmed/31271863
Protein Expr Purif. 2019 Nov;163:105447. doi: 10.1016/j.pep.2019.105447. Epub
2019 Jul 1.
Expression, purification and metal utilization of recombinant SodA from Borrelia
burgdorferi.
A coupled enzyme assay demonstrates SOD activity in the presence of Mn, but not
Fe.
Comment ‐ Mn activates the infection by stimulating the metabolism and Fe (iron)
lowers the metabolic rate.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3828560/
FrontCell Infect Microbiol. 2013 Nov 15;3:79. doi: 10.3389/fcimb.2013.00079.
eCollection 2013.
Metal‐dependent gene regulation in the causative agent of Lyme disease.
Bb is a unique bacterial pathogen because it does not require iron (Fe(2+)) for its
metabolism. Bb encodes a ferritin‐like Dps homolog called NapA (also called BicA),
which can bind Fe or copper (Cu(2+)), and a manganese (Mn(2+)) transport protein,
Recent evidence demonstrates that Bb modulates the intracellular Mn2+ and zinc
(Zn2+) content and, in turn, these metals regulate gene expression through
influencing the Ferric Uptake Regulator (Fur) homolog Borrelia Oxidative Stress
Regulator (BosR).
https://www.ncbi.nlm...pubmed/26480895

454

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

Mol Microbiol. 2016 Feb;99(3):586‐96. doi: 10.1111/mmi.13251. Epub 2015 Nov 19.
The salt‐sensitive structure and zinc inhibition of Borrelia burgdorferi protease
BbHtrA.
Examination of the influence of transition metals on the activity of BbHtrA revealed
that this protease is inhibited by Zn(2+) > Cu(2+) > Mn(2+).
Safety Survey of Intranasal Glutathione
Glutathione depletion has been documented in several disease states, and
exogenous administration has been hypothesized to have therapeutic potential for
some conditions. In an effort to reach target tissues of the sinuses and central
nervous system (CNS), glutathione is being prescribed as an intranasal spray,
although no literature exists to support this mode of administration.
Seventy (70) individuals returned the survey (23.3% response rate) from 20 different
states. Reported indications for (in)GSH prescriptions were multiple chemical
sensitivity (MCS) (n=29), allergies/sinusitis (n=25), Parkinson disease (PD) (n=7),
Lyme disease (n=3), fatigue (n=2), and other (n=10). Of the respondents, 78.8%
(n=52) reported an overall positive experience with (in)GSH, 12.1% (n=8) reported
having experienced adverse effects, and 62.1% (n=41) reported having experienced
health benefits attributable to (in)GSH use. Over 86% of respondents considered the
nasal spray to be comfortable and easy to administer.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5877983/
Role of glutathione metabolism in host defense against Borrelia burgdorferi
infection.
Supporting the in vitro analysis, we identified a cluster of GSH‐related metabolites,
the γ‐glutamyl amino acids, specifically altered in patients with Lyme disease, and
not in other infections. Lastly, we performed in vitro experiments to validate the role
for GSH metabolism in host response against Bb. We found that the GSH pathway is
essential for Bb‐induced cytokine production and identified glutathionylation as a
potential mediating mechanism. Taken together, these data indicate a central role
for the GSH pathway in the host response to Bb GSH metabolism and
glutathionylation may therefore be important factors in the pathogenesis of Lyme
disease and potentially other inflammatory diseases as well.
https://www.ncbi.nlm.nih.gov/pubmed/31785327
BBE31 from the Lyme disease agent Borrelia burgdorferi, known to play an
important role in successful colonization of the mammalian host, shows the ability to
bind glutathione.
Abstract
Lyme disease is a tick‐borne infection caused by Borrelia burgdorferi sensu lato
complex spirochetes. The spirochete is located in the gut of the tick; as the infected
tick starts the blood meal, the spirochete must travel through the hemolymph to the
salivary glands, where it can spread to and infect the new host organism. In this
study, we determined the crystal structures of the key outer surface protein BBE31
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from B. burgdorferi and its orthologous protein BSE31 (BSPA14S_RS05060 gene
product) from B. spielmanii. BBE31 is known to be important for the transfer of B.
burgdorferi from the gut to the hemolymph in the tick after a tick bite. While BBE31
exerts its function by interacting with the Ixodes scapularis tick gut protein TRE31,
structural and mass spectrometry data revealed that BBE31 has a glutathione (GSH)
covalently attached to Cys142 suggesting that the protein may have acquired some
additional functions in contrast to its orthologous protein BSE31, which lacks any
interactions with GSH. In the current study, in addition to analyzing the potential
reasons for GSH binding, the three‐dimensional structure of BBE31 provides new
insights into the molecular details of the transmission process as the protein plays an
important role in the initial phase before the spirochete is physically transferred to
the new host. This knowledge will be potentially used for the development of new
strategies to fight against Lyme disease.
https://www.ncbi.nlm.nih.gov/pubmed/29673413
Epidemiol Infect. 2018 May;146(7):931‐934. doi: 10.1017/S0950268818000420.
Epub 2018 Apr 20.
Seven cases of probable endotoxin poisoning related to contaminated glutathione
infusions.
Abstract
We report seven cases of probable endotoxin poisoning linked to contaminated
compounded glutathione. Five of the cases were using the infusions for treatment of
Lyme disease highlighting the risks of using compounded sterile preparations for
unapproved indications, especially if the quality of source products cannot be
assured.
https://www.fda.gov/drugs/human‐drug‐compounding/fda‐highlights‐concerns‐
using‐dietary‐ingredient‐glutathione‐compound‐sterile‐injectables
FDA highlights concerns with using dietary ingredient glutathione to compound
sterile injectables
FDA warned compounders on February 1, 2019, not to use glutathione L‐reduced
powder (L‐glutathione) distributed by Letco Medical located in Decatur, Alabama, to
compound sterile injectable drugs. FDA received a report concerning seven patients
who received an injectable drug compounded with L‐glutathione and experienced
adverse events due to potentially high levels of endotoxins, a substance that may
cause unintended health consequences ranging from fever to death. Exposure to
inappropriate levels of endotoxin in a drug intended for injection raises safety
concerns. As part of the investigation into the adverse events, FDA collected and
analyzed samples of the L‐glutathione powder. The following are the details on the
adverse events the agency has received to date and the findings from FDA’s
investigation.
https://www.ehealthme.com/drug/glutathione/side‐effects/
Most common side effects over time *:
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< 1 month:
Alanine aminotransferase increased
Blood albumin decreased
Bone marrow failure
Chest discomfort
Liver injury
1 ‐ 6 months:
Actinomycosis (infection that causes sores, or abscesses)
Amylase increased
Blood glucose increased
Blood pressure fluctuation
Cystitis haemorrhagic (blood in the urine and painful voiding)
Drug ineffective
Drug‐induced liver injury (diseases of the liver that are caused by physician‐
prescribed medications)
Febrile neutropenia (fever with reduced white blood cells)
pharmacokinetic properties:
There may be some absorption of glutathione intact from the intestines, but it
cannot enter cells intact. It must be metabolized to form L‐cystine (two molecules of
L‐cysteine bound together) before being taken up.
Provision of L‐cysteine within the cell is all that is needed to increase glutathione
synthesis, and N‐Acetylcysteine does this efficiently at a lower financial cost than
glutathione.
In effect, glutathione is an indirect and expensive way to provide dietary L‐cysteine.
Dietary protein itself, including L‐cysteine rich sources such as Whey Protein, are
effective but inefficient ways to increase L‐cysteine intake in the diet and N‐
Acetylcysteine is both more efficient and cheaper than glutathione.
Selenium supplementation increases the production of L‐Cysteine however it only
takes small amounts of selenium to cause a toxic reaction. Routine blood analysis is
needed to monitor serum blood levels of selenium if supplements are used.
Alpha‐lipoic acid (ALA) appears to have a role in promoting the synthesis of
glutathione.
Glutathione, along with oxidized glutathione (GSSG) and S‐nitrosoglutathione
(GSNO), bind to the glutamate recognition site of the NMDA and AMPA receptors
(via their γ‐glutamyl moieties). GSH and GSSG may be neuromodulators.[21][22][23]
At millimolar concentrations, GSH and GSSG may also modulate the redox state of
the NMDA receptor complex.[22] Glutathione binds and activate ionotropic
receptors, potentially making it a neurotransmitter.[24] Wiki
N‐Acetylcysteine
https://www.healingwell.com/community/default.aspx?f=30&m=2806900
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http://flash.lymenet.org/scripts/ultimatebb.cgi?ubb=get_topic;f=1;t=089458;p=0
https://www.dcnutrition.com/miscellaneous‐nutrients/glutathione‐n‐acetylcysteine‐
nac/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Selenium%20Lyme
Crystallization and preliminary crystallographic analysis of BbCRASP‐1, a complement
regulator‐acquiring surface protein of Borrelia burgdorferi.
Borrelia burgdorferi is the causative agent of Lyme disease. Serum‐resistant strains
of the pathogen are able to reduce the host's immune response to infection by
recruiting fluid‐phase complement regulators from the serum. Crystals of native and
selenomethionine‐substituted BbCRASP‐1 have been obtained and a native data set
to 2.7 A as well as selenomethionine MAD data to 3.2 A resolution have been
collected. The selenium substructure has been solved and initial phases have been
refined to 3.0 A by density‐modification methods. Model building and refinement
are under way.
Clarification. lyme disease tends to complex with selenium making it less
bioavailable.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3719580/
Manganese and Zinc Regulate Virulence Determinants in Borrelia burgdorferi
Abstract
Borrelia burgdorferi, the causative agent of Lyme disease, must adapt to two diverse
niches, an arthropod vector and a mammalian host. RpoS, an alternative sigma
factor, plays a central role in spirochetal adaptation to the mammalian host by
governing expression of many genes important for mammalian infection. B.
burgdorferi is known to be unique in metal utilization, and little is known of the role
of biologically available metals in B. burgdorferi. Here, we identified two transition
metal ions, manganese (Mn2+) and zinc (Zn2+), that influenced regulation of RpoS.
The intracellular Mn2+ level fluctuated approximately 20‐fold under different
conditions and inversely correlated with levels of RpoS and the major virulence
factor OspC. Furthermore, an increase in intracellular Mn2+ repressed temperature‐
dependent induction of RpoS and OspC; this repression was overcome by an excess
of Zn2+. Conversely, a decrease of intracellular Mn2+ by deletion of the Mn2+
transporter gene, bmtA, resulted in elevated levels of RpoS and OspC. Mn2+ affected
RpoS through BosR, a Fur family homolog that is required for rpoS expression:
elevated intracellular Mn2+ levels greatly reduced the level of BosR protein but not
the level of bosR mRNA. Thus, Mn2+ and Zn2+ appeared to be important in
modulation of the RpoS pathway that is essential to the life cycle of the Lyme disease
spirochete. This finding supports the emerging notion that transition metals such as
Mn2+ and Zn2+ play a critical role in regulation of virulence in bacteria.
If I am reading this correctly increased presence of Mn+2 increases the Lyme disease
activity and Zinc+2 decreases the activity of Lyme disease. I would assume that is

458

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

because zinc competes with Mn so any increase in zinc will lower Manganese levels. I
will do more research on this.
https://www.ncbi.nlm.nih.gov/pubmed/23376276
J Biol Chem. 2013 Mar 22;288(12):8468‐78. doi: 10.1074/jbc.M112.433540. Epub
2013 Feb 2.
A manganese‐rich environment supports superoxide dismutase activity in a Lyme
disease pathogen, Borrelia burgdorferi.
Abstract
The Lyme disease pathogen Borrelia burgdorferi represents a novel organism in
which to study metalloprotein biology in that this spirochete has uniquely evolved
with no requirement for iron. Not only is iron low, but we show here that B.
burgdorferi has the capacity to accumulate remarkably high levels of manganese.
This high manganese is necessary to activate the SodA superoxide dismutase (SOD)
essential for virulence. Using a metalloproteomic approach, we demonstrate that a
bulk of B. burgdorferi SodA directly associates with manganese, and a smaller pool of
inactive enzyme accumulates as apoprotein. Other metalloproteins may have
similarly adapted to using manganese as co‐factor, including the BB0366
aminopeptidase. Whereas B. burgdorferi SodA has evolved in a manganese‐rich,
iron‐poor environment, the opposite is true for Mn‐SODs of organisms such as
Escherichia coli and bakers' yeast. These Mn‐SODs still capture manganese in an
iron‐rich cell, and we tested whether the same is true for Borrelia SodA. When
expressed in the iron‐rich mitochondria of Saccharomyces cerevisiae, B. burgdorferi
SodA was inactive. Activity was only possible when cells accumulated extremely high
levels of manganese that exceeded cellular iron. Moreover, there was no evidence
for iron inactivation of the SOD. B. burgdorferi SodA shows strong overall homology
with other members of the Mn‐SOD family, but computer‐assisted modeling
revealed some unusual features of the hydrogen bonding network near the enzyme's
active site. The unique properties of B. burgdorferi SodA may represent adaptation
to expression in the manganese‐rich and iron‐poor environment of the spirochete.
Clarification. High manganese activates Lymes Disease. Higher iron levels lowers
manganese levels and deactivates activity of Lyme disease. As iron can colloect to
toxic levels in the blood easily routine blood sampling wojuld been to be done to
monitor serum iron levels.
https://www.ncbi.nlm.nih.gov/pubmed/25709405
Drug Des Devel Ther. 2015 Feb 11;9:805‐16. doi: 10.2147/DDDT.S77063. eCollection
2015.
Borreliacidal activity of Borrelia metal transporter A (BmtA) binding small molecules
by manganese transport inhibition.
Abstract
Borrelia burgdorferi, the causative agent of Lyme disease, utilizes manganese (Mn)
for its various metabolic needs. We hypothesized that blocking Mn transporter could
be a possible approach to inhibit metabolic activity of this pathogen and eliminate
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the infection. We used a combination of in silico protein structure prediction
together with molecular docking to target the Borrelia metal transporter A (BmtA), a
single known Mn transporter in Borrelia and screened libraries of FDA approved
compounds that could potentially bind to the predicted BmtA structure with high
affinity. Tricyclic antihistamines such as loratadine, desloratadine, and 3‐
hydroxydesloratadine as well as yohimbine and tadalafil demonstrated a tight
binding to the in silico folded BmtA transporter. We, then, tested borreliacidal
activity and dose response of the shortlisted compounds from this screen using a
series of in vitro assays. Amongst the probed compounds, desloratadine exhibited
potent borreliacidal activity in vitro at and above 78 μg/mL (250 μM). Borrelia
treated with lethal doses of desloratadine exhibited a significant loss of intracellular
Mn specifically and a severe structural damage to the bacterial cell wall. Our results
support the possibility of developing a novel, targeted therapy to treat Lyme disease
by targeting specific metabolic needs of Borrelia.
Comment ‐ Desloratadine (trade name Clarinex and Aerius) is a tricyclic H1
antagonist that is used to treat allergies. It is an active metabolite of loratadine.
Loratadine, sold over the counter under the brand name Claritin among others, is a
medication used to treat allergies This includes allergic rhinitis (hay fever) and hives.
An over the counter treatment for Lyme Disease by a common safe otc drug?
https://www.ncbi.nlm.nih.gov/pubmed/31271863
Protein Expr Purif. 2019 Nov;163:105447. doi: 10.1016/j.pep.2019.105447. Epub
2019 Jul 1.
Expression, purification and metal utilization of recombinant SodA from Borrelia
burgdorferi.
A coupled enzyme assay demonstrates SOD activity in the presence of Mn, but not
Fe.
Comment ‐ Mn aactivates the infection by stimulating the metabolism and Fe (iron)
lowers the metabolic rate.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3828560/Front
Cell
Infect
Microbiol. 2013 Nov 15;3:79. doi: 10.3389/fcimb.2013.00079. eCollection 2013.
Metal‐dependent gene regulation in the causative agent of Lyme disease.
Bb is a unique bacterial pathogen because it does not require iron (Fe(2+)) for its
metabolism. Bb encodes a ferritin‐like Dps homolog called NapA (also called BicA),
which can bind Fe or copper (Cu(2+)), and a manganese (Mn(2+)) transport protein,
Recent evidence demonstrates that Bb modulates the intracellular Mn2+ and zinc
(Zn2+) content and, in turn, these metals regulate gene expression through
influencing the Ferric Uptake Regulator (Fur) homolog Borrelia Oxidative Stress
Regulator (BosR).
https://www.ncbi.nlm.nih.gov/pubmed/26480895
Mol Microbiol. 2016 Feb;99(3):586‐96. doi: 10.1111/mmi.13251. Epub 2015 Nov 19.
The salt‐sensitive structure and zinc inhibition of Borrelia burgdorferi protease
BbHtrA.
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Examination of the influence of transition metals on the activity of BbHtrA revealed
that this protease is inhibited by Zn(2+) > Cu(2+) > Mn(2+).
https://www.lymedisease.org/claritin‐lyme‐balf‐2/
NEWS: Can Claritin help cure Lyme disease?
http://lymebook.com/claritin‐loratadine‐manganese‐borrelia‐bmta‐stanford
Claritin Kills Lyme Disease!
https://thewritersbluff.wordpress.com/2015/07/29/literature‐review‐claritin‐can‐
kill‐lyme‐disease‐but‐not‐before‐it‐kills‐you/
Literature Review: Claritin May Kill The Lyme Disease
Excellent Overview
C8 MCT oil
Medium‐chain triglycerides (MCTs) are triglycerides with two or three fatty acids
having an aliphatic tail of 6–12 carbon atoms, i.e., medium‐chain fatty acids (MCFAs).
Rich food sources for commercial extraction of MCTs include palm kernel oil and
coconut oil.
C8 MCT oil is known as Caprylic acid or Octanoic acid.
A common tick repellent and some use as a weak antibiotic.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6360722/
Only paper found that suggests the use of Caprylic acid to treat Lyme Disease. This
paper did not find Caprylic acid effective a treatment but other essential oils did
show promise.
Among all tested oils, Bay leaf oil and Cassia oil, with their major components
eugenol and cinnamaldehyde, seem to have the highest anti‐borreliae efficacy.
https://examine.com/supplements/mcts/
Caprylic acid is a mild stimulant.
It lowers dopamine levels.
Little research exists on this compound. Research is mixed in whether or not Caprylic
acid raises or lowers blood triglycerides which can clog arteries in much the same
way as cholesterol and may cause adverse cardiac events.
Do not see this as a contributor to withdrawal however it is unknown how much
Caprylic acid lowers dopamine in humans.
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• Heartburn/Upset Stomach
Here is what members and some of my drs have recommended for upset stomachs
and heartburn.
1) NEVER drink anything cold or hot when your stomach is acting up.
2) Pepto or kao pectate to coat the lining of the stomach and let it calm down.
3) Moderate heat from a heating pad on your stomach.
4) Imodium Ad if you have diarrhea or your stomach is churning. A whole tablet for
diarrhea is fine but I only recommend a half tablet for stomach churning as too much
can cause constipation.
5) Eat smaller meals but more frequently.
6) Ginger for nausea.
7) NO antacids within 2 hours of taking any medicine as they may affect the
absorption of that medicine.
8) Peppermint lozenges (or other forms of peppermint) to calm the stomach.
peppermint relaxes smooth muscles like what lines the stomach.
9)Avoid foods or drinks that are more likely to cause heartburn, such as rich, spicy,
fatty and fried foods, chocolate, caffeine, alcohol and even some acidic fruits and
vegetables.
10) Do not eat late at night or just before bedtime.
11) Do not lie flat or bend over soon after eating.
12) Raise the head of your bed.
13) Wear loose‐fitting clothing around your stomach.
14) If you are overweight, lose weight.
15) If you smoke, quit smoking.
Additional information
http://www.pathlight...ia/frames05.htm
TREATMENT—
• Immediately drink a large glass of water. This will help wash the HCl back down and
dilute it as well.
• Drink some raw potato juice. Whiz up an unpeeled potato and drink it down.
• Do not drink anything caffeinated, for it will irritate the esophagus even more.
Caffeine relaxes the sphincter, so stomach contents can move on up. Tobacco smoke
also relaxes the sphincter. Estrogens relaxs it also.
• Drinking milk may feel good going down, but it encourages the stomach to secrete
more acid.
• Drinks with fizz in them expand the stomach and make it more likely that HCl will
come up the food pipe.
• Greasy, fried, and fatty foods sit in the stomach for a long time and increase HCl
production. Avoid meat and dairy products.
• Antidepressants and sedatives aggravate heartburn. Aspirin and ibuprofen cause
heartburn.
• Antacids only mask the symptoms. They also may contain aluminum.
• Avoid stress, for that increases HCl production also.
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• Do not eat within 2½ hours before bedtime. Doing so not only can cause
heartburn, but bring on heart attacks also.
https://onlinelibrar...9X.2006.00359.x
Regression of gastroesophageal reflux disease symptoms using dietary
supplementation with melatonin, vitamins and aminoacids: comparison with
omeprazole.
Abstract: The prevalence of gastroesophageal reflux disease (GERD) is increasing.
GERD is a chronic disease and its treatment is problematic. It may present with
various symptoms including heartburn, regurgitation, dysphagia, coughing,
hoarseness or chest pain. The aim of this study was to investigate if a dietary
supplementation containing: melatonin, l‐tryptophan, vitamin B6, folic acid, vitamin
B12, methionine and betaine would help patients with GERD, and to compare the
preparation with 20 mg omeprazole. Melatonin has known inhibitory activities on
gastric acid secretion and nitric oxide biosynthesis. Nitric oxide has an important role
in the transient lower esophageal sphincter relaxation (TLESR), which is a major
mechanism of reflux in patients with GERD. Others biocompounds of the formula
display anti‐inflammatory and analgesic effects. A single blind randomized study was
performed in which 176 patients underwent treatment using the supplement cited
above (group A) and 175 received treatment of 20 mg omeprazole) Symptoms were
recorded in a diary and changes in severity of symptoms noted. All patients of the
group A (100%) reported a complete regression of symptoms after 40 days of
treatment. On the other hand, 115 subjects (65.7%) of the omeprazole reported
regression of symptoms in the same period. There was statiscally significant
difference between the groups (P < 0.05). This formulation promotes regression of
GERD symptoms with no significant side effects.
Note ‐ I would not recommend L‐tryptophan as it may complicate your withdrawal
and has a nasty withdrawal itself.
Licorice
https://howtotreathe...or‐acid‐reflux/
Licorice root has been used to treat digestive issues like dyspepsia, heartburn,
stomach ulcers, and sore throat for centuries, however, the glycyrrhizin component
in licorice root, the root of Glycyrrhiza glabra, can cause health problems.
Fortunately, these negative side effects can be avoided. Deglycyrrhizinated licorice
(DGL) is available. DGL is a dietary supplement that has had the glycyrrhizin
component of licorice removed. It’s a much safer option.
Wendy McLean. Herbal and Nutritional Solutions for Upper Digestive Complaints.
Journal of the Australian Traditional‐Medicine Society. Vol. 24, No. 4, Summer 2018:
264‐266.
Deglycyrrhizinated licorice (DGL) soothes the gastrointestinal (GI) tract including the
esophagus by increasing mucus production. This increase in mucus builds up the
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mucous membrane which coats and protects against acid irritation like heartburn
and allows for healing of irritated or damaged tissue including ulcers.
Russell Setright. Prevention of Symptoms of Gastric Irritation (GERD) Using Two
Herbal Formulas: An Observational Study. Journal of the Australian Traditional‐
Medicine Society. Volume 23 Issue 2 (Winter 2017).
Scientific studies have found DGL to be more effective in treating gastroesophageal
reflux disease (GERD), chronic acid reflux, symptoms than commonly used antacids
Ann Ming Yeh and Brenda Golianu. Integrative Treatment of Reflux and Functional
Dyspepsia in Children. Children (Basel). 2014 Sep; 1(2): 119–133.
and K.R. Raveendra, Jayachandra, V. Srinivasa, K.R. Sushma, J.J. Allan, K.S. Goudar,
H.N. Shivaprasad, K. Venkateshwarlu, P. Geetharani, G. Sushma, and A. Agarwal. An
Extract of Glycyrrhiza Glabra (GutGard) Alleviates Symptoms of Functional
Dyspepsia: A Randomized, Double‐Blind, Placebo‐Controlled Study. Evidence‐Based
Complementary and Alternative Medicine, 2012;2012:216970.
GutGard is a clinically‐studied DGL extract that has been proven to provide relief
from dyspepsia and acid reflux.
Ann Ming Yeh and Brenda Golianu. Integrative Treatment of Reflux and Functional
Dyspepsia in Children. Children (Basel). 2014 Sep; 1(2): 119–133.
and J. Melzer, W. Rosch, J. Reichling, R. Brignoli, and R. Saller. Meta‐analysis:
Phytotherapy of Functional Dyspepsia with the Herbal Drug Preparation STW 5
(Iberogast). Alimentary Pharmacology and Therapeutics, 2004; 20: 1279–1287.
Iberogast by Medical Futures Inc. is a proprietary blend of herbal extracts including
DGL that is designed to alleviate heartburn, accelerate gastric emptying, reduce
gastric pain and cramping, and gas and bloating.
Iberogast like GutGard in Rhizinate has been clinically proven to relieve dyspepsia
and acid reflux
Melatonin
https://www.ncbi.nlm...les/PMC2821302/
The potential therapeutic effect of melatonin in gastro‐esophageal reflux disease
3 mg daily of melatonin.
Treatment with melatonin for 4 and 8 weeks leads to marked improvement of GERD
symptoms regarding heartburn and epigastric pain.
Only 2 research articles found. Both are limited study sizes.
Deglycyrrhizinated licorice
https://www.ncbi.nlm...les/PMC3123991/
An Extract of Glycyrrhiza glabra (GutGard) Alleviates Symptoms of Functional
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Dyspepsia:
A
Randomized,
Double‐Blind,
Placebo‐Controlled
Study
The patients received either placebo or GutGard (75 mg twice daily) for 30 days.
GutGard showed a significant decrease (P ≤ .05) in total symptom scores on day 15
and day 30, respectively. Similarly, GutGard showed marked improvement in the
global assessment of efficacy in comparison to the placebo.
Papain
https://www.rxlist.com/papain/supplements.htm
Are there any interactions with medications?
Warfarin (Coumadin)Interaction Rating: Moderate
combination.Talk with your health provider.

Be

cautious

with

this

Warfarin (Coumadin) is used to slow blood clotting. Papain might increase the
effects of warfarin (Coumadin) and increase the chances of bruising and bleeding. Be
sure to have your blood checked regularly. The dose of your warfarin (Coumadin)
might need to be changed..
Note ‐ May slow blood clotting.
https://www.verywellhealth.com/the‐benefits‐of‐papain‐89493#possible‐side‐
effects
Little is known about the long‐term safety of papain supplements. Due to the lack of
safety research, papain should be avoided in children, pregnant women, and nursing
mothers
High oral doses may cause side effects, including stomach upset and throat irritation.
Dosages in excess of 1,500 milligrams (mg) per day are associated with an increased
risk of esophageal perforation.
Perhaps the greater concern is the risk of allergy in people exposed to papain. The
risk appears to be greatest in people with a known allergy to latex or kiwi. Symptoms
can range from mild to severe and includes an itchy mouth, watery eyes, sneezing,
nasal congestion, excessive sweating, and diarrhea.
On rare occasion, exposure to papain can lead to a potentially life‐threatening,
whole‐body reaction known as anaphylaxis
Papaya
https://www.rxlist.com/papaya/supplements.htm
Are there any interactions with medications?
Medications for diabetes (Antidiabetes drugs)Interaction Rating: Moderate Be
cautious with this combination.Talk with your health provider.
Papaya that has been fermented might decrease blood sugar in people with type 2
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diabetes. Diabetes medications are also used to lower blood sugar. Taking fermented
papaya along with diabetes medications might cause your blood sugar to go too low.
Monitor your blood sugar closely. The dose of your diabetes medication might need
to be changed.
Some medications used for diabetes include glimepiride (Amaryl), glyburide
(DiaBeta, Glynase PresTab, Micronase), insulin, pioglitazone (Actos), rosiglitazone
(Avandia), chlorpropamide (Diabinese), glipizide (Glucotrol), tolbutamide (Orinase),
and others.
Warfarin (Coumadin) Interaction Rating: Moderate Be cautious with this
combination.Talk with your health provider.
Warfarin (Coumadin) is used to slow blood clotting. Papaya might increase the
effects of warfarin (Coumadin) and increase the chances of bruising and bleeding. Be
sure to have your blood checked regularly. The dose of your warfarin (Coumadin)
might need to be changed.
Are there safety concerns?
Papaya is LIKELY SAFE for most people when taken by mouth in amounts commonly
found in foods.
Papaya is POSSIBLY SAFE when taken by mouth as medicine.
Papaya is POSSIBLY UNSAFE when taken by mouth in large amounts or when applied
to the skin as papaya latex. Taking large amounts of papaya by mouth could damage
the esophagus, which is the food tube in the throat.
Special Precautions & Warnings:
Pregnancy and breast‐feeding: Papaya is POSSIBLY UNSAFE when taken by mouth
during pregnancy. Do not take papaya by mouth in medicinal amounts if you are
pregnant. There is some evidence that unprocessed papain, one of the chemicals
found in papaya, might poison the fetus or cause birth defects. Not enough is known
about the safety of papaya during breast‐feeding. It is best to avoid taking it in
amounts higher than normal food amounts.
Diabetes: Papaya that has been fermented can lower blood sugar. People with
diabetes who are taking medications to lower their blood sugar should pay close
attention to their blood sugar as adjustments to medications might be needed.
Low blood sugar: Papaya that has been fermented can lower blood sugar. Taking this
form of papaya might make blood sugar too low in people who already have low
blood sugar.
Papain allergy: Papaya contains papain. If you are allergic to papain, avoid eating
papaya or taking products that contain papaya.
Latex allergy: If you are allergic to latex, there is a good chance you are also be
allergic to papaya. If you have a latex allergy, avoid eating papaya or taking products
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that contain papaya.
Surgery: Papaya that has been fermented can lower blood sugar. In theory, this form
of papaya might affect blood sugary during and after surgery. If you are taking
papaya, you should stop 2 weeks before surgery.

Heartburn
https://www.cymbaltawithdrawal.com/frames05.htm
TREATMENT—
• Immediately drink a large glass of water. This will help wash the HCl back down and
dilute it as well.
• Drink some raw potato juice. Whiz up an unpeeled potato and drink it down.
• Do not lie down. Remain upright, so gravity can help push the HCl down and keep
it down. Later, when you do lie down, elevate the bed at the head by 4 inches.
• Avoid bending over; if you must lift something, bend at the knees. You do not want
to compress your stomach when you have heartburn.
• Eating mints relaxes the lower esophageal sphincter, so HCl can crowd up into the
esophagus.
• Do not drink anything caffeinated, for it will irritate the esophagus even more.
Caffeine relaxes the sphincter, so stomach contents can move on up. Tobacco smoke
also relaxes the sphincter. Estrogens relaxs it also.
• Drinking milk may feel good going down, but it encourages the stomach to secrete
more acid.
• Drinks with fizz in them expand the stomach and make it more likely that HCl will
come up the food pipe.
• Greasy, fried, and fatty foods sit in the stomach for a long time and increase HCl
production. Avoid meat and dairy products.
• Antidepressants and sedatives aggravate heartburn. Aspirin and ibuprofen cause
heartburn.
• Antacids only mask the symptoms. They also may contain aluminum.
• Avoid stress, for that increases HCl production also.
• Loosen your belt; better yet, wear suspenders.
• Do not eat within 2½ hours before bedtime. Doing so not only can cause
heartburn, but bring on heart attacks also.
https://onlinelibrary.wiley.com/doi/abs/10.1111/j.1600‐079X.2006.00359.x
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Regression of gastroesophageal reflux disease symptoms using dietary
supplementation with melatonin, vitamins and aminoacids: comparison with
omeprazole
Abstract: The prevalence of gastroesophageal reflux disease (GERD) is increasing.
GERD is a chronic disease and its treatment is problematic. It may present with
various symptoms including heartburn, regurgitation, dysphagia, coughing,
hoarseness or chest pain. The aim of this study was to investigate if a dietary
supplementation containing: melatonin, l‐tryptophan, vitamin B6, folic acid, vitamin
B12, methionine and betaine would help patients with GERD, and to compare the
preparation with 20 mg omeprazole. Melatonin has known inhibitory activities on
gastric acid secretion and nitric oxide biosynthesis. Nitric oxide has an important role
in the transient lower esophageal sphincter relaxation (TLESR), which is a major
mechanism of reflux in patients with GERD. Others biocompounds of the formula
display anti‐inflammatory and analgesic effects. A single blind randomized study was
performed in which 176 patients underwent treatment using the supplement cited
above (group A) and 175 received treatment of 20 mg omeprazole) Symptoms were
recorded in a diary and changes in severity of symptoms noted. All patients of the
group A (100%) reported a complete regression of symptoms after 40 days of
treatment. On the other hand, 115 subjects (65.7%) of the omeprazole reported
regression of symptoms in the same period. There was statiscally significant
difference between the groups (P < 0.05). This formulation promotes regression of
GERD symptoms with no significant side effects.
Note ‐ I would not recommend L‐tryptophan as it may complicate your withdrawal
and has a nasty withdrawal itself.
Licorice
https://howtotreatheartburn.com/deglycyrrhizinated‐licorice‐dgl‐for‐acid‐reflux/
Licorice root has been used to treat digestive issues like dyspepsia, heartburn,
stomach ulcers, and sore throat for centuries, however, the glycyrrhizin component
in licorice root, the root of Glycyrrhiza glabra, can cause health problems.
Fortunately, these negative side effects can be avoided. Deglycyrrhizinated licorice
(DGL) is available. DGL is a dietary supplement that has had the glycyrrhizin
component of licorice removed. It’s a much safer option.
Wendy McLean. Herbal and Nutritional Solutions for Upper Digestive Complaints.
Journal of the Australian Traditional‐Medicine Society. Vol. 24, No. 4, Summer 2018:
264‐266.
Deglycyrrhizinated licorice (DGL) soothes the gastrointestinal (GI) tract including the
esophagus by increasing mucus production. This increase in mucus builds up the
mucous membrane which coats and protects against acid irritation like heartburn
and allows for healing of irritated or damaged tissue including ulcers.
Russell Setright. Prevention of Symptoms of Gastric Irritation (GERD) Using Two
Herbal Formulas: An Observational Study. Journal of the Australian Traditional‐
Medicine Society. Volume 23 Issue 2 (Winter 2017).
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Scientific studies have found DGL to be more effective in treating gastroesophageal
reflux disease (GERD), chronic acid reflux, symptoms than commonly used antacids
Ann Ming Yeh and Brenda Golianu. Integrative Treatment of Reflux and Functional
Dyspepsia in Children. Children (Basel). 2014 Sep; 1(2): 119–133.
and
K.R. Raveendra, Jayachandra, V. Srinivasa, K.R. Sushma, J.J. Allan, K.S. Goudar, H.N.
Shivaprasad, K. Venkateshwarlu, P. Geetharani, G. Sushma, and A. Agarwal. An
Extract of Glycyrrhiza Glabra (GutGard) Alleviates Symptoms of Functional
Dyspepsia: A Randomized, Double‐Blind, Placebo‐Controlled Study. Evidence‐Based
Complementary and Alternative Medicine, 2012;2012:216970.
GutGard is a clinically‐studied DGL extract that has been proven to provide relief
from dyspepsia and acid reflux
Ann Ming Yeh and Brenda Golianu. Integrative Treatment of Reflux and Functional
Dyspepsia in Children. Children (Basel). 2014 Sep; 1(2): 119–133.
and
J. Melzer, W. Rosch, J. Reichling, R. Brignoli, and R. Saller. Meta‐analysis:
Phytotherapy of Functional Dyspepsia with the Herbal Drug Preparation STW 5
(Iberogast). Alimentary Pharmacology and Therapeutics, 2004; 20: 1279–1287.
Iberogast by Medical Futures Inc. is a proprietary blend of herbal extracts including
DGL that is designed to alleviate heartburn, accelerate gastric emptying, reduce
gastric pain and cramping, and gas and bloating.
Iberogast like GutGard in Rhizinate has been clinically proven to relieve dyspepsia
and acid reflux.
Melatonin
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2821302/
The potential therapeutic effect of melatonin in gastro‐esophageal reflux disease
3 mg daily of melatonin.
treatment with melatonin for 4 and 8 weeks leads to marked improvement of GERD
symptoms regarding heartburn and epigastric pain.
Only 2 research articles found. Both are limited study sizes.
Vitamin B6
No additional research found on the use of Vitamin B6 and heartburn.
Folic acid
No additional research found on the use of folic acid and heartburn.
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Vitamin B12
No additional research found on the use of vitamin B12 and heartburn.
Methionine
No additional research found on the use of methionine and heartburn.
Betaine
No additional research found on the use of betaine and heartburn.
Deglycyrrhizinated licorice
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3123991/
An Extract of Glycyrrhiza glabra (GutGard) Alleviates Symptoms of Functional
Dyspepsia: A Randomized, Double‐Blind, Placebo‐Controlled Study
The patients received either placebo or GutGard (75 mg twice daily) for 30 days.
GutGard showed a significant decrease (P ≤ .05) in total symptom scores on day 15
and day 30, respectively. Similarly, GutGard showed marked improvement in the
global assessment of efficacy in comparison to the placebo.
H2 Blockers
nizatidine
ranitidine
famotidine
cimetidine
PPIs
Omeprazole (Prilosec),
Esomeprazole (Nexium),
Lansoprazole (Prevacid),
Rabeprazole (AcipHex)
Pantoprazole (Protonix)
Dexlansoprazole (Dexilant)
All are listed by Drugs.com as having a drug interactiuon with Cymbalta. They effect
the absorbtion of antidepressants. This position is upheld by medical journal reports.
It should also be mentioned that many compete with Cymbalta for degradation in
the liver and thiis can cause a change in blood levels of the antidepressant.
My suggestion would be Lansoprazole (Prevacid), as it does not compete with
Cymbalta for degradation in the liver. As a short term treatment I would consider
sodium bicarbonate. It does not contain magnesium, aluminum or calcium and
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therefore can be taken at the same time as other meds. Be aware that the use of
sodium bicarbonate will generate salt in the stomach as a byproduct of acid
neutralization. Some individuals are sensative to salt intake and it increases anxiety.
If salt in your foods does not cause a problem then this may be an opotion.
Antacids
Of the three classes, antacids are the fastest acting. They start providing relief to the
patient within five minutes. As such, should be used as needed (on‐demand) for
breakthrough symptoms that occur ideally less than once per week. They don’t
prevent GERD. They simply neutralize stomach pH decreasing the exposure of the
esophageal mucosa to acid from the stomach during episodes of reflux. Antacids
only work for 30 to 60 minutes and may cause side effects like constipation or
diarrhea depending on which antacid you use.
Over the counter antacids
aluminum hydroxide
magnesium hydroxide
magnesium carbonate
sodium bicarbonate
calcium carbonate
Antacids containing magnesium and calcium should not ve taken within 2 hours of
another medication. Calcium compounds may cause constipation and magnesium
compounds mat cause diarrhea. Aluminum hydroxide does not have that effect but
aluminum increases the risk of Alzheimer's Disease.

• Cymbalta Effectiveness
https://www.ncbi.nlm...pubmed/30611837
Prog Neuropsychopharmacol Biol Psychiatry. 2019 Jun 8;92:127‐132. doi:
10.1016/j.pnpbp.2019.01.001. Epub 2019 Jan 3.
Duloxetine plasma level and antidepressant response.
Abstract
BACKGROUND:
Major Depressive Disorder (MDD) is associated with a high rate of inadequate
treatment response, which is mainly due to the large inter‐individual genetic
variability in pharmacokinetic and pharmacodynamic targets of antidepressant
drugs. Little is still known about the exact association between plasma level of first‐
line antidepressants and clinical response. This is particularly true for duloxetine, a
dual serotonin and norepinephrine reuptake inhibitor recommended as first‐line
treatment for MDD. The aim of this study was to investigate the association between
serum concentration of duloxetine (SCD) and antidepressant response (AR).
METHODS:
66 MDD patients treated with duloxetine 60 mg/day monotherapy were recruited in
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an outpatient setting and followed for three months. Hamilton Depression Rating
Scale ‐ 21 (HAMD‐21) was administrated at baseline, at month 1, and at month 3 to
assess AR. SCD was measured at steady state. Linear regression analysis and
nonlinear least‐squares regression were used to estimate association between SCD
and AR.
RESULTS:
SCD showed a high inter‐individual variability in our sample, despite the duloxetine
fixed oral dosage. We found a strong association between SCD and AR following a
bell‐shaped function at month 1 and at month 3. Nonetheless, within the
recommended SCD range of 30‐120 ng/mL a more linear correlation between SCD
and AR was observed.
DISCUSSION:
Our results suggest that for duloxetine the association between SCD and AR likely
follows a bell‐shaped quadratic function with poor AR at subtherapeutic SCD and
progressive decrease of AR at higher SCD. The maximum antidepressant efficacy
seems to require SCD values next to the highest recommended SCD (30‐120 ng/mL),
probably because of the optimal saturation of both serotonin and norepinephrine
transporters. Thus, taking into account the observed high interindividual variability
of SCD, our findings suggest that for MDD patients treated with duloxetine, SCD
could be a useful tool to guide the treatment by optimizing the oral dosage in order
to increase the AR rate.

• Degradation of Cymbalta
https://www.ncbi.nlm...pubmed/31009827
Forensic Sci Int. 2019 Jun;299:154‐160. doi: 10.1016/j.forsciint.2019.04.001. Epub
2019 Apr 8.
Development and validation of a method for analysing of duloxetine, venlafaxine and
amitriptyline in human bone.
Drugs were detected in bone in all blood positive results, the approximate
concentrations being 36.4 ng/mg for amitriptyline, 19.3‐3 ng/mg for duloxetine and
4.6‐2 ng/mg for venlafaxine.
https://www.ncbi.nlm...pubmed/30381673
Biol Pharm Bull. 2018;41(11):1727‐1731. doi: 10.1248/bpb.b18‐00392.
Effects of Magnesium Oxide on the Serum Duloxetine Concentration and
Antidepressant‐Like Effects of Duloxetine in Rats.
These results suggest that duloxetine and magnesium oxide directly interact and that
such interactions affect the absorption and antidepressant‐like effects of duloxetine.

• Cymbalta & Nerve Cell Damage
https://pubmed.ncbi....h.gov/32415528/
The induction of nerve cell death by duloxetine was promoted by the CYP inducer
rifampicin (an antibiotic used to treat tuberculosis). Lengthening of nerve cell
branches was promoted by duloxetine via reduction of the CYP2D6 and MDA levels
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and induction of Bdnf protein levels. Duloxetine induces neural cell death through
effects on CYP and promotes lengthening of nerve cell branches by regulating CYP,
Bdnf protein, and the intracellular lipid peroxidation level.
In an in vitro study, CYP2D6 level was inhibited by a very low concentration of
duloxetine; in vivo, a CYP1A2 inhibitor caused a significant increase in the Cmax
(maximum plasma concentration) of duloxetine, this indicated that both CYP2D6 and
CYP1A2 participate in duloxetine metabolism
It was stated that duloxetine did not result in any physiological effect on
neurogenesis (Marlatt et al. 2010). Duloxetine promoted nerve cell outgrowth of
N2a cells by decreasing the intracellular CYP2D6 and MDA levels, and increasing the
Bdnf protein levels of intracellular and extracellular. Collectively, these findings
revealed that duloxetine is a potential anti‐neuroblastoma cell agent and a promoter
of neural network reconstruction. Nerve cell death was only observed in the higher
duloxetine concentration including less distinct cell boundaries and cell shrinkage.
The toxicity of duloxetine was due to the inhibition of cytochrome P450 (CYP)
enzyme levels.
In clinical studies, after twice daily oral doses of 60 mg, the maximum plasma
concentration of duloxetine in adults was 0.48 μM or 144 ng/ml (highest dose
studied for efficacy), The neural toxic doses in this study were 100.0 μM,
Duloxetine treatment at 20 μM induced human neuroblastoma SH‐SY5Y cell death
(Engel et al. 2018), whereas this agent showed some protective effect of against
oxidative stress–induced cell death following treatment with 1–5 μM (for SH‐SY5Y
cells) (Engel et al. 2018)

• Cymbalta Use During Breast Feeding
https://www.ncbi.nlm...ooks/NBK501470/
Drugs and Lactation Database
Little published information is available on the use of duloxetine during
breastfeeding; however, the dose in milk is low and serum levels were low in two
breastfed infants.
Monitor the infant for drowsiness, adequate weight gain, and developmental
milestones, especially in younger, exclusively breastfed infants and when using
combinations of psychotropic drugs. Galactorrhea has been reported in women
taking duloxetine.
Six lactating women who were at least 12 weeks postpartum and weaning their
infants were given duloxetine 40 mg with food every 12 hours for 3.5 days. Milk
samples from both breasts were obtained before and at 1, 2, 3, 6, 9 and 12 hours
after the dose on day 4. Peak milk duloxetine levels occurred at an average of 6
hours after the dose. The amount of duloxetine excreted into breastmilk was
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approximately 7.4 mcg (range 3.6 to 15 mcg) daily in these women. The normalized
milk excretion corresponded to a daily infant dosage of 0.2 mcg/kg or 0.14%
(maximum 0. 0.25%) of the weight‐adjusted maternal dosage.

• Cymbalta & Cardiac Events
https://pubmed.ncbi....h.gov/32135389/
A total of 4009 studies were screened by the title and abstract. After reviewing 186
full texts, 17 studies were finally selected for the meta‐analysis. Nine of the 17
studied duloxetine given for mood disorders and 8 for pain control. The duration of
14 studies was under 13 weeks. Cardiovascular adverse events (hypertension,
myocardial infarction, transient ischemic attack, tachycardia atrial fibrillation, and
cerebrovascular accident) were reported. The meta‐analysis demonstrated that
duloxetine increased heart rate by 2.22 beats/min and diastolic blood pressure by
0.82 mmHg.

What is Anxiety?
• Chronic Adrenergic State
(Anxiety)
Alternate Names:
• Irritable Heart
• Soldier’s Heart
• Da Costa’s Syndrome
• Hyperdynamic Beta Adrenergic State
• Effort Syndrome

• Conditions Associated with a Chronic Adrenergic State
Addresses the breathing difficulties associated with an adrenergic state.
Hyperventilation Syndrome
Addresses the fatigue aspect of an adrenergic state.
One of the many causes of Chronic Fatigue Syndrome
Neurocirculatory Asthenia
Addresses the similarity of an adrenergic state to certain heart problems
Mitral Valve Prolapse Syndrome
Addresses symptoms with standing that are associated with an adrenergic state.
Orthostatic Hypotension.
Idiopathic Orthostatic Intolerance
Idiopathic Orthostatic Tachycardia Syndrome
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Orthostatic Tachycardia Syndrome
Hyperadrenergic Postural Hypertension
Miscellaneous
Idiopathic Hypovolemia (Loss of blood plasma volume due to Na+ loss)

• Symptoms
• Palpitations, Arrhythmias, PVCs, Tachycardia
• Chest pain, Thoracic Cramping, Spasms and Chest Wall Pain.
(Heart symptoms more apparent when lying on side.)
• Fatigue, Exercise Intolerance
• Dizziness, Lightheaded, Headaches, Presyncope or Syncope (fainting)
• Hostility or Anger, Giddiness
• Shortness of Breath, Sighing and Yawning, Dyspnea (difficult or labored breathing)
• Hypocapnea (low CO2 in blood), Respiratory Alkalosis (shift to high pH in the Blood
due to increased respiration)
• Anxiety, Depression, Mood Swings
• Poor Memory, Poor Concentration, Disorientation (Due to decreased blood flow to
the brain)
• Poor Sleep, Bloating, IBS (Irritable Bowel Syndrome), Belching, Flatulence,
• Numbness, Paresthesias, Seizures

• Definitions
Hyperadrenergic State – A physical condition characterized by elevated levels of
circulating adrenaline. It may or may not exist for an extended time.
Chronic Adrenergic State – A hyperadrenergic state of extended nature.

• History
Jacob DaCosta was the first one to document this disorder among soldiers during the
civil war. While called De Costa’s Syndrome after the founder it is generally referred
to as a chronic adrenergic state or anxiety by modern medicine.

• Aggravating Agents and Vulnerability
Symptoms become more severe during emotional stress, tired, or exertive physical
stress, such as rushing around rapidly or extreme exercise. Those who “bottle up”
their emotions are usually the most susceptible. Symptoms usually begin between
the ages of 20 to 30. Patient usually seeks medical aide as heart symptoms worsen.
Frequent ER visits usually exist in severe cases of a chronic adrenergic anxiety.
Patients with obsessive personalities are more prone to a hyperadrenergic state and
frequently exhibit anxiety, phobias, feelings of inadequacy or poor adjustment to
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many stages of life. Symptoms may be disabling to work and everyday life or even
completely incapacitating.

• Chemistry
Dopamine is associated with the sensation of pleasure and motivation as well as
inhibiting pain. A decrease in dopamine is involved with restless leg syndrome,
fibromyalgia and anxiety. This decrease in dopamine is because during stress
dopamine is oxidized to norepinephrine by dopamine hydroxylase, which in turn is
usually converted to adrenaline (epinephrine).
A chronic adrenergic state also increases the catecholamine enzyme PNMT that
accelerates the conversion of norepinephrine to adrenaline there by continuing the
hyperadrenergic state. This state can continue as a perpetual state just by the
presence of every day stressors. The reason for this is that during long periods of
stress the stress conditions the fear circuits in the amygdala and hippocampus. These
areas in turn regulate the production of adrenaline. With time these fear circuits
become conditioned (sensative) to negative stress. With each subsequent stress
these areas in the brain call for more and more adrenaline from the adrenal gland.
This perpetuation of abnormal cellular functions is termed cellular conditioning. In
severe cases the stress of everyday life can be enough to perpetuate the chronic
adrenergic state. It is also interesting to note that these two fear circuits in the
amygdale and hippocampus are the same two circuits that have been shown to be
damaged by Cymbalta.

• Physiology
Stressors, especially emotional ones, stimulate the sympathetic nervous system
which causes the release of catecholamines such as norepinephrine, serotonin,
cortisol, and adrenaline from the medulla of the adrenal gland. The stress
stimulation occurs in the locus coeruleus region of the brain where the
noradrenergic nucleus regulates the brains production of noradrenaline which
effects nearly all regions of the brain. Also involved is the ventral tegmental nucleus
which helps regulate the adrenergic/noradrenergic system in the pons/medulla area
of the brain. These sympathetic nerve signals result in excretions from the medulla
of the adrenal gland (80% adrenaline, 20% noradrenaline and a trace of dopamine).
In the short term these compounds activate alpha and beta adrenergic receptors
located in the liver, heart, vascular, intestinal, kidneys and genital/urinary smooth
muscle. Initially adrenaline and noradrenaline act on alpha adrenergic receptors to
constrict arteries and veins in the skin and organs while they simultaneously act on
beta adrenergic receptors to cause vasodilation in cardiac and skeletal muscles.
Alpha adrenergic receptors in the liver are responsible for the release of glycogen
that is converted to glucose and used to “fuel” the “adrenaline rush”. Alpha
adrenergic receptors in the sweat glands act as vasoconstrictors and also stimulate
sweat gland production. Beta adrenergic receptors in the cardiac muscles are
stimulated by adrenaline or noradrenaline to increase the intracellular breakdown of
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triglycerides. The cortisol released from the adrenal gland is used to convert
noncarbohydrates to glucose and to break down proteins. During chronic adrenergic
conditions the excess cortisol acts as a general vasoconstrictor to reduce blood flow
and therefore reduce oxygen availability. It is also responsible for the decrease in
immune system function during stress. During long periods of high cortisol fat
metabolism decreases and fat deposition increases. Melatonin is derived from
serotonin and with reduction in light and noradrenaline levels it causes sleepiness.
The elevated noradrenaline levels during a chronic adrenergic state inhibits this
production of melatonin and causes sleep disturbances. In turn sleep deprivation
leads to increase secretion of adrenaline.
Symptoms of an initial hyperadrenergic state is dilated pupils; increase in heart rate,
force and frequency; pulmonary dilation, blood vessels constrict in nonessential
areas such as the kidneys and gastrointestinal tract. This causes a decrease in activity
in these two areas as long as the hyperadrenergic state continues.
Note – The parasympathetic nervous system decreases metabolic activity BUT it
should be noted that there is NO parasympathetic nerves in the heart or the adrenal
gland to slow the adrenal response.
Note – In times of stress, the sympathetic nervous system prepares the body for
response by innervating a variety of tissues throughout the body, including
increasing heart rate, dilating the pupils and raising blood pressure. This increase in
blood pressure is accomplished by signaling the release of renin from the kidneys.
During periods of stress the adrenergic receptors in the kidneys release renin,
angiotension and aldosterone. Renin is an enzyme that mediates extraellulr volume
(i.e., that of the blood plasma, lymph and interstitial fluid)and arterial
vasoconstriction.Thus, it regulates the body's mean arterial blood pressure. Renin is
often improperly referred to as a hormone although it has no peripheral receptors
and rather has an enzymatic activity with which it hydrolyses angiotensinogen to
angiotensin 1. The enzyme renin is secreted by the afferent arterioles of the kidney
in response to sympathetic nervous system activity, which also controls blood
pressure, acting through the beta adrenergic receptors.The renin circulates in the
blood stream and breaks down angiotensinogen secreted from the liver into the
peptide angiotensin I. Angiotensin I is further cleaved in the lungs by an angiotensin‐
converting enzyme into angiotensin_ I, the most vasoactive peptide in the body.
Angiotensin II also acts on the adrenal glands and causes the release of aldosterone,
which stimulates the epithelial cells in the distal tubule and collecting ducts of the
kidneys to increase re‐absorption of sodium, exchanging with potassium to maintain
electrochemical neutrality, and water, leading to raised blood volume and raised
blood pressure. Aldosterone is a steroid hormone produced by the zona glomerulosa
of the adrenal cortex in the adrenal gland. These compounds also acts on the CNS to
increase water intake by stimulating thirst, as well as conserving blood volume and
by reducing urinary loss through the secretion of vasopressin from the posterior
pituitary gland. This can cause significant edema in body tissues.
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Note – It has recently been shown that excessive exercise, especially in athetes, will
cause the generation of extra adrenaline. If these high levels of exercise go on for an
extended period then the athlete can and usually does develop a chronic adrenergic
state.
Heart – The heart contains autorhythmic cells that generate a basal heart rate. The
adrenaline and noradrenaline stimulation increases heart rate and output. A chronic
adrenergic state depletes calcium reserves in the sarcoplasmic reticulum of the heart
muscles. The catecholamines (adrenaline, noradrenaline and dopamine), are
produced from phenylalanine and tyrosine. They elevate levels of cAMP (part of
energy transport system for cellular activity) that stimulate and open the Ca2+
channels in the sarcoplasmic reticulum (a cellular structure that stores Ca+2 and is
wrapped around the muscle fibers). The flow of Ca+2 into the heart muscle
cytoplasm causes a change in the voltaic potential within the cell. This change in
potential changes the shape of the tropin in the actin/myosin fibers and allows these
muscle fibers to slide easier causing an increase in frequency and strength of the
heart contraction; in other words an increase in heart rate and heart output.
Simultaneously the Ca+2 is returning from the muscle cytoplasm to the sarcoplasmic
reticulum by active transport pumps, BUT this process is slower. Once the Ca+2 is
mostly depleted in the cardiac muscles the calcium channel from the sarcoplasmic
reticulum closes, the fibers relaxe and the calcium builds back into the sarcoplasmic
reticulum and the process prepares to repeat. Muscle fatigue is affected by this
process as well as affected by the decrease in oxygen, depletion of glycogen/glucose,
buildup of ADP and a decrease in ATP (the compounds that actually carries the
energy within a cell). Eventually the chronic adrenergic state causes
hypophosphoralation (low phosphorus concentrations) and the depletion of calcium
from the cardiac cells into the extracellular fluid, which causes cardiac arrhythmias
such as atrial fibrillation (16 ‐ 57% of all atrial fibrillation patients have their atrial
fibrillation caused by an adrenergic state) ventricular tachycardia and PVCs. Due to
lack of oxygen in intercellular fluids and the constant presence of catecholamines, in
the chronic adrenergic state the heart continues to try and increase its output by
increasing heart rate and the force of constriction. During this Ca+2 depletion a
decrease in blood K+ or Na+ decreases the pulse and strength of contraction. In
addition, any excess Na+ blocks the inflow of calcium from the sarcoplasmic
reticulum and decreases the force of the heart contraction. Due to the increase in
heart constriction and strength during a chronic adrenergic state it can cause left
atrial enlargement. This left atrial enlargement decreases the flow of blood from the
left atrium and increases the risk of blood clots. The result is an increase risk of stoke
by 5 to 6 fold. This condition is very similar to Mitral Valve Prolapse where the valve
between the left ventricle and left atrium extends in to the left atrium that also
reduces blood flow and increases the risk of stroke. Adrenaline in the initial acute
adrenergic state acts as a vasodilator to the heart but during the chronic adrenergic
state it acts as a vasoconstrictor to the heart, further reducing blood flow to the
body. Therefore, the left atrial enlargement and vasoconstriction can cause ischemia
(insufficient blood flow to the body). The presence of atrial fibrillation, decrease
oxygen availability and/or decreased blood flow all contribute to a condition called
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exercise intolerance. Patients with severe anxiety often have to perform work in
small periods allowing for rest in between.
Respiratory – The hyperadrenergic state usually produces hyperventilation (an
increase in frequency and depth of respiration) in order to supply oxygen for the
increase in metabolism. In the chronic adrenergic state the increase in respiration
eventually causes hypocapnea (decreased CO2 in the blood stream). This decrease in
CO2 levels cause alkalosis (elevated pH) of the blood and respiratory system. At an
elevated pH the hemoglobin increases its affinity for oxygen (the Bohr Effect). This
causes an increase in the hyperventilation if physical activity continues, thereby
continuing or worsening the hypocapnea. Once severe hypocapnea occurs it can be
maintained by even normal breathing. Those with a chronic adrenergic state often
show this breathing pattern. The increase in hemoglobin affinity to oxygen decreases
the amount of oxygen available to the cells and increases muscle fatigue and
cerebral perfusion. This helps account for the diagnosis of chronic fatigue syndrome
and exercise intolerance in the chronic adrenergic state. The hypocapnea rapidly
causes the development of hypophosphotemia (low phosphate in the blood) that
further reduces oxygen availability to tissues. Once a hypocapnia state is generated
the stresses of everyday life may create the potential for a self‐perpetuating cycle.
Brain – This decrease in oxygen availability from the blood due to hypocapnea and
vasoconstriction causes cerebral perfusion (decreased oxygen to the brain). This
accounts for dizziness, lightheaded, headaches, presyncope or syncope (fainting).
The initial drop in cerebral diffusion is offset by vasodilation but this is very short
lived. The decrease in oxygen to the brain frequently causes orthostatic
hypertension also known as orthostatic intolerance (a drop in blood pressure upon
standing). This condition may also be pronounced in patients taking alpha or beta
blockers due to the resultant drop in blood pressure and heart rate (bradycardia)
they cause. Patients suffering from an orthostatic condition known as POTS (postural
tachycardia syndrome) usually are suffering from the worst cases of chronic
adrenergic state and typically exhibit exercise intolerance, cognitive difficulties, sleep
problems, palpitations, cardiac arrhythmias, tremors, labored breathing and even
syncope. The “dizziness” upon standing is not only associated with fluids simply
flowing away from the brain upon standing but the patient actually suffers from an
increase in heart rate (tachycardia) due to the hyperadrenergic state. The
subsequent drop in blood pressure is due to the lack of oxygen from blood alkalosis
(Bohr’s effect), vasoconstriction and reduced blood output from the enlarged atrium.
Digestive system – The decrease in the digestive activity during a chronic adrenergic
state often results in digestive hyperactivity at night when adrenaline levels are
lower. This may result in eating at night, weight gain and disturbances in sleep.
People suffering from this condition frequently diet. Hypoglycemia from skipping
meals, dieting, fasting and other conditions increase vagal tone and cause an
increase in production of adrenaline and noradrenaline thereby increasing the
chronic adrenergic state.
General adaptation syndrome stages of Acute Anxiety
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1. Alarm reaction stage
The alarm reaction stage refers to the initial symptoms the body experiences when
under stress. You may be familiar with the “fight‐or‐flight” response, which is a
physiological response to stress. This natural reaction prepares you to either flee or
protect yourself in dangerous situations. Your heart rate increases, your adrenal
gland releases cortisol (a stress hormone), and you receive a boost of adrenaline,
which increases energy. This fight‐or‐flight response occurs in the alarm reaction
stage.
2. Resistance stage
After the initial shock of a stressful event and having a fight‐or‐flight response, the
body begins to repair itself. It releases a lower amount of cortisol, and your heart
rate and blood pressure begin to normalize. Although your body enters this recovery
phase, it remains on high alert for a while. If you overcome stress and the situation is
no longer an issue, your body continues to repair itself until your hormone levels,
heart rate, and blood pressure reach a pre‐stress state.
Some stressful situations continue for extended periods of time. If you don’t resolve
the stress and your body remains on high alert, it eventually adapts and learns how
to live with a higher stress level. In this stage, the body goes through changes that
you’re unaware of in an attempt to cope with stress.
Your body continues to secrete the stress hormone and your blood pressure remains
elevated. You may think you’re managing stress well, but your body’s physical
response tells a different story. If the resistance stage continues for too long of a
period without pauses to offset the effects of stress, this can lead to the exhaustion
stage.
Signs of the resistance stage include:


irritability



frustration



poor concentration

3. Exhaustion stage
This stage is the result of prolonged or chronic stress. Struggling with stress for long
periods can drain your physical, emotional, and mental resources to the point where
your body no longer has strength to fight stress. You may give up or feel your
situation is hopeless. Signs of exhaustion include:


fatigue



burnout



depression



anxiety



decreased stress tolerance

The physical effects of this stage also weaken your immune system and put you at
risk for stress‐related illnesses.
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• Genetics
Individuals have been identified which have a dopamine hydroxylase deficiency, a
congenital disorder. These individuals suffer from orthostatic hypotension and
retrograde ejaculation. The patients also have more dopamine in their system, a
precursor to adrenaline. Therefore these individuals are more likely to suffer from a
chronic hyperadrenergic state. In addition, there have been 9 genetic variations of
adrenergic receptors (6 alpha and 3 beta) that have been isolated so far. Each has its
own unique structures and catecholamine affinities.

• Treatments
Short‐term treatment is for the patient to get away from stressors. Even with
removal from stressors the symptoms may persist for long periods of time. Long‐
term treatment includes relaxation therapy and breathing with the diaphragm.
Relaxation techniques often include activities designed to increase the amount of
endorphins produced by the body. Endorphins are endogenous opioid inhibitory
neuropeptides. They are produced by the central nervous system and pituitary
gland. The class of endorphin compounds includes alpha‐endorphin, beta‐endorphin
(80 times stronger pain killer than morphine, released during exercise), pi‐
endorphin, alpha‐neo‐endorphin and beta‐neoendorphin. There is little agreement
by researchers concerning the impact of endorphins. Tests have shown that given
the same stimuli one person may produce a large amount of endorphins and the
next may have little reaction. Generally speaking, endorphins are thought to act as a
blocker of the transmission of pain signals and also can produce a euphoria feeling
exactly like opiates.
Things that can cause a release of endorphins include;
• Exercise
• Eating Chocolate (although this has caffeine, a stimulant).
• Eating hot peppers
• Sex
• Eating pleasure food
• Drink Ginseng
• Smell vanilla extract
• Laughing and smiling
• Breathing Exercises
• Yoga
• Meditation
Endorphins are associated with euphoria, help block pain, and block the uptake of
adrenaline. Most specific types of endorphins have been discovered in the 70s and
80s.
Nitroglycerin does not relieve the chest pain associated with an adrenergic state.
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Patients in a hyperadrenergic state are successfully treated using beta blockers (e.g.
atenolol) and also clonidine (alpha agonist). Beta blockers block adrenaline uptake
by the beta adrenergic receptors and therefore reduce heart muscle contractions
and vasoconstriction. Beta blockers also reduce cardiac arrhythmias. Clonidine has
specificity towards the presynaptic α2‐receptors in the vasomotor center in the
brainstem. This binding decreases presynaptic calcium levels, thus inhibiting the
release of noradrenaline. The net effect is a decrease in sympathetic tone.
Benzodiazepines have been shown to decrease activity of alpha 2 adrenergic
receptors and therefore decrease the symptoms of anxiety. It should be noted that
while very functional as an anxolytic agent the human body quickly adapts and builds
up resistance to the benzodiazepines. This requires the use of higher and higher
doses to achieve the same results. Most manufacturers suggest that
benzodiazepines should not be used for over a 4 month period. These compounds
are also very addictive.
Due to the left atrial enlargement the patient is usually treated with asa (aspirin) or
warfarin (blood thinner) in order to reduce the risk of stroke.
Clonidine is also used to treat a chronic adrenergic state. Studies indicate that
clonidine actually decreases output of renin from the kidneys as well as the excretion
of aldosterone and catecholamines from the adrenal gland. Clonidine stimulates the
presynaptic alpha‐2 receptor in the brain, leading to inhibition of norepinephrine
release, and it also stimulates the imidazoline receptor; both of these actions
decrease sympathetic outflow. Clonidine is an agonist to alpha adrenergic receptors
in the brain which reduces sympathetic nervous system output to the adrenal gland.
It stimulates alpha adrenergic receptors in the hypothalmus which decreases
sympathetic nerve signals to the adrenal gland and causing a decrease in adrenaline
production.

Methods of Getting off Cymbalta
There are three ways to do it. Cold Turkey, swapping meds (Cross taper) and bead
counting.

• Cold Turkey
I don’t recommend cold turkey unless there is no choice. The cold turkey withdrawal
can be quite severe and usually lasts longer. The FDA and the nanufacturers have
issued warnings against going cold turkey. It can cause seizures, suicidal thoughts,
fear, panic and much more.
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• Cross Tapering
With swapping meds you lower your dose of cymbalta over a 4 or 5 week level to
zero and at the same time go on a different ssri with a lot less severe withdrawal, say
zoloft, lexapro or prozac. Once you make the switch you slowly come off the new
ssri. Very slowly.

• Bead Counting
The third choice, bead counting, is where you open the cymbalta capsule each day
and remove a few beads, usually 2 or 3 (1%). So the first day you remove 3 beads,
the next day 6 beads, the next 9 beads etc. This provides for a slow steady
withdrawal. If symptoms get to bad you just hold at that dosage for a while until you
stabilize. Then start dropping again. Be aware that for most the last few beads give
the worse withdrawal. Be prepared to slow down when you get to the very end. Now
this is just an example. Some can only remove 1 bead a day and others 7 or 8 beads a
day. You will have to play with it a little bit to find what works for you. This doesn't
mean you won't have withdrawal but it will be lighter and you will have some control
over it.
Scuffy1209 ‐ Just wanted to reiterate really helpful info i found on a forum here ‐‐ I
discovered that Lupin brand generic cymbalta is actually filled wtih tiny 5mg minipills
instead of hundreds of little grains of "cymablta sand"
Maybeceejay ‐ My 30mg capsule had 56 beads, and my 60mg capsule had roughly
88 beads (some flew away and I think I lost count once). my box of 60mgs are Tixol
and my box of 30mgs are Cymbalta. For those that don't know Andepra AN is the
name for Cymbalta in Australia.
mamma1st ‐ The manufacturer of her current bottle is Ajanta Pharma. I opened up
one of the capsules earlier and there were 70 beads inside.
Ayla65 ‐ Mum's Cymgen here in South Africa come in capsules (blue and green) and
have 569 tiny white balls (of poison) in each capsule.
Gardenlady ‐ I counted beads in my Teva brand 60 mg capsules and they all had
varying numbers. The average was 315 beads.
Noush ‐ There are 50 ish beads less in the capsules I got this month, than the ones
that I got last month! If I wasn't bead counting, to make sure my beads stay the
same, I would've dropped 50 beads (approx 8mg) in one go, without even knowing it!
FH ‐ Eli Lilley had 6 different manufacturing facilities the last time I researched it.
Each facility must follow the patent but it only specifies a range of sizes so some
facilities produce smaller beads than others.
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FH ‐ This is the first time I have seen such a large variation in bead count with the
same manufacturer but what concerns me is how often does this happen? Is it just a
matter that one batch comes from one facility and the next batch comes from a
different facility OR does the number of beads differ from one day to the next. When I
talked to Eli Lilly a couple of years ago they said they fill the capsules by weight. That
is fine BUT we know some beads in the capsule will be slightly smaller than others.
Larger beads will have more medicine per mg of bead because size of the bead is
geometric in relation to weight.

Tips
KFL ‐Someone told me that they put their beads in the freezer and that stopped static
cling, but do that after opening the capsules and putting the beads in a different
container. I found that the capsules were difficult to open if they had been stored in
the freezer.
FH ‐ I personally agree with your decision to take 1/2 the dose in the AM and 1/2 in
the PM to keep a stable blood serum level.
You have already tried 1 bead a day so I would recommend going to 1 bead a week
for one week and if no symptoms then 1 bead every 3 days for a week, then 1 bead
every 2 days for a week until you find her limit and then back off a little. Also the last
5 mg is by far the hardest so plan on 1 bead a week or even less if she is sensitive to
the withdrawal.
Juli ‐ Put the pills on a black t‐shirt and use a toothpick to separate into piles of ten.

https://www.ncbi.nlm.nih.gov/pubmed/30850328
Tapering of SSRI treatment to mitigate withdrawal symptoms.
Tapers over a period of months and down to doses much lower than minimum
therapeutic doses have shown greater success in reducing withdrawal symptoms.
Other types of medication associated with withdrawal, such as benzodiazepenes, are
tapered to reduce their biological effect at receptors by fixed amounts to minimise
withdrawal symptoms. These dose reductions are done with exponential tapering
programmes that reach very small doses. This method could have relevance for
tapering of SSRIs. We examined the PET imaging data of serotonin transporter
occupancy by SSRIs and found that hyperbolically reducing doses of SSRIs reduces
their effect on serotonin transporter inhibition in a linear manner. We therefore
suggest that SSRIs should be tapered hyperbolically and slowly to doses much lower
than those of therapeutic minimums, in line with tapering regimens for other
medications associated with withdrawal symptoms. Withdrawal symptoms will then
be minimised.
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How long to stabilize after updosing?
The following research shows how fast the body responds to reinstating a ssri/snri
shortly after withdrawal.
https://www.ncbi.nlm.nih.gov/pubmed/10958258
The SSRI discontinuation syndrome.
SSRI reinstatement leads to resolution within 48 h.
https://www.ncbi.nlm.nih.gov/pubmed/12008858
Selective serotonin reuptake inhibitor discontinuation syndrome: a review.
These self‐limiting symptoms resolve on reintroduction of the drug and cannot be
explained as a remanifestation of the original disorder.
https://www.ncbi.nlm.nih.gov/pubmed/11347722
Antidepressant discontinuation syndromes.
Severe cases can be treated symptomatically or the antidepressant can be reinstated
before being gradually withdrawn. Reinstatement usually leads to symptom
resolution within 24 hours. Some individuals require very conservative tapering
schedules to prevent the re‐emergence of symptoms.
FH ‐ We recently had a discussion on one of the threads the other day about how
long to stabilize after updosing. The following research shows how fast the body
responds to reinstating a ssri/snri shortly after withdrawal.
Eli Lilley Patent Information on the manufacturing of Cymbalta.
https://patentimages.storage.googleapis.com/17/5a/b4/e2b140a13a2dc1/US55082
76.pdf
1996 patient of Cymbalta pellets by Eli Lilley.
This document is a very detailed description of how Eli Lilley makes the little
"pellets" (what we call beads).
Clarification ‐ In this patent it states that Eli Lilley uses small "beads" of starch and
sucrose for the center of each pellet. The pellet id then coated with Cymbalta and
then enteric coating. What Eli Lilley calls a pellet is what we refer tp as a bead.
"A preferred core for the pellet is prepared by applying a duloxetine‐containing layer
to an inert bead. Such inert beads are conventionally used in pharmaceutical science,
and are readily purchased in all industrial countries. The most preferred bead is one
prepared from starch and sucrose, for use in confectionery as well as in
pharmaceutical manufacturing."
"In general, pellets can be as small as 0.1 mm, or as large as 2 mm. Preferred beads
are from about 0.3 to about 0.8 mm, in order to provide finished pellets in the desired
preferred size range of from about 0.5 to about 1.5 mm in diameter."
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Note ‐ So this means that some beads are 3 times bigger than other beads.

• Opening Capsules
Overwhelmed ‐ When I took the 4 capsules apart to count & divide for my bead
estimate, I had the same problem. After pulling & twisting, I ended up mutilating the
capsules, I had to cut the ends off to get the beads out. That time, I had put them in
them in the fridge first, I had read somewhere that it helps with the static electricity
when counting. Thinking that was the cause of not being able to get them apart, I
then left them out for this past week & thought the problem was solved. Just as a
test, I opened one of my left‐over 60mg capsules, they came apart & went back
together very easily.

• Duration of Withdrawal
The first 4 to 8 weeks of withdrawal symptoms after coming totally off the Cymbalta
are the worse. By the 8th to 12th week usually see signs of good days followed by
bad days but at least there is light at the end of the tunnel. Now that is the average. I
have known people who actually quit cold turkey without a symptom. And others
where the withdrawal last 6 months to over a year but these are rare. Research says
between 30 to 80% of people do not experience withdrawal while other research
shows that around 7% ‐ 15% experience withdrawal of 6 months or more.
http://neuro.psychia...ticleid=1828814
http://www.jad‐journ...0286‐7/abstract
44.3% have withdrawal
http://www.ncbi.nlm....pubmed/19337457
30% have withdrawal
http://www.ncbi.nlm....ubmed/15912562/
0% serious(?) withdrawal events
http://www.aafp.org/.../0801/p449.html
20% have withdrawal.
http://www.aafp.org/.../0801/p449.html
20%
Duloxetine Induced Discontinuation Syndrome:
http://www.jcdr.net/...1619_6_4_11.pdf
http://www.fda.gov/d..../UCM172866.pdf
Misc.
http://www.fsijourna...0495‐7/abstract
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• SSRI Discontinuation syndrome
http://www.ncbi.nlm....ith agoraphobia
45%
https://www.ncbi.nlm...pubmed/20478876
Paroxetine (Paxil) and venlafaxine (Effexor) seem to be particularly difficult to
discontinue and prolonged withdrawal syndrome lasting over 18 months have been
reported with paroxetine. (See the following 3 references)
https://www.ncbi.nlm...pubmed/11347722
https://www.ncbi.nlm...pubmed/12008858
Gartlehner G, Hansen RA, Morgan LC, et al. (December 2011). Second‐Generation
Antidepressants in the Pharmacologic Treatment of Adult Depression: An Update of
the 2007 Comparative Effectiveness Review (Report). Comparative Effectiveness
Reviews. Rockville, MD: Agency for Healthcare Research and Quality – via NCBI
Bookshelf.
http://www.fda.gov/d...e/UCM172866.pdf

• Cymbalta Discontinuation Syndrome
The following document was issued by the FDA warning of the severity of Cymbalta
Discontinuation Syndrome.
Page 1
Cymbalta (Duloxetine) Discontinuation Syndrome
Issues of Scope, Severity, Duration & Management
June 9, 2009
Page 3
The effects of discontinuation can be severe and extend for weeks or even months
Extreme mood swings (anger, irritability)
Debilitating “Brain Zaps”
Physical and neurological problems
Page 4 ‐ Claims
• Cymbalta discontinuation syndrome is more severe and much more widespread
than acknowledged by Eli‐Lilly
• Lilly sales representatives and marketing materials do not adequately inform
physicians about the likelihood and severity of discontinuation syndrome
• Lilly Direct to Consumer (DTC) advertizing is misleading related to the probability,
severity and complexity of Cymbalta discontinuation
• Lilly has not developed and fielded a clinically proven protocol for safely
discontinuing Cymbalta
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• 2) Lilly sales representatives and marketing materials do not adequately inform
physicians about the likelihood and severity of Cymbalta discontinuation syndrome
• Unaware physicians unable to discuss Cymbalta benefit‐risk profile (including
discontinuation) with their patients
• Physicians can not make an accurate comparative assessment of Cymbalta vs.
alternatives
• Patients can not make an fully informed choice to take the drug
• Practical effects (common in anecdotal reports):Patient becomes totally distrustful
of the physician who did not advise/warn them in the first place
• Doctor /patient relationship is wrecked
• Patient in distress refuses to ingest Cymbalta under any pretext
• Tapering is taken off the table
• Patient fires the doctor or the doctor disengages from the patient
• Syndrome mood swings militate anger directed at the physician
• Physician may deny syndrome even exists
• Physician may jettison a newly “difficult” patient
• Physician seeks to avoid malpractice implications
• Patient becomes deeply suspicious of any psychotropic medication
• Underlying problem may go untreated
• This is a process flaw – there is no excuse for it
• Lilly Direct to Consumer (DTC) advertizing is misleading related to the probability,
severity and complexity of Cymbalta discontinuation
Also states that “opening the capsule is required to taper”
Page 14
• Lilly does not offer small dose Cymbalta formulations to facilitate tapering. Patient
required to open capsules and count drug beads
• Patient may require compounding pharmacy services at his/her expense
• Tapering may take weeks or months
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=2f7d4d67‐10c1‐4bf4‐
a7f2‐c185fbad64ba
Cymbalta Drug Insert
2.7 Discontinuing CYMBALTA
Adverse reactions after discontinuation of CYMBALTA, after abrupt or tapered
discontinuation, include: dizziness, headache, nausea, diarrhea, paresthesia,
irritability, vomiting, insomnia, anxiety, hyperhidrosis, and fatigue. A gradual
reduction in dosage rather than abrupt cessation is recommended whenever
possible [see Warnings and Precautions].
Section 5.7
Patients should be monitored for these symptoms when discontinuing treatment
with CYMBALTA. A gradual reduction in the dose rather than abrupt cessation is
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recommended whenever possible. If intolerable symptoms occur following a
decrease in the dose or upon discontinuation of treatment, then resuming the
previously prescribed dose may be considered. Subsequently, the physician may
continue decreasing the dose but at a more gradual rate [see Dosage and
Administration (2.7)].
Dosage and Administration
Discontinuing CYMBALTA: Gradually reduce dosage to avoid discontinuation
symptoms (2.7, 5.7)
Warnings and Precautions
Discontinuation: May result in symptoms, including dizziness, headache, nausea,
diarrhea, paresthesia, irritability, vomiting, insomnia, anxiety, hyperhidrosis, and
fatigue (5.7)
6.12 Postmarketing Spontaneous Reports
The following adverse reactions have been identified during post approval use of
CYMBALTA. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.
Adverse reactions reported since market introduction that were temporally related
to CYMBALTA therapy and not mentioned elsewhere in labeling include: acute
pancreatitis, anaphylactic reaction, aggression and anger (particularly early in
treatment or after treatment discontinuation), angioneurotic edema, angle‐closure
glaucoma, colitis (microscopic or unspecified), cutaneous vasculitis (sometimes
associated with systemic involvement), extrapyramidal disorder, galactorrhea,
gynecological bleeding, hallucinations, hyperglycemia, hyperprolactinemia,
hypersensitivity, hypertensive crisis, muscle spasm, rash, restless legs syndrome,
seizures upon treatment discontinuation, supraventricular arrhythmia, tinnitus
(upon treatment discontinuation), trismus, and urticaria.
6. Discontinuation Symptoms
Do not stop Cymbalta without first talking to your healthcare provider. Stopping
Cymbalta too quickly or changing from another antidepressant too quickly may
result in serious symptoms.

• Support
And don't worry about support here. Great group of people. Don't be afraid to let
out all your worries and fears here. We know how you feel. We are here anytime for
you.
Just be there for your spouse and realize that the emotion swings are just from the
medicine. My wife was tremendous help to me during my withdrawal. She always
would pass by and smile at me, or reach over and just hold my hand for a second.
Little things like that are VERY reassuring. One of the main withdrawal symptoms is
that it really makes you feel unsure of yourself, hard to make a decision and real
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insecure. Just be there. Your heart will tell you what to do. I strongly suggest you
keep a journal of your experiences. Your short term memory is very unreliable during
withdrawal. This will help you keep things in perspective.
I would also recommend that your family read some of the posts on here and get a
feeling what you are going through. It will give them a better sense of what you are
feeling and what is coming in the future.

• Every other day Withdrawal
Cymbalta has a half life of 12 hours. If you skip a day by the second day your blood
Cymbalta levels have dropped around 90%!! So what do they have you do? Take
another pill, jack your Cymbalta levels back up and go through the same withdrawal
all over again. Dumb. Most drs don't take this withdrawal seriously because when
they are trained by the pharm company they are told it is no be deal. I know that
none of the drs I have had was against bead counting. And if they are, so what, it is
your health. You have to make the final decision.

• Cross Tapering Details
https://www.ncbi.nlm...les/PMC4919171/
Describes how to switch antidepressants.
https://www.ncbi.nlm...cles/PMC181142/
Has section on switching antiDs.
https://www.ncbi.nlm...pubmed/18494539
http://www.gpnoteboo...m?ID=1637482568
Guidelines from various sources.
Haddad, Peter M.; Anderson, Ian M. (October 2007). "Recognising and managing
antidepressant discontinuation symptoms". Advances in Psychiatric Treatment. 13
(6): 447–57. doi:10.1192/apt.bp.105.001966 .
Discontinuation syndrome is often prevented by taking medication as directed, and
when discontinuing, doing so gradually. When discontinuing an antidepressant with
a short half‐life, switching to a drug with a longer half‐life (e.g. fluoxetine or
citalopram) and then discontinuing from that drug can decrease the likelihood and
severity of symptoms.

• Gov guidelines
https://www2.gov.bc....epress_appd.pdf

• New Zealand Guidelines
https://bpac.org.nz/...pages_34-35.pdf
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• Australian Guidelines
https://www.nps.org....antidepressants

FH ‐ Due to a longer half life I would recommend the ssri group that includes Prozac,
Zoloft and Lexapro for cross tapering.
Jessica P ‐ Honestly, I think it is because I went EXTREMELY slow at the end. It took
me 10 weeks to go from 10 beads to none. If I had pushed that, it probably wouldn't
have taken longer and been worse. It was worth it to go slow!
Bead counting data
Lupin ‐ 7 ‐12 large beads Yes*
Solco ‐ 146 ‐ 157 beads Yes
Prasco ‐ "Large number of beads" Yes
Teva ‐ Approximately 315 beads Yes
Breckenridge ‐ Unknown Yes
Citron ‐ Small beads, approximately 300+ Yes
Devo ‐ 150 beads Europe
Apotex ‐ various size beads in each capsule as well as various number of beads. Yes
Cymbalta ‐ 250 to 350 beads Yes
* Yes indicates that this brand is available in the USA.
https://www.nps.org....antidepressants
Excerts from the drug insert for Cymbalta.
"Do not open the capsule and sprinkle its contents on food or mix with liquids. All of
these might affect the enteric coating."
Note ‐ This would be due to the enteric coating dissolving/softening with contact
with moisture in the food.
"Each capsule contains enteric‐coated pellets of 22.4, 33.7, or 67.3 mg of duloxetine
hydrochloride equivalent to 20, 30, or 60 mg of duloxetine, respectively. These
enteric‐coated pellets are designed to prevent degradation of the drug in the acidic
environment of the stomach. Inactive ingredients include FD&C Blue No. 2, gelatin,
hypromellose, hydroxypropyl methylcellulose acetate succinate, sodium lauryl
sulfate, sucrose, sugar spheres, talc, titanium dioxide, and triethyl citrate. The 20 and
60 mg capsules also contain iron oxide yellow. "
Note ‐ There is no indication of different enteric coatings on the beads.
https://www.fda.gov/...e/UCM172866.pdf
From the FDA quidance on Cymbalta.
"Lilly does not offer small dose Cymbalta formulations to facilitate tapering"
"Patient required to open capsules and count drug beads
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Patient may require compounding pharmacy services
At his/her expense
Tapering may take weeks or months"
http://www.cymbaltaw...g‐beadspellets/
An interesting account of bead sizes that took place on this site a number of years
ago. While bead size may vary some what these folks found was rather consistant.
The following information is from...
The Lilly Answers Center at 1‐800‐LillyRx (1‐800‐545‐5979).
Spoke to Michelle S. May 3rd, 2017 at 8:50 AM
'Filled by weight. '
'Unknown variation in size.'
Opening Capsules
https://www.ncbi.nlm...pubmed/25325120
Prescrire Int. 2014 Sep;23(152):209‐11, 213‐4.
Crushing tablets or opening capsules: many uncertainties, some established dangers.
Abstract
For patients who have difficulty swallowing, a common solution is to crush tablets or
open capsules. What are the consequences of this practice? We reviewed the main
evidence available using the standard Prescrire methodology. The clinical
consequences for the patient of crushing tablets or opening capsules can be serious:
alteration of the drug's absorption can result in sometimes fatal overdose, or
conversely underdosing, rendering the treatment ineffective. When it disrupts a
drug's sustained‐release properties, the active ingredient is no longer released and
absorbed gradually, resulting in overdose. When a gastro‐resistant layer is destroyed
by crushing, underdosing is likely. The active ingredient released may degrade on
contact with light, moisture or the food with which it is mixed for administration.
The person who crushes the tablets or opens the capsules is exposed to drug
particles, which may be carcinogenic, teratogenic or fetotoxic. They are sometimes
allergenic. In practice, there are many drugs that should never be crushed or
opened. Before crushing a tablet or opening a capsule, it is better to consider and
research the impact it will have on the drug's effects. It is sometimes preferable to
use a different dosage form, or a different active ingredient.
"The active ingredient released may degrade on contact with light, moisture or the
food with which it is mixed for administration. The person who crushes the tablets or
opens the capsules is exposed to drug particles, which may be carcinogenic,
teratogenic or fetotoxic. They are sometimes allergenic."
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Comment ‐These statements seems invalid as any carcinogenic, tetragenic, fetotoxic
or allergenic components would be consumed whether the tablet where opened or
not. Now I will admit it is logical that when opening a capsule or crushing one, the
added surface area will increase the rate of absorbtion and go into the blood stream
faster. However, the exposure of medicine to the acidic environment in the stomach
could alter the composition of the medicine and its absorbtion, especially if the
medicine is water soluble.
https://www.ncbi.nlm.../pubmed/2595104
Respiration. 1989;55(4):210‐3.
Theophylline serum levels in children with bronchial asthma after administration of
slow release theophylline as open or closed capsules.
Naspitz CK1, Solé D.
Abstract
Theophylline serum levels were studied after oral administration of slow release
theophylline (Talofilina) in children with bronchial asthma. The children received the
drug as closed capsules or as granules, obtained by opening the capsules, for 1 week
in each form. The mean dose used was 8.6 mg/kg every 12 h. The theophylline blood
levels at 4, 8 and 12 h after drug ingestion were significantly lower when granules
from open capsules were used. Our recommended dose of Talofilina for Brazilian
children is 16 mg/kg/day, if administered as closed capsules, every 12 h. On open
capsule administration every 12 h, the total daily recommended dose is 20
mg/kg/day.
Comment ‐ Interesting. The use of an open capsule with beads resulted in slower
drug absorbtion.
http://www.nature.co...jg2000744a.html
The American Journal of Gastroenterology 95, 2448 (September 2000) |
doi:10.1111/j.1572‐0241.2000.02487.x
Esomeprazole open capsule mixed with applesauce is bioequivalent to the intact
capsule when administered to healthy volunteers, Tommy Andersson, David J
Magner, Jay B Patel, Paul Rogers and Jeffrey G Levine.
Abstract
Purpose: To determine whether an open capsule of esomeprazole (NEXIUM™) 40 mg
(OC) in applesauce is bioequivalent to an intact capsule (IC).Methods: In a
randomized, single‐center, open‐label crossover, pharmacokinetic study consisting
of 2 study days separated by a minimum 7‐day washout period, 45 healthy
volunteers (21 males) aged 18 to 45 years received a single dose of OC or IC in a
randomized sequence.
Comment ‐ No noticable effect on efficacy of medicine by opening capsule. This
medicine is designed to be released in the stomach.
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http://www.ismp.org/.../DoNotCrush.pdf
Oral Dosage Forms That Should Not Be Crushed
"Cymbalta (DULoxetine), Capsule Slow‐release, (a) (Note: may add contents of
capsule to apple juice or applesauce but NOT chocolate)"
Comment ‐ This would suggest opening the capsules is acceptable. Cymbalta is fat
soluble and vertually insoluble in water so exposure to the medicine in the acidic
contents of the stomach is less likely to have an impact.
http://www.fda.gov/d...s/ucm103473.pdf

• Australian Guidelines
https://www.survivingantidepressants.org/topic/283‐tips‐for‐tapering‐off‐cymbalta‐
duloxetine/
Surviving Antidepressant withdrawal's website recommendations for weaning off of
Cymbalta.

• Surviving Antidepressant website recommendations
To be compiled...

• Cymbalta Capsules
Cymbalta capsules are not enteric coated, only the individual beads are. Eli Lilley
uses gel capsules. The basic gel capsules work fine and can not only be bought on
line but also through your local compounding pharmacy.
https://dailymed.nlm...f2‐c185fbad64ba
Section 11 of the data sheet that comes with Cymbalta says it is a gelatin capsule
with enteric coated beads and the beads are designed to prevent contact with
stomach acid.
https://www.ncbi.nlm...les/PMC2695226/
"Duloxetine is rapidly hydrolyzed in acidic media to naphthol, which has no
antidepressant activity. To overcome this issue, the pellets inside the duloxetine
capsule are enteric coated, but the capsule is not. This enteric coating of the pellets
resists dissolution until pellets reach a segment of the gastrointestinal tract where
the pH is favorable. "
(Breckenridge)'s insert, which reads:
"Each capsule contains enteric‐coated pellets of 22.4, 33.7, 44.9 or 67.3 mg of
duloxetine hydrochloride equivalent to 20, 30, 40 or 60 mg of duloxetine,
respectively. These enteric‐coated pellets are designed to prevent degradation of
the drug in the acidic environment of the stomach. Inactive ingredients include
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ammonium hydroxide, black iron oxide, hypromellose, methacrylic acid copolymer
dispersion (methacrylic acid‐ethyl acrylate copolymer, polysorbate 80, sodium lauryl
sulfate), potassium hydroxide, propylene glycol, shellac, sucrose, sugar spheres
(maize starch, sucrose), talc, titanium dioxide, triethylcitrate, and hard gelatin
capsules (gelatin, titanium dioxide). The 20 mg hard gelatin capsule colorant is
yellow iron oxide."
Enteric coated capsules ‐ more information
https://www.researchgate.net/publication/307999093_Preparation_and_evaluation
_of_duloxetine_hydrochloride_enteric‐
coated_pellets_with_different_enteric_polymers/fulltext/57d6b57708ae0c0081ea6
6ff/307999093_Preparation_and_evaluation_of_duloxetine_hydrochloride_enteric‐
coated_pellets_with_different_enteric_polymers.pdf
Eli Lilley Patent information
https://patents.goog...t/US5508276A/en
The patent information for Cymbalta manufacturing.
https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=Cymbalta&
pagesize=20&page=1
All "Duloxetine" data sheets say the capsules are hard gelatin except Activas, Teva,
Cipla, Heritage, Inventia, Lupin, Solco, Sun Phartmaceutical, Zydes and Ascend which
did not state the construction of the capsule. In addition, Camber brand is not
enteric coated PELLETS but are only film coated only. Film coated is made of the
same material but thinner and does not meet the FDA required digestion time to be
considered enteric.
Cymbalta Brands
Eli Lilley
Aphena Carilion Materials Management
H.J. Harkins Company, Inc.
Lake Erie Medical DBA
Quality Care Products LLC
PD‐Rx Pharmaceuticals, Inc.
Physicians Total Care, Inc.
Rebel Distributors Corp.
STAT Rx USA LLC
Duloxetine Brands
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Aurobindo Pharma Limited
Prasco Laboratories
Rising Health, LLC
Actavis Pharma, Inc.
Teva Pharmaceuticals USA, Inc.
Ajanta Pharma Limited
Ascend Laboratories, LLC
BluePoint Laboratories
Cadila Healthcare Limited
Camber Pharmaceuticals, Inc.
Cipla USA Inc.
Heritage Pharmaceuticals Inc.
Inventia Healthcare Private Limited
Lupin Pharmaceuticals, Inc.
Solco Healthcare US, LLC
Sun Pharmaceutical Industries, Inc.
Zydus Pharmaceuticals (USA) Inc.
Cymbalta Brands (Type of enteric coating)
Eli Lilley ‐ Hypromelloses, HYPROMELLOSE ACETATE SUCCINATE
Aphena ‐ Hypromelloses, HYPROMELLOSE ACETATE SUCCINATE
Carilion Materials Management ‐ Hypromelloses, HYPROMELLOSE ACETATE
SUCCINATE
H.J. Harkins Company, Inc.‐ Hypromelloses, HYPROMELLOSE ACETATE SUCCINATE
Lake Erie Medical DBA Quality Care Products LLC ‐ Hypromelloses, HYPROMELLOSE
ACETATE SUCCINATE
PD‐Rx Pharmaceuticals, Inc. ‐ Hypromelloses, HYPROMELLOSE ACETATE SUCCINATE
Physicians Total Care, Inc. ‐ Hypromelloses, HYPROMELLOSE ACETATE SUCCINATE
Rebel Distributors Corp. ‐ Hypromelloses, HYPROMELLOSE ACETATE SUCCINATE
STAT Rx USA LLC ‐ Hypromelloses, HYPROMELLOSE ACETATE SUCCINATE
Duloxetine Brands (Type of enteric coating)
Aurobindo Pharma Limited ‐ CROSPOVIDONE, HYDROXYPROPYL CELLULOSE (TYPE H),
HYPROMELLOSE 2910, HYPROMELLOSE PHTHALATE (24% PHTHALATE)
Prasco Laboratories ‐ CROSPOVIDONE, HYDROXYPROPYL CELLULOSE (TYPE H),
HYPROMELLOSE 2910, HYPROMELLOSE PHTHALATE (24% PHTHALATE)
Rising Health, LLC ‐ CROSPOVIDONE, HYDROXYPROPYL CELLULOSE (TYPE H),
HYPROMELLOSE 2910, HYPROMELLOSE PHTHALATE (24% PHTHALATE)
Actavis Pharma, Inc. ‐ HYDROXYPROPYL CELLULOSE, UNSPECIFIED), HYPROMELLOSE
PHTHALATE (31% PHTHALATE), HYPROMELLOSE 2910
Teva Pharmaceuticals USA, Inc. ‐ HYDROXYPROPYL CELLULOSE, UNSPECIFIED),
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HYPROMELLOSE PHTHALATE (31% PHTHALATE), HYPROMELLOSE 2910
Ajanta Pharma Limited ‐ HYPROMELLOSES, METHACRYLIC ACID ‐ ETHYL ACRYLATE
COPOLYMER (1:1) TYPE A
Ascend Laboratories, LLC ‐ HYDROXYPROPYL CELLULOSE (1600000 WAMW),
CROSPOVIDONE, HYPROMELLOSE PHTHALATE (24% PHTHALATE, 55 CST),
HYPROMELLOSES
BluePoint Laboratories ‐ HYPROMELLOSE PHTHALATE (31% PHTHALATE, 40 CST),
HYPROMELLOSE, UNSPECIFIED
Cadila Healthcare Limited ‐ HYPROMELLOSE PHTHALATE (31% PHTHALATE, 40 CST),
HYPROMELLOSE, UNSPECIFIED
Camber Pharmaceuticals, Inc. ‐ CROSPOVIDONE, HYPROMELLOSES, POVIDONE,
METHYLCELLULOSE (4000 MPA.S)
Cipla USA Inc. ‐ HYPROMELLOSE 2910 (6 MPA.S), HYPROMELLOSE PHTHALATE (31%
PHTHALATE, 40 CST,
Heritage Pharmaceuticals Inc.‐ HYPROMELLOSE 2910 (6 MPA.S), HYPROMELLOSE
PHTHALATE (31% PHTHALATE, 40 CST),
Inventia Healthcare Private Limited ‐ HYPROMELLOSE 2910 (6 MPA.S),
HYPROMELLOSE PHTHALATE (31% PHTHALATE, 40 CST),
Lupin Pharmaceuticals, Inc. ‐ CROSCARMELLOSE SODIUM, HYPROMELLOSE 2910 (6
MPA.S), HYPROMELLOSE PHTHALATE (31% PHTHALATE, 40 CST),
Solco Healthcare US, LLC ‐ HYPROMELLOSE 2910 (5 MPA.S), HYPROMELLOSE
ACETATE SUCCINATE 06081224 (3 MM2/S, POLYVINYL ALCOHOL,
Sun Pharmaceutical Industries, Inc. ‐ HYPROMELLOSES, METHACRYLIC ACID ‐ ETHYL
ACRYLATE COPOLYMER (1:1) TYPE A,
Zydus Pharmaceuticals (USA) Inc. ‐ HYPROMELLOSE, HYPROMELLOSE PHTHALATE
(31% PHTHALATE, 40 CST
Opening capsules
FH ‐ I have never heard of the cold trick but at reduced temperatures most materials
will crack easier. The gelatin used in most capsules is designed to dissolve around
89F so I would think that warming them in your hand for a few seconds would soften
the capsule and make it easier to open without damaging it.
Brands of capsules that members mentioned they used
FH ‐ These are the specific empty capsule brands that members have mentioned in
the past...
https://www.amazon.c...,aps,213&sr=8‐1
https://www.amazon.c...0?ie=UTF8&psc=1

• Difficulties controlling Neurotransmitters
https://www.cymbaltawithdrawal.com/topic/9710‐personality‐changes‐changes‐to‐
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feelings‐of‐love‐and‐hyper‐sexual‐behaviour/page‐3
Detailed discussion on the problems of controlling serotonin, dopamine, etc. during
withdrawal.

• Tapering Strips
Cinderella Therapeutic Foundation
https://www.taperingstrip.org/
https://www.tapering...taperingstrips/
https://www.survivin...‐tapering‐kits/
https://www.madiname...apering‐strips/
http://taperingstrip...T_bestel_NL.pdf

• Weighing Beads
Summary
Data from members
Avg weight of a capsule/beads
Average weight of one bead is 0.001 to 0.012 grams per bead depending on brand.
Supporting data.
The last 6 days I've weighed my pills at .133 but most of the other pills in my bottle
weigh in at .130. (Single pill weighs 0.139 to 0.133)
When I weigh some pills, there can be up to a 10% difference in weight my .0070
ounces weighted, full, cymbalta pill, weighed .0017 ounces empty.
(Single full capsule 0.198 grams) (Empty capsule 0.048 grams) (Therefore beads
equal 0.150 grams)
5 beads. It weighed .0021 ounces. (0.012 grams per bead)
30 mg pills weight the pill first in ounces and it is usually .0070 (or .0069 or .0071)
.0070 is the average.
I'm have the pills emptied to weight .0033 on the scale (Empty pill 0.0033 grams)
30 mg TEVA (beads only) weighs
Citron 20 mg (beads only) weighs only .124 g.

.264

on

my

gram

scale.

60 mg Teva .501 g to .515 g ( a 2.6% difference)
The average bead count is 308 per capsule and the average weight is .509 mg. There
are on average 5.13 beads per mg. (Their math does not compute correctly.
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Assuming the 308 beads weighs 509 mg then it would be 0.00165 mg/bead which
does not come close to other members values)
My current dose is 39.37mg (bead weight of 0.230g)
18mg was 109g on my scale (data not accurate as 109 grams is nearly a 1/3 of a
pound.)
These 2 brands are both 60mg. Lupin ‐ these are the 12 little pills .275 g,
Breckenridge ‐ the little balls .334 g (334 grams per capsule)
Duloxetine HCL DR 60 MG CAP only weighs 43MG on my scale, which I believe to be
accurate since it's brand new and is weighing 10G weights properly.
Each 30 mg capsule of Cymbalta is different in weight ranging from .221g ‐ .225g. So
average is FULL weight .223g. Each EMPTY capsule weighs in at .046g.Taking the
average FULL capsule @ .223g and subtracting the EMPTY capsule's weight of .046g I
get an average of .177g of medicine(+ fillers). (a variation of 1.8% in the weight of full
capsules)(Empty capsules 0.046 grams) (Beads only 0.117 grams)
The contents of 1 pill weighs .36 (not sure the unit of measure). (probably 360 mg)
I'm down to 42 beads or around .044 grams. (0.001 mg/bead) 60mg pills in the
capsule weigh .24 grams (240 mg) a full 60mg Cymbalta weighs approx 7.7gn (I
assume that is gm not gn and that value is way higher than others have obtained)
60mg capsules all contained ~210mg of beads.
Limitation of using scales
10 to 12 beads do not register on scales
I have to count now since the beads are too light in weight to weigh. now at 26
beads.
Sense the scale became so sensitive. I had to go back to counting beans
Note: If you are reducing by only 1 or 2 beads at a time, weighing might not work for
you. I've found that between 2 and 4 beads are needed to change the weight at least
0.001g.
I broke capsules apart and went by weight on a medication scale. Currently I'm
counting by hand because the weight become unquantifiable to my scale.
What scales others used
https://www.amazon.com/American‐Weigh‐GEMINI‐20‐Portable‐
MilliGram/dp/B0012TDNAM
Gemini 20 American Weigh scale from Amazon
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American Weigh Gemini 20 scale from Amazon for about $20
The Gemini‐20 Portable Milligram Scale (referenced above) weights in increments of
0.001 mg BUT will only ne accurate above 0.15 mg. Insufficient for weighing beads.
Fast Weigh MS‐500‐BLK Digital Pocket Scale, 500 by 0.1 G
The MS‐500 is no longer sold and the MS‐600 only weighs in increments of 100 mg
and would be insufficient.
The brand is j‐scale and the model is JS‐VG
This scale reads in 2 mg increments and is not accure enough for just a few beads.
Why not buy a cheap powder scale that reloaders use to measure gundowder. These
gunpowder scales only weigh down to 1 to 6 grams which is not sufficient.
There are several key things when using/buying a good set of scales. As one member
pointed out air currents effect readings at low weights. A good set of scales will need
to have doors to shut when weighing.
Scales are very sensative to vibrations and all scales should be set on grommets.
Grommets are usually rubber and used to ansorb vibrations. Many labs use a layer of
memory film below their scales.
A food set of scales need to be able to accurately weigh down to at least 10% of the
weight of your smallest object. If one bead weights approximately 0.001 grams then
the scale must be able to read down to 0.0001 grams or 0.1 mgs.
KathyInFL ‐ One thing, when I got down to about 10 or 12 beads I had to start
counting because that few beads did not register correctly on my scale.
ForLyla ‐ Currently my doses weigh .133
ForLyla ‐ I think weighing is better in my opinion. Beads come in all different shapes
and sizes so I don't trust that method. The last 6 days I've weighed my pills at .133
but most of the other pills in my bottle weigh in at .130. Should I bump them up to
.133 or leave them as is? I also don't feel like I can 100% trust my scale.
Process
See.... Using a Digital Scale to Measure Doses
http://survivinganti...‐measure‐doses/
ForLyla ‐ So here is a MAJOR issue for me. I get my prescriptions from a compounding
pharmacy and they don't appear to be accurate at all but I can't be sure. I've gone to
two different ones and both have been the same. When I weigh some pills, there can
be up to a 10% difference in weight but where I'm confused is when it comes to filler.
How can we make sure our dosage is accurate accounting for what is filler and what
isn't?
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Should I just continue to weigh all my doses and adjust them to the same weight? My
current weight is 0.133 but some pills weigh as low as .122. That's a rather huge
difference.
Tiredcymbaltamom ‐ Well tomorrow is my surgery. Note to those who use a jewelry
weight to weigh the pills to determine how to reduce, weigh and full pill and then
remove all beads into a bowl and weigh an empty pill. THEN you will know what you
are reducing.
So, that same day, I realized my .0070 ounces weighted, full, cymbalta pill, weighed
.0017 ounces empty. The day before I was down to .0024 or 25. I can't remember. I
obviously reduced too fast, but now the bandaid was pulled off. So today I finished a
pill off at 5 beads. It weighed .0021 ounces.
Tiredcymbaltamom ‐ The first day I had the really sick feeling, I added more and it
seemed to bring relief. That's why I was wondering if my system isn't getting the
amount it wants.
I have 30 mg pills and a jewelry scale. I weight the pill first in ounces and it is usually
.0070 (or .0069 or .0071) .0070 is the average. Right now I'm have the pills emptied
to weight .0033 on the scale. The first days I weighed and i felt good for 3‐4 days I
was doing .0028. So I don't know if after a couple days I went through withdrawals
and now I'm in a somewhat constant state of withdrawal, or if .0028 was good and I
should have kept going or at least stayed there. I moved up my amounts to the .0040
range after I felt the worst, but now I'm just constantly feeling a little yucky until I
take the pill and then I feel awful.
IUN ‐ Some other users opt for micro scales to alleviate the stress of bead counting.
This way you can weigh the beads rather than count them ‐ and if some of them are
stuck together and are different sizes, this would be a better way to go as it would be
more accurate.
Therefore, if you get the scales, you would put a small container on, zero the reading,
empty the beads from one capsule out, and for arguments sake, we'll say it reads
exactly 20mg. Then simply canter beads into another container off the scales and re‐
weigh. When you reach 10mg, you will have both containers with the right amount.
Put both back into a capsule each ‐ and it is job done! 10mg capsules of Cymbalta!
gardenlady ‐ I am having to switch to Citron brand from TEVA brand generic because
TEVA is backordered and may no longer be available. However, the weights aren't
making sense. A 30 mg TEVA (beads only) weighs .264 on my gram scale. The Citron
20 mg (beads only) weighs only .124 g. I don't have a Citron 30 mg or a TEVA 20 mg
to weigh, so am having to compare, proportionally. However, these proportions don't
make sense.
20 mg is 2/3s of 30 mg. So, if a TEVA 30 mg weighs .264 g then logically, a 20 mg
should weigh .174 g. However, the Citron 20 mg weighs only .124 g. Something is
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wrong.
The bead sizes are different...the TEVA beads are larger than the Citron beads. But,
the weights should be the same, or shouldn't they? Perhaps that assumption is
incorrect.
gardenlady ‐ I reweighed and recounted eight 60 mg Teva duloxetine capsules (they
all weigh different amount and have different bead counts). The beads numbered
anywhere from 300 to 314 per capsule and the weights ranged from .501 g to .515 g
on my Gemini 20 American Weigh scale from Amazon. The average bead count is 308
per capsule and the average weight is .509 mg. There are on average 5.13 beads per
mg.
I developed a spreadsheet that tells me what dose I am on depending on bead count
and weight. Yesterday and today, I'll take 179 beads which weighs about .298 g and
comes out as 34.9 mg. As you can tell, I've become obsessed with this taper and the
mechanics and arithmetic surrounding it. I wish I could get interested in something
else, but I can't.
KathyInFL ‐ I'm talking 10 beads a day now, I'm going to reduce 1 per week and see
how that goes. I'm doing well. I have to count now since the beads are too light in
weight to weigh.
sparkybird ‐ I have also been withdrawing from 20 mg of the generic Cymbalta. I
started my journey in May 2017. It has been very hard at times. I started with
counting beads.
With my head swimming at times and having to count more than once or twice, I just
cited to purchase a scale. I continued with the with drawl using the scale until
approximately 35 beads were left. That was using a 5% reduction every 7 to 10 days.
Sense the scale became so sensitive. I had to go back to counting beans. I am now at
26 beads. I started the reduction at one bead every two or three days. That has gone
well with no side effects. I have now just cited to do the one bead reduction every
two days. If that proves unsuccessful I will go to every three days before reducing a
bead.
gardenlady ‐ I have found that weighing beads on a gram scale is much easier and
faster than counting beads, especially when working with 60 mg capsules. I'm 65 and
find that it's very difficult on the eyes to count beads. I ordered an American Weigh
Gemini 20 scale from Amazon for about $20 and it works great for this purpose.
gardenlady ‐ FH, Do people do this daily micro taper that you suggest with a scale? If
so, that means I'd have to weigh my dose everyday which concerns me as the scale
isn't very reliable and I wonder about the accuracy with cuts this small. Currently, I
weigh a month's worth of capsules at once so there is less variability as I'm weighing
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them all at one sitting. But, turning the scale off and on affects consistency...these
are cheap scales and you get what you pay for.
cminsd ‐ I have a little scale that I use to weigh the beads and make my own pills. My
current dose is 39.37mg (bead weight of 0.230g). The plan that I have now has 34
phases, each lasting two weeks. That is about one year and four months until my last
dose.
KathyInFL ‐ 18mg was 109g on my scale. I am filling capsules with 100g now. I will
just keep at this slow wean.
KathyInFL ‐ Very strange. I'm confused. I don't know the unit of measure so I just
wrote down what was on my scale. I weighed the meds w/o the capsules. These 2
brands are both 60mg.
Lovey ‐ Hi friends, I wanted to recommend to you, if you can, purchasing a small
digital scale. I got mine for $20 U.S on Amazon and it is much easier than counting
the miserable whilte beads. Mine is called "Smart Weigh" and is very reliable. Its a
jewelry scale." Smart weigh" brand. Currently listed at $29.99 U.S.
Lupin ‐ these are the 12 little pills
.275 g
.0097 oz
4.26 gn
.177 dwt
1.375 ct
.0089 ozt
Breckenridge ‐ the little balls
.334 g
.0118 oz
5.16 gn
.215 dwt
1.670 ct
.0107 ozt
KathyInFL
1. Make sure you have a brand that has the tiny beads, some 60mg have about 300
balls.
2. Empty, exactly weigh and average 3 capsules. Let's say the average weight is
43.33MG.
3. You have to decide how fast you are going to wean. I'm weaning 5% every 2
weeks.
4. Let's say you are removing 5% for 2 weeks. Open a capsule, weigh the contents
and only return 95% (41.16MG) of the beads back to the capsule. Don't throw out the
5%, this amount will grow so you can make extra pills for empty capsules you can
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buy.
5. I make 7 capsules at a time. I stay on the same amount for 2 weeks, and after that
I wean down 5% more (so weeks 3 and 4 I take 90% of the 43.33MG). I've been told
when I get down to 10 or 20 mg, that 5% will be too big of a wean. If so, I will go
down 4, 3 ,2,1 percent until I find what works.
potatoes ‐ So I ordered a milligram scale so I could begin the process of weaning
myself off Cymbalta, but now I'm confused how to do so...
My Duloxetine HCL DR 60 MG CAP only weighs 43MG on my scale, which I believe to
be accurate since it's brand new and is weighing 10G weights properly.
crbach ‐ I can't measure that small of an amount on my scale. To get any kind of a
measurement, I would to have to start off at a minimum of .001 grams per day and
once I get some sort of measurable daily base total of medicine (4‐5 days), then I
think I could guess at that .0005 grams per day.
OR..rather than guessing at .0005 grams...what about starting off .001 grams every
other day..this way I could actually measure out your suggested .3% taper or .0005
grams per day over a two day period. Could start off slowly like this, monitor, and
build it up to more if after the first 2 weeks things are progressing without incident.
And that is the purpose of this post..I need help figuring her Cymbalta Taper daily
dosage for the remaining 30mg.
Remember, I have the generic form of Cymbalta, so bead counting is "out" and using
my new digital scale is "in".
‐Each 30 mg capsule of Cymbalta is different in weight ranging from .221g ‐ .225g.
I weighed out five 30mg Cymbalta capsules and all five were different in weight.
Bummer..
So average is FULL weight .223g.
‐Each EMPTY capsule weighs in at .046g.
‐Taking the average FULL capsule @ .223g and subtracting the EMPTY capsule's
weight of .046g I get an average of .177g of medicine(+ fillers).
I'm going to be emptying a bunch of capsules into a container in which I can store the
medicine without the unnecessary capsules. Then I will pour the medicine onto the
scale for the daily allotted amount. Then I will pour the weighed amount into new
capsules that I've already purchased, and BAMB..new daily dosages brought to you
by CRB. I'm thinking this would be the easiest way to accomplish the daily reductions.
KathyInFL ‐ Today was my 3rd cut of C. I got the Citron brand this time. I bought a
scale because I don't have the patience to count the 300+ little balls. Since I was on
83% of a full pill, I went to 95% of that.
This is how I have to calculate:
1. The contents of 1 pill weighs .36 (not sure the unit of measure).
2. I was on 83.33% of a full pill up to this point = .2999
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3. 95% of that is .285. I decided to go down only 5% at first to see how this weighing
thing works out.
crbach ‐ As for a scale, I found one on Amazon like you suggested that has a good
rating. Won't be in again until after Christmas, but looks good.
jennjak ‐ After getting down 50 beads looking at the capsule it appears to be approx
2/3 full, which to me would indicate I'm ready for the 20s...
Sooo I went to 2 pharmacies and asked if they would please weigh the 30mg capsule
less 50 beads to see if it was 20mgs. The first pharmacy basically told me I was
ducking crazy get out of here with that nonsense we won't do that for you. Great.
The 2nd was willing to weigh the beads for me...0.140g, or 140mgs!! Wtf?? She said
this is not an accurate way to taper because there are fillers surrounding the actual
medicine, so some weigh more than others and there is no way to truly weigh the
medicine itself.
Menolly07 ‐ Initially, I broke capsules apart and went by weight on a medication
scale. Currently I'm counting by hand because the weight become unquantifiable to
my scale. I did a super slow gradual taper, taking out five more beads every fourth
day.
ralphi ‐ Hm, I think my scale may have been the problem! Was re‐measuring to stay
at 42 beads for a few days, started counting and some caps only had 30‐something
beads?! I weighed before and thought 1 bead = .001 gram, but that doesn't seem to
be accurate. Add to that my scale needs calibrating and I've lost the weights.
Do I get a new scale or keep counting? Obvs will count until a new scale arrived, at
any rate
I'm refilling for the last time and made sure to get the exact same brand that I'm
taking, so brand variations shouldn't be a problem.
ralphi ‐ I'm down to 42 beads or around .044 grams. Taking out 1 bead per day.
My scale seems to be a little inconsistent with weighing that small of an amount.
Like, if the heater is running and blowing air in the room, it'll throw the weight off.
Posted by thismoment on 19 June 2015 ‐ 01:34 AM in Weaning Off Cymbalta
A weigh scale needs to accurately measure to .001 of a gram, and the reviews online
are all over the map‐‐ it'll cost about $100. with no real guarantees of accuracy. I've
tried both weighing and bead‐counting and prefer to count beads. I know the number
of beads varies from capsule to capsule, but that doesn't matter‐‐ count the beads in
a few capsules and work out an average number and work with that.
Posted by Sfava987 on 18 June 2015 ‐ 07:12 PM in Weaning Off Cymbalta
I do have a gram scale, but it rounds to the nearest gram, and so far, going down
1gram for two weeks has not been good for me. If I need to go down only half a
gram, I would need another scale. And using bead counting can't be accurate when
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weaning slowly either. Any and all opinions and advice would be greatly appreciated.
FiveNotions ‐ wise about Cymbalta Using a Digital Scale to Measure Doses
AltoStrata ‐ http://survivinganti...‐measure‐doses/
ShadyLady ‐ Joe...i ain't the one that knows about weighing;). There is a 'Search' bar
at the top of the page and if you enter Weighing Dose Instead of Bead Counting,
there is an excellent post written with the details of how to weigh the doses. It was
posted by our member, Tria, the pro in that department, of using that scale and her
method she fine tuned.
https://www.cymbalta...ics/#entry47540
Weighing Dose Instead Of Bead Counting & Dealing W/ Generics
Tria ‐ I know the majority of the people here use the bead counting method for
weaning but thought I'd share my experience with weighing the dose and dealing
with generic Cymbalta, especially if you keep getting drugs made by different
manufacturers. Ideally, I'd stay with the brand name Cym, but I really can't afford.
Sometimes, the pharmacy can order a generic by the same manufacturer but this
hasn't been the case lately so I came up with a way to be ensure that my dose stays
the same when I have to switch manufacturers. Bead counting has obviously worked
for lots of people here but thought I'd share this in case anyone's interested.
Note: If you are reducing by only 1 or 2 beads at a time, weighing might not work for
you. I've found that between 2 and 4 beads are needed to change the weight at least
0.001g.
This is the method I came up with for weighing my dose. I read online about
someone else doing it, and took their instructions then tweeked them a bit.
Weighing my dose sounded intimidating at first and it took some practice but please
don't let all these instructions scare you! I'll be happy to help anyone who's
interested or has any questions.
Getting Started:
1. You'll need a scale. I ordered mine from Amazon. It's a Gemini‐20 Portable
Milligram Scale AWS. Weighs down to 0.001g. I think it was around $25, not exactly
sure. Follow the instructions when you get the scale on how to calibrate it.
2. You'll also need a calculator, pen & paper, dark colored towel (or piece of paper or
cloth), and two small cups (like the kind that come with cough syrup). If you want to
save your extra beads, you'll need an empty container for this as well.
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3. Turn the scale on, place the small round tray on the scale and press the Tare
button. This removes the weight of the small round tray. My scale came
automatically set to grams but be sure that's what your unit of measure is (it will
have a little "g" on the display). If it's not grams, there are instructions on how to
change it.
4. If you are already bead counting, open a capsule of your current dose and pour
the beads into one of the small cups. Then pour them onto the small tray on the
scale. (I find it easier to pour from a small cup vs directly from the capsule, but you
can try pouring from the capsule also.)
5. Note the weight displayed on the scale and write it down. This is your dose in
grams. Also write down how many beads, and if this is the brand or what generic
manufacturer it is. Ex: 60 beads = 0.057g ‐ brand name Cymbalta. (made up these
numbers to use as an example.)
6. Remove the tray from the scale, and pour the beads back into the capsule over
your dark colored surface. This way you can see if any beads escape and you can use
the tweezers that come with the scale to put them back in the capsule.
7. Now, open a full capsule and weigh the beads. Write this down and keep it as you
may need it if you have to switch to a generic or switch generic manufacturers. Pour
the beads back into the capsule.
A note about the scale ‐ it will turn off after a short period of inactivity (which is
annoying).
Weighing Your Dose:
(I
usually
weigh
a
week's
worth
of
capsules
at
a
time)
1. Turn the scale on, place the small tray on the scale and press the Tare button. The
display should reset to 0.000g.
2. Open a full capsule, pour the beads into a small cup then pour then slowly onto
the tray until the display reads close to your dose. Using the tweezers, add or
remove beads to reach your exact dose. I've found that between 2 and 4 beads are
needed to change the weight at least 0.001g. Sometimes the scale goes back and
forth and you have to keep removing or and adding beads to get that right dose,
which can be frustrating. I guess this happens because not every bead weighs exactly
the same.
3. Try to keep the beads spread out evenly in the center of the tray. I've found this
helps getting a more exact measurement.
4. Pour the beads back into the capsule.
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5. I usually weigh mine twice just to be sure, so just repeat the steps above. The
scale is very sensitive so even air blowing over it or breathing on it can affect the
weight.
6. Pour the beads left in the small cup into your second small cup and begin weighing
your next capsule.
7. If you are saving the beads, pour them into your container when you're done with
all your weighing and label the container with the manufacturer and dose (20mg
etc). DO NOT MIX beads from different dosage capsules or from different
manufacturers.
Reducing Your Dose:
1. When you need to reduce your dose, you'll need to figure out how many
micrograms you'll have to reduce it by.
2. If you were reducing by 10 beads, weigh 10 beads on the scale and see how many
micrograms that is. Write it down.
3. Now, take your current dose (ex 0.057g) and subtract the weight of the beads you
got in the previous step (ex 0.002g). This will give you your new dose (ex 0.055g).
4. You can choose to reduce your dose by micrograms or you can also choose to
reduce your dose by a percentage rather than number of beads. Take your current
dose and times by a percentage then subtract the result from your current dose. (Ex
0.055g x 5% = 0.0275g. 0.055 minus 0.003 = 0.052g).
Changing from a Brand to a Generic or Switching to a Different Generic
Manufacturer:
Ok, this truly drives me crazy! If you can, stick with the brand name or at least see if
you can get the same generic manufacturer each time you fill your prescription. If
you're like me and can't do either of these, here are some things I've found that may
help ensure steady dosing.
Not all manufacturers have the same number of beads in a capsule, and the weight
of the beads can also vary. I've discovered that some aren't even close. The beads in
a 20mg capsule of the brand name weigh 0.106g. The beads in a 20mg capsule of the
generic made by Citron weighed 0.124g. So if you need to switch and are weighing
your dose, here's what you can do. Bear with me, this may seem complicated. It took
me and my mom to figure it out, then running it by my pharmacist to be sure I was
figuring it correctly. Whether you want to try this or not depends on how precise you
want your dose to be. I seem to be very sensitive to any change in dose, so we came
up with this to ensure the amount of medicine I was getting was consistent. If you
switch manufacturers and just keep using your same dose in weight (ex 0.057g), you
will probably be close to the same dose of medicine.
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1. Open a full capsule of your current manufacturer and weigh all the beads. Write
down the manufacturer and the weight.
2. Note your current dose in weight for this manufacturer.
3. Ex ‐ full capsule = 0.124g = 20mg Citron generic current dose = 0.055g
4. Now divide your current dose by the weight of the full capsule (Ex 0.055 divided
by 0.124 = 0.4435)
5. This translates into 44.35%. In other words, your current dose is 44.35% of the full
dose.
6. Next, weigh the beads in a capsule of the new manufacturer you will be switching
to.
7. Write it down. Ex ‐ full capsule = 0.129g = 20mg Actavis generic
8. Now times that weight by the percentage. (Ex full capsule of new generic = 0.129g
x 44.35% = 0.057g)
9. This weight (0.057g) will be your dose on the new generic. Again, write it down.
10. If you have to switch manufacturers again, follow these steps.
I know this sounds confusing! It still sounds confusing to me, and I've been doing this
for a while!! But trust me, it does work! If anyone has any questions or suggestions,
please let me know!
JellyRoy420 ‐ I have been taking an india made genertic for about 4 years and when
i looked at the beads they seem to be different sizes, which i know happens. So i got
my scale out and the 60mg pills in the capsule weigh .24 grams so i divided the
weight by 4 and just took out .06 of weight to get a 45 mg pill instead. Im going to
take 45 mgs for now but im not too sure when i should transition to the 30 mgs?
From the 30mgs i was thinking about going down by 10 mgs at a time. So now its 60
to 45 then onto 30, 20, 10. I still don't know if ill need to go to 5 mg before stopping
completely but ill decide that when the time comes. So far on day 2 of 45 mgs, im
doing very well.
truckprincess ‐ OK so my motion sickness med kicked in and much better other than
slight headache. I have decided to purchase a weigh scale for the tapering. If anyone
is interested it's the Fast Weigh MS‐500‐BLK Digital Pocket Scale, 500 by 0.1 G very
cheap on ebay for $6.99 free shipping. Cheap on amazon as well. Was going to order
some empty gel capsules but figured I might as well wait until I am closer to needing
them if I need them. For anyone wanting to do this and unsure on how to calculate
say from 30mg to 25mg there is an online dosage calculator you can use. But it's very
easy to configure. All you are doing is taking the amount wanted say the 25mg and
dividing it by 30mg (dose available) to get 0.83 for the capsule. I don't know for sure
until I get the scale but think I will have to then convert that mg to grams but that's
pretty easy too and for anyone who needs to just find an online conversion chart. I
think that by doing this will give me a much more accurate way of tapering rather
than trying to count the little beads.

509

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

Jnine ‐ https://www.cymbalta...dpost&pid=26394 FYI a full 60mg Cymbalta weighs
approx 7.7gn and I am down to 6.2gn. I will continue to try to stay at that amount
this week and lower once again on Sunday Night.
cymlbc ‐ Since I had a bunch of 60mg capsules and didn't want to pay for a whole
new 20mg script, I decided to use a milligram scale to help me along. I purchased a
milligram scale from ebay (I think the brand is j‐scale and the model is JS‐VG) for
under $50. I've attached a picture of the one I've got. I dumped out the
contents/beads of a 60mg Cymbalta capsule and I determined that the 60mg
capsules all contained ~210mg of beads.
I did the math and figured out:
20mg=70mg of beads, therefore, 1mg of active drug=3.5mg of beads
I would weigh out 70mg of beads and fill capsules I bought at the healthfood store
which gave me 90 (20mg dosage capsules, weighing 70mg of beads each). Now that I
have decided to come off Cymbalta, I will do the same, but in reverse. My plan is to
reduce my dosage by 1mg daily until I get down to 0. I hope this is helpful to you.. I
know it made life a LOT easier than counting beads, which I ended up spilling all the
time.
Rico ‐ Why not buy a cheap powder scale that reloaders use to measure gundowder.
Weigh the full dose and do the math. Just dump the pellets slowly till you get the
correct weight.
anothersideofme ‐ So... I purchased a jewelers scale and it came in yesterday. I
calibrated it, then weighed about ten of my 60 mg. pills. They are different weights! I
guess when I start the wean, I will weigh about a weeks worth and take the average,
divide it by the amount of my drop and make each pill for that week weigh the same.
livingdeadgirl ‐ Per Eli Lilly standards, there should be 67.3 mg of duloxetine HCI in
each 60 mg. capsule. If you truly want to be accurate, I strongly recommend you
purchase a digital scale that measures milligrams, and has a low margin of
error(mine is to 0.01g). You can purchase on the internet or in stores a very accurate
digital scale to weigh the pellets/beads to make very accurate tapering capsules. I
bought empty gelatin capsules at Vitamin Cottage, but they are also available on the
internet or at several other stores such as GNC and Walmart. To ensure your scale is
operating at the highest possible accuracy at all times, it is highly recommended that
you order the official calibration weight to recalibrate your scale regularly.
Solutions to the problem
The correct analytical balance.
A good analytical balance like this one...
https://www.amazon.c...8‐9‐spons&psc=1
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will weigh down to 0.1 mg but they cost over $1000. OK, so we will consider that just
too expensive. Even if you were to buy one it is obvious from the posts that many
people have a hard time correctly using a balance or doing the required mathematics
Vin ‐ Using a sieve
Right now if you were to weigh beads you are at the mercy of random chance for
what bead size you will get. Now that is not a problem if you are at 40 or 50 beads as
it will average out but it is clear from what members have said that below say 20
beads it becomes an issue. One way to deal with that is too obtain a US mesh size
sieve that will generate a fairly standardized bead. According to Eli Lilley's patent
they are producing pellets in the 0.5 to 1.5 mm range (18 to 35 US mesh).
If a person could find two mesh sizes close to each other in size then they could
strain the beds to a point where there was little variation. One would want to start
with a large US mesh which is a very small mm size. For example a 30 nesh will be a
pore size of 0.6 mm and a 35 mesh would have a pore size of 0.5 mm. While a 0.6
mm bead would be 39% heavier than a 0.5 mm bead you are only talking about
approximately a 1 mg bead minimum and a 1.39 mg bead max. The following has
those size ranges.
https://www.amazon.c...ustrial&sr=1‐21 ($40)
This is the closest I could come in finding two meshes that were in the small end of
the range and were close to each other. The big problem is that one brand may have
bead sizes in that range another brand might only have larger bead sizes and a
different size sieve would be necessary.
So, in short, a sieve with appropriately small mesh size is the way to go. Sounds like
you are suggesting two sieves ‐ one 30 mesh sieve and one 35 mesh sieve. It looks
like they are $20 each on Amazon ‐ cost is very reasonable, but really, anything that
lessens the risk of hitting on a bad bead and suffering the horrible symptom
consequences would be worth its weight in gold (except that crazy $1,000 scale ,
especially since equivalent weights don't guarantee equivalent Dulox potency,
anyway.....)
But, some good news ‐ I may be able to use the sieve approach without even having
to buy the mesh sieves you've pinpointed on Amazon. I do mosaic art work, and a
few months ago I had a desire to make my own "frit". All frit is is vitreous glass
ground up into different sizes of granularity ‐ usually five different granule sizes
(pieces/large/medium/fine/powder). This YouTube video shows how to make frit:
The videos shows five sieves used to make the frit. As luck would have it ...... I
already own a set of five sieves very similar to the ones in the video!!! (I could use a
little luck these days ......)
Another bit of luck .... when I set up my Cymbalta dose capsules for the upcoming
week each Saturday, I start by opening a 20mg Duloxetine capsule (having ~ 80
beads), and dump the contents out. Then, I take a "plump" bead and place it into
one of my pre‐purchased, empty Vegan Enteric Capsules. I take a total of three
beads (one for each 8 hour dosage), so that means I have about 77 or so beads
leftover. Although I do wind up throwing some out over time, I've been keeping a
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good size inventory beads all along, thinking there might be a reason to use them in
the future (for example, to have an emergency stash in case for some horrific reason
I cannot fill a prescription, or I get changed to a new manufacturer that doesn't seem
to work well for me). I think I have several hundred at least.
Well, the future is now!!! (lol). I will take the full allotment of these leftover beads,
and run them through my sieves. We will see how the beads separate, I will tackle
this tomorrow and summarize my findings in a post soon after. I think my smaller frit
sieves might correspond with your suggested 30 & 35 mesh sizes. If not, I can always
by the two you have suggested.
Vin ‐ Unfortunately, this was a fail. Both the 30 mesh and 35 mesh sieves captured all
the beads ‐ or in other words, the holes in the screens of both sieves were too small
to allow any smaller beads to pass through.
I will continue with sizing the beads I select for my single bead dosages as I already
was ‐ by first inspecting them closely, then gently depressing my index finger on
several "candidate" beads to then select those that I feel are sufficiently large
enough. This seems to be working ‐ I haven't had a bad experience with horrible
inter‐dose symptoms since June. (Back in June, we discussed on my thread that this
may be occurring, along with possible solutions using sieves to screen out smaller
beads).
Every other day withdrawal
Norther ‐ In Joseph Glenmullen's book, 'The Antidepressant Solution' (devoted to
withdrawal), he states the situation very clearly, on p.97:
"Q. Can antidepressants be taken every other day as part of tapering off them?
A. None of the short acting antidepressants should be taken every other day as a
method of tapering them. Because of their short half‐lives, the every other day
schedule can result in roller coaster levels of the drugs and roller coaster levels of
withdrawal symptoms."

• Weighing Beads
Definition ‐ Take half your dose in the morning and half in the evening. This will help
to even out the blood levels and minimize spikes.
Lovey ‐ It (splitting the dose) has helped me tremendously! I'm much less agitated
after the one "big" dose, by splitting doses.

• Water Titration
The titration system for cutting benzo dosages is as follows.
This is a procedure called water titration. If gives you good control of your
withdrawal. I have used this the last 3 times with no withdrawal as have many
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others.
1st ‐ Place three days dose to dissolve this in 600 ml of water and shake well. Poor in
a storage bottle (1 qt jar) and store in refrigerator.
2nd ‐ Every 6 hours, take the bottle out of the refrigerator, shake well and pour out
50 mls and drink it . Usually this can be measured using a graduated shot glass (yes
they do have shot glasses that are calibrated this way) and I have also seen tiny
measuring cups at Wal‐Mart. Some people use a large syringe from a vet supply
store or farm supply store to measure the 50 mls.
Do this four times per day.
I measure my doses using something like this however mine are marked in 1 ml
graduations ...
https://www.amazon.c...1021225&sr=8‐28
3rd ‐ To decrease a dose make a new batch, shake well and remove 1 ml from that
600 ml solution. Then add 1 ml of water back to the bottle. You have just removed
0.17% of the medicine. Still take 50 mils 4 times per day.
4th ‐ with each new batch remove one ml more than the batch before. With time
you can try a little faster rate (2 additional mls each time, 3 mls, etc). You can tell
when you Are going too fast when you don't sleep well, especially if you have
stressful dreams. If symptoms develop they will be minor. Just hold steady at your
current dose until your symptoms go away (1 or two weeks)/ You can then start
weaning again but at a slightly slower rate.
Caution ‐ Remember, benzos do not fully dissolve so always shake the solution
before making cuts or taking a dose.
I have been a member of benzobuddies since 2004 and that is where I learned about
water titration. My current situation is my fourth benzo withdrawal since and I have
never suffered. I have also had two pdocs that have encouraged this method as well.

Example;
Lets say I am on 3 mg of lorazepam per day.
Step 1 ‐ Dissolve 9 mg of Lorazepam (a 3 day supply) in 600 ml of water.
Step 2 ‐ Take 50 ml of this solution every 6 hours. This will provide you a more stable
blood level of your benzo rather then taking it every 8 hours.
Step 3 ‐ Once you decide to start tapering make up a new batch at the same 9 mg in
600 ml of water BUT this time remove 1 ml of the solution and replace with one ml
of pure water and continue taking 50 ml every 6 hours. This is a 0.17% drop. Very
small. If after a few days you feel no withdrawal then you can try dropping 2
ADDITIONAL mls each time. If after a few days and no problems then you can try
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removing 3 additional mls each time.
Step 4 ‐ At some point you will start to notice some light withdrawal, drop back to
the previous rate and stay there to stabilize. Once stable then you can continue to
drop at a slightly lower rate with little to no withdrawal.
So, in my above example, I start by removing 1 ml of water from each batch and if no
problems then I will make a new batch and remove 3 mls and replace with water. I
was already removing 1 ml and now I am removing 2 mls more so a total of 3 mls. I
continue on with the same dose for a few days and if no problem I will start dropping
an additional 3 mls per batch. At this point I am already removing 3 mls each time so
the next batch I will remove the same 3 mls plus an additional 3 mls. For the sake of
this example, lets say at that point I start noticing some withdrawal. I will
immediately stay at that dose until I recover. I will then go back to dropping 2
additional mls with every new batch I make. This will then allow me to drop the
benzo smoothly will little to no withdrawal.
Caution ‐ Benzos do NOT totally dissolve in water so you must shake vigorously
before pouring your 50 ml dose. It is recommended to use PEG (polyethylene glycol)
to dissolve the benzo because it will totally dissolve in that material. Unluckily PEG
can upset the stomach in some people (like me) and then water may have to be
used.
So it goes like this.
9 mg lorazepam in 600 ml water, take 50 ml every 6 hours.
If no issues then 9 mg lorazepam in 600 ml, shake well, remove 1 ml and add back
one ml of water.
A few days later if no issue decide to start removing 2 additional mls with each
batch. So make up the 8 mg benzo in 600 ml and remove the 1 ml you were already
doing plus 2 more mls and then replace with 3 mls water.
If no issues then go to dropping additional 3 mls with each batch. So remove the 3
mls you were already removing plus an additional 3 mls (total of 6 mls).
If withdrawal starts to show. Stay at that dose until you feel better. Then go back to
dropping 2 additional mls with each new batch.
I have done this several times and am aware of several other individuals who have
done the same with little to no problems.
There is a new FDA warning that staying on a benzo too long increases the risk of
dementia. Benzos are not to be used for a period of more than 4 months and
withdrawal should be as quick as tolerated.
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• Consistent Taper
I am going to take a devil's advocate position here and suggest maybe we have been
going about this the wrong way with bead counting. A very slow consistent taper is
quite logical but my current feeling is that we can not provide a "consistant" dose
reduction.
Things that make our bead drops less consistant are...
Things that effect serum Cymbalta levels
Using the capsules the Cymbalta come in compared to enteric or gelatin capsules
bought from the internet.
Large differences in bead size within the same capsule.
Variation in bead count/size from one capsule to the next, same manufacturer, same
batch.
Variation in bead count/size from one capsule to the next, same manufacturer,
different batch.
Variation in bead count/size from one capsule to the next, same manufacturer,
different batch made at different facility.
Limited Cymbalta destruction by the liver due to use of magnesium, calcium, PPIs
and H2 inhibotors and other medications (numerous) that use the same liver CYP
enzymes as Cymbalta. .
Limited absorption use of pepto and kao pectate.
Changes in absorption due to changes in acidity by heartburn medication.
Changes
in
absorption
due
to
other
antidepressants,
Dextromethorphan(cough syrup), Saint John's Wort, etc.

ssri/snri,

Loss of weight releases stored Cymbalta into the system.
Gaining weight causes serum Cymbalta levels to drop as more is stored in fat tissue.
Liver and kidney diseases allow Cymbalta to build in the body except for non‐
alcoholic fatty liver and/or pancreas disease which causes serotonin levels to initially
drop in the blood stream.
FDA allows a 10% variation in drug doses within a batch.
Things that effect serum serotonin levels
Such as SAMe, 5htp, Meperidine (Demerol), Pentazocine (Talwin), Tramadol
(Ultram), calamus, California poppy, catnip, hops, Jamaican dogwood, kava, St.
John's wort, skullcap, valerian, yerba mansa, Hawaiian baby woodrose, L‐
tryptophan...
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Moderate to large doses of melatonin can have an effect on serotonin levels
depending on environmental conditions.
Amount of sun exposure effects serotonin levels.
Things that effect serum adrenaline/noradrenaline levels
Stimulants (Make anxiety worse)
Caffeine
Over‐the‐counter
pseudoephedrine*

cold

preparations

Sleep deprivation
Marijuana*
Magnesium*
MSG
Alcohol
Stress
amphetamines
ecstasy
nicotine
Ginseng
L‐Tyrosine
B Vitamins*
aspartame
Coconut Oil
Taurine
DHEA
Ginkgo
Iodine
Salt
Arginine
Sugar
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Kava
Heavy Exercise
Vitamin C
* ‐ Only some people have this reaction.
Miscellaneous
Toxic Degradation products of duloxetine
All these things effect withdrawal while reducing the Cymbalta dose. Do we actually
think we can provide a stable and even weaning process? Would it be better to wean
off Cymbalta over a 3 month period and just do the best we can in handling the
symptoms rather than having our blood Cymbalta levels jump up and down like crazy
during an extended withdrawal?

Compounding Pharmacies
I found about 20 or so references to members that used compounding pharmacists.
Most did not repost information on their final outcome but those that did often
made comments like the ones below.
Vanilla ‐ I have been compounding the drug from 15 mgs to 10 and now at 10, am at
home away from work, suicidal at times,and the withdrawal symptoms are there.
Poppylvr ‐ This time I had a compounding pharmacy make me up 10 mg capsules. I
was able to go to 50 for several days, then 40, then 30, then 20, then 10. Last week I
started trying to drop off the 10 mg/day. Holy Cow! SIGNIFICANT dizziness ‐ driving is
nearly impossible. Nausea, lack of appetite, and yet all I want to eat is crap ‐ pure
carbs (oh by the way I have diabetes too :x ). Napping brings me out of it for awhile.
In addition, I found that compounding pharmacists that members used performed
different methods to make their preperations. About 2/3 of them dissolved the
cymbalta in something like PEG. The other one third made up new capsules by
counting beads. Many also commented that their compounding facility would not
make doses smaller than 5% or 2.5%. These final drops were very traumatic and
many used bead counting at the very end of the weaning process.
They are two different companies and furthermore Rising Health LLC has been on
Chapter 11 bankruptcy since Feb 2019.
PCCA ‐ Professional Compounding Centers of America dba PCCA ‐ The last time I
checked on this the powdered duloxetine at a compounding pharmacy ran around
$1200/mth and was not covered by my insurance. Other members have had similar
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experiences.
Professional Compounding Centers of America
From Wikipedia, the free encyclopedia
In 1981, the Professional Compounding Centers of America(PCCA) was incorporated
to provide compounded medications to patients, when the medicine became
unavailable commercially.
PCCA services pharmacies who provide these compounded medications, giving them
training, recipes, and materials.[1] However, according to Science‐Based Medicine, "
the enthusiasm can outpace the evidence, and there may be a lack of evidence that
compounded products really are safe and effective."
The organization supported pharmacies in 2011 who were helping provide
alternatives to hydroxyprogesterone in an attempt to prevent early labor.[2] In 2014
the company acquired two manufactures and distributors of materials and
compounded medications.[3] They were sued in 2019 for providing the formulation
of an injection that caused 68 people to go blind. Wiki
https://oag.ca.gov/p...tice‐2013‐00836
FDA Court Case
Professional Compounding Centers of America shall not manufacture for sale in the
State of California, distribute into the State of California, or directly sell in the State
of California, any product listed in Environmental Research Center's September 13,
2013 notice of violation that exposes a person to a daily dose of lead more than 0.5
micrograms per day when the maximum suggested dose is taken as directed on the
product's label, unless each such product displays a clear and reasonable warning as
discussed in section 3 of the Stipulated Consent Judgment.
DavidfromTexas ‐ When I checked on the possibility of compounding the powder at a
nearby Pharmacy, the Pharmacist gave me the pricing rundown. It would only come
out to about 200/month for 1mg, I assume it would be more for 2mg and so on, but
not sure how much more.
The other option would be to have the compounding pharmacy simply divide the
doses of the beads for me, and if they were unable to use any of the original
capsules they would have to use others of similar design. But I am not even sure
they'd know whether they needed to be enteric or non‐enteric capsules.
I am not quite sure what I should do now. It seems to me that trying the powder
compound may be the best option at this point. I spoke to Dr Larsen today, she is the
Clinical Compounding Pharmacist at PCCA. She said that for the delayed‐release
option with the powder compound, the capsule would have to be enteric, and there
is an additional filler they use to help with slow‐release. It is called Methocell E4M.
She said it basically turns into a gel in order to help the meds slowly ooze out of the
dissolving capsule.
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Post Acute Withdrawal Syndrome (PAWS, Protracted
Withdrawal)
• Causes, Symptoms, Treatment
Individuals that have used any potent drug, particularly for a long‐term and/or at
high doses are known to experience significant short‐term withdrawal symptoms.
These symptoms may include things like dizziness, headaches, nausea, and vomiting.
Over time, they usually lessen in severity as the nervous system and physiology
adjusts to function without the presence of the drug.
Unfortunately, for many people the withdrawal period is not limited to a short‐term.
After the first couple weeks of discontinuation, individuals may find that their
symptoms fail to lessen in severity for weeks, months, or in rare cases – years
beyond when they were told they should be fully recovered from withdrawal. To add
to their frustration, many medical professionals either fail to inform their patients or
completely dismiss the possibility of protracted withdrawals.
This adds to the patient’s anxiety and often leads them to perceive that something
more serious is wrong (e.g. a brain tumor) when their dizziness persists for months.
Although it is important to always get a medical and neurological screening to rule
out the possibility of something more serious, if symptoms emerge upon
discontinuation from a drug – they are usually a result of withdrawal.

• What is post‐acute withdrawal syndrome (PAWS)?
Post‐acute withdrawal syndrome (PAWS) refers to withdrawal symptoms that persist
for an extended duration following drug discontinuation. Post‐acute withdrawals are
most commonly referenced among individuals discontinuing opioids. This is due to
the fact that during opiate withdrawal, individuals often endure intense short‐term
symptoms and think that their withdrawals will be over after they “weather the
storm.”
In many cases, the short‐term symptoms lessen, but never seem to go away. In some
cases, new symptoms may emerge and a person experiences long‐term functional
impairment. This long‐term impairment may last for weeks, but often persists for
months – and in some cases years – beyond the expected date of recovery.
The condition is not limited to those discontinuing opioids, it commonly occurs
among those discontinuing alcohol, benzodiazepines, antidepressants,
antipsychotics, and other psychoactive drugs. Although “post‐acute withdrawal
syndrome” is not recognized by the Diagnostic Statistical Manual of Mental
Disorders (DSM) or by any medical associations, to deny or dismiss its existence is
short‐sighted.
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https://www.ncbi.nlm.../pubmed/8097618
http://addictionsand...‐withdrawal.htm
http://addictions.ab...ndrome‐Paws.htm
http://www.arctreatm...rawal‐symptoms/
And many many more.
From Wikipedia, the free encyclopedia
Post‐acute‐withdrawal syndrome (PAWS), or the terms post‐withdrawal syndrome,
protracted withdrawal syndrome, prolonged withdrawal syndromes describe a set of
persistent impairments that occur after withdrawal from alcohol, opiaes,
benzodiazepines, antidepressants and other substances. Infants born to mothers
who used substances of dependence during pregnancy may also experience a post‐
acute withdrawal syndrome. While post‐acute withdrawal syndrome has been
reported by those in the recovery community, there have been few scientific studies
supporting its existence.[7] Because of this, the disorder is not recognized by the
Diagnostic and Statistical Manual of Mental Disorders or major medical associations.
Drug abuse, including alcohol and prescription drugs, can induce symptomatology
which resembles mental illness. This can occur both in the intoxicated state and
during the withdrawal state. In some cases these substance‐induced psychiatric
disorders can persist long after detoxification, such as prolonged psychosis or
depression after amphetamine or cocaine abuse. A protracted withdrawal syndrome
can also occur with symptoms persisting for months after cessation of use.
Benzodiazepines are the most notable drug for inducing prolonged withdrawal
effects with symptoms sometimes persisting for years after cessation of use. Severe
anxiety and depression are commonly induced by sustained alcohol abuse which in
most cases abates with prolonged abstinence. Even moderate alcohol sustained use
may increase anxiety and depression levels in some individuals. In most cases these
drug‐induced psychiatric disorders fade away with prolonged abstinence.
There is a theory called protracted withdrawal by the drs and post acute withdrawal
syndrome by the Detox Centers that treat benzo, alcohol and opium withdrawal.
I will use the term protracted withdrawal (PW)
Scientifically there are a fair number (2 dozen or so) medical research articles that
have shown that protracted withdrawal offers. The science shows that, depending
on the substance involved, the standard withdrawal lasts 2 weeks to 4 months for
the great majority of people and if it is bad enough it is treated with drugs BUT in
around 1‐4% of the people (depending on the study) the patients will develop PW.
This withdrawal typically lasts from 4 to 7 months of acute symptoms and then
slowly fades away by the end of two years.
Now the detox Centers claim that It lasts up to 2 years, is drug resistant (therefore
you need to check into one of their facilities during that time) and about 10% of the
people using these drugs have the PW. well I can understand why they have a higher
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percentage. who is going to a detox center but the very worse of the withdrawal
cases.
I spent a couple hours this afternoon looking at various forums and I would have to
say the subjective evidence would be like 2 to 5% experience this. I can think of
several members who easily took 1 to 2 years to get over the withdrawal.
Last note: Protracted withdrawal is a highly debated subject it is not recognized by
the DSMO or ANY medical association. The few researchers that have documented it
are often ridiculed. Most physicians believe it is just a return of symptoms.
http://www.cymbaltaw...mend#entry66238
PAWS is a term for protracted withdrawal
FH ‐ I just found an article which studied the long lasting effect of ssri withdrawal
symptoms. They noted that some of the psychological effects from the withdrawal
lasted up to a year. Based on this research the Wiki site states that "Most cases of
discontinuation syndrome last between one and four weeks, but a substantial
minority, perhaps up to 15% of users, have persistant withdrawal symptoms evident
one year post withdrawal." UP TO A YEAR? FOR REAL? 15% is a lot of people.

Probiotics
• Introduction
"Commonly claimed benefits of probiotics include the decrease of potentially
pathogenic gastrointestinal microorganisms, the reduction of gastrointestinal
discomfort, the strengthening of the immune system, the improvement of the skin's
function, the improvement of bowel regularity, the strengthening of the resistance
to cedar pollen allergens, the decrease in body pathogens, the reduction of
flatulence and bloating, the protection of DNA, the protection of proteins and lipids
from oxidative stress damage, and the maintaining of individual intestinal microbiota
in subjects receiving antibiotic treatment."

• Research
Probiotics are under considerable research, as the concept holds promise for human
health and well‐being, and corresponding commercial opportunities. Protection of
consumers requires health claims to be confirmed with sufficient scientific evidence.
Overall scientific demonstration of probiotic effects requires defining a healthy
microbiota and interactions between microbiota and host, and the difficulty to
characterize probiotic effectiveness in health and disease. Recent developments of
high‐throughput sequencing technology and the consequent progresses of
metagenomics represent a new approach for the future of probiotics research.
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Studies are examining whether probiotics affect mechanisms of intestinal
inflammation, diarrhea,or urogenital infections. Through 2012, however, in all cases
proposed as health claims to the European Food Safety Authority, the scientific
evidence remains insufficient to prove a cause and effect relationship between
consumption of probiotic products and any health benefit.
Research into the potential health effects of supplemental probiotics has included
the molecular biology and genomics of Lactobaccillus in immune function, cancer,
and antibiotic‐associated diarrhea, travellers' diarrhea, pediatric diarrhea,
inflammatory bowel disease, and irritable bowel syndrome. Testing of a probiotic
applies to a specific strain under study. The scientific community cautions against
extrapolating an effect from a tested strain to an untested strain.
Although research does suggests that the relationship between gut flora and humans
is a mutualistic relationship, very little evidence supports claims that probiotic
dietary supplements have any health benefits. Improved health through gut flora
modulation appears to be directly related to long‐term dietary changes.
In a 2009 blog post, one expert reasoned that preliminary clinical results exist for
some applications, such as treating diarrhea, but wider health benefits claimed by
probiotic proponents lack plausibility since the body's "ecosystem" is sufficiently
complex that adding a few bacteria is unlikely to have the claimed effect.
Accordingly, he reasoned, "the alleged health benefits of probiotics are often an
example of spin". Since then, there has been an increase in the body of scientific
evidence supporting the use of specific probiotics to improve health. Although the
body's complex microbial community is incompletely understood at present, there is
strong scientific consensus on the benefits of using of probiotics to address certain
medical states or conditions.
Claims that some lactobacilli may contribute to weight gain in some humans remain
controversial.

• Allergies
Probiotics are ineffective in preventing allergies in children, with the possible
exception of eczema.

• Diarrhea
Some probiotics are suggested as a possible treatment for various forms of
gastroenteritis, and a Cochrane Collaboration meta‐analysis on the use of probiotics
to treat acute infectious diarrhea based on a comprehensive review of medical
literature through 2010 (35 relevant studies, >4500 participants) reported that use of
any of the various tested probiotic formulations appeared to reduce the duration of
diarrhea by a mean of 25 hours, also noting, however, that "the differences between
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the studies may be related to other unmeasured and unexplored environmental and
host factors" and that further research was needed to confirm reported benefits.

• Antibiotic‐associated diarrhea
Some of the best evidence in support of probiotic health benefits is in the treatment
of antibiotic‐associated diarrhea (AAD). Antibiotics are a common treatment for
children, and 20% of antibiotic‐treated children develop diarrhea. AAD results from
an imbalance in the colonic microbiota caused by antibiotic therapy. Microbiota
alteration changes in carbohydrate metabolism, with decreased short‐chain fatty
acid absorption and osmotic diarrhea as a result. The preventive role of some
probiotics has been correctly assessed in randomized, controlled clinical trials. A
review assessing the work of 16 different studies representing the evaluation of
more than 3,400 patients concluded that the evidence gathered suggested a
protective effect of some probiotics in this condition. In adults, some probiotics
showed a beneficial role in reducing the occurrence of AAD. Another consequence of
antibiotic therapy leading to diarrhea is the overgrowth of potentially pathogenic
organisms such as Clostridium difficile.
Probiotic treatment might reduce the incidence and severity of AAD as indicated in
several meta‐analyses, For example, treatment with probiotic formulations including
L. rhamnosus may reduce the risk of AAD, improve stool consistency during
antibiotic therapy, and enhance the immune response after vaccination. However,
further documentation of these findings through trials is required to confirm specific
effects and obtain regulatory approval, which currently does not exist.
The potential efficacy of probiotic AAD prevention is dependent on the probiotic
strain(s) used and on the dosage. A Cochrane Collaboration systematic review, in
which 16 randomized clinical trials were analyzed, concluded that treatments with
less than 5000 million CFUs/day did not show a significant decrease of AAD.
However, patients treated with ≥5000 million CFUs/day (including L. rhamnosus and
Saccharomyces boulardii) had 60% lower relative risk (95%CI: 44–71%) of
experiencing AAD than untreated patients.
FH ‐ I do recommend that after anyone has a bad case of diarrhea that they take
probiotics every day for at least 7 days to reestablish the good bacteria in the
intestines.
A caution ‐ DO NOT take probiotics while on an antibiotic as the antibiotic will spend
its energy killing the probiotics instead of your infection.

• Lactose intolerance
Ingestion of certain active strains may help lactose‐intolerant individuals tolerate
more lactose than they would otherwise have tolerated.

• Cholesterol
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Preliminary human and animal studies have demonstrated the efficacy of some
strains of lactic acid bacteria (LAB) for reducing serum cholesterol levels, presumably
by breaking down bile in the gut, thus inhibiting its reabsorption (where it enters the
blood as cholesterol).
A meta‐analysis that included five double‐blind trials examining the short‐term (2–8
weeks) effects of a yogurt with probiotic strains on serum cholesterol levels found a
minor change of 8.5 mg/dL (0.22 mmol/L) (4% decrease) in total cholesterol
concentration, and a decrease of 7.7 mg/dL (0.2 mmol/L) (5% decrease) in serum LDL
concentration.
A slightly longer study evaluating the effect of a yogurt with probiotic strains on 29
subjects over six months found no statistically significant differences in total serum
cholesterol or LDL values. However, the study did note a significant increase in
serum HDL from, 50 to 62 mg/dL (1.28 to 1.6 mmol/L) following treatment. This
corresponds to a possible improvement of LDL/HDL ratio.
Studies specifically on hyperlipidemic subjects are still needed.

• Blood pressure
The consumption of probiotics may effect a modest benefit in helping to control high
blood pressure.

• Immune function and infections
Some strains of LAB may affect pathogens by means of competative inhibition (i.e.,
by competing for growth) and some evidence suggests they may improve immune
function by increasing the number of IgA‐producing plasma cells and increasing or
improving phagocytosis, as well as increasing the proportion of T lymphocytes and
natural killer cells. Clinical trials have demonstrated that probiotics may decrease the
incidence of respiratory‐tract infections and dental caries in children. LAB products
might aid in the treatment of acute diarrhea, and possibly affect rotavirus infections
in children and travelers' diarrhea in adults, but no products are approved for such
indications.
https://www.ncbi.nlm...les/PMC5801397/
The Microbiota and the Immune System
Being the largest interface between the body and the external environment, it is not
surprising that the gastrointestinal tract (GIT) is tightly associated and constantly in
communication with the immune system. Intestinal bacteria develop and regulate
the host immune system and the immune system affects the composition of the
intestinal microbiome [45]. In particular, the host immune system is responsible for
ensuring a beneficial microbiota composition controlling specific bacteria
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overgrowth, but also reacting to pathogenic bacteria or molecules meeting with the
intestinal barrier. In particular, the host immune system is responsible for ensuring a
beneficial microbiota composition controlling specific bacteria overgrowth, but also
reacting to pathogenic bacteria or molecules meeting with the intestinal barrier . The
interaction between immune system and pathogens is also regulated by
microorganisms that can directly interact with pathogenic bacteria or indirectly
stimulate the immune system to do the same. Gut homeostasis is therefore reached
and maintained when the immune system establishes an appropriate balance
between tolerance to commensal (not harmful), mutualistic (beneficial), and
opportunistic (pathogenic) bacteria [56]. This balance is consolidated only when the
immune system can communicate with the gut microbiota and a key player in this
cross‐talk process is a healthy intestinal barrier.
Bacteria with Antimicrobial Properties
Specific bacteria strains have been described to have antimicrobial properties usually
associated with secretion of peptides or molecules which enables them to compete
within the complex gut ecosystems. These molecules may protect the host against
infectious bacteria and favor the survival of commensal bacteria .
https://www.ncbi.nlm...pubmed/27447671
Toxin‐antitoxin (TA) systems are prevalent in bacteria. we present a review of the TA
systems described to date and their biological role in human pathogens belonging to
the ESKAPE group (Enterococcus faecium, Staphylococcus aureus, Klebsiella
pneumoniae, Acinetobacter baumannii, Pseudomonas aeruginosa and Enterobacter
spp.) and others of clinical relevance (Escherichia coli, Burkholderia spp.,
Streptococcus spp. and Mycobacterium tuberculosis). These species releaase toxins
when alive and/or when dead.
https://www.ncbi.nlm...les/PMC4566437/
Basically, what appears to be happening is that most patients have the wrong
bacteria in their gut and/or gut permeability control has been lost. This results in
unhealthy metabolites (“toxins”) from gut bacteria entering into circulation. In fact,
research has shown that up to one‐third of the small molecules in the blood come
from bacteria in the gut. Worse, however, is when a patient has overgrowth of
particularly unhealthy bacteria, especially Gram‐negative, the absorbed lipo‐
polysaccharides (LPS) are highly toxic with blood levels correlating with many chronic
diseases.
Endotoxins
According to Wikipedia, endotoxin is defined as “any toxin secreted by a
microorganism and released into the surrounding environment only when it dies.”
Technically in the research literature, only bacterial LPS are considered “endotoxins.”
LPS are the most studied and considered prototypic activators of innate immunity by
gut bacterial products. These LPS represent 80% of the cell‐wall mass of Gram‐
negative gut bacteria.
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Here we use the more clinically relevant broader definition of endotoxin as “any
metabolite or cell wall constituent released by gut bacteria that damages human
physiology,” because a surprising 25% to 33% of the small molecules in human blood
can be derived from gut bacteria. The effects of LPS and the many other endotoxins
from gut bacteria cause substantive and diverse physiological dysfunctions. When
endotoxins reach a high enough level in the blood, a threshold is reached called
metabolic endotoxemia. Once this threshold is reached, several strong, dose‐
dependent disease associations become apparent. There are many reasons for the
increased levels of endotoxins seen in modern civilizations. Less obvious, perhaps, is
stomach acid secretion suppression by proton‐pump inhibitors and H2 blockers. The
research is very clear that the use of these agents results in increased colonization of
the gut by Clostridium difficile, thus substantially increasing the release and
absorption of LPS.

• Helicobacter pylori
Some strains of LAB may affect Helicobacter pylori infections (which may cause
peptic ulcers) in adults when used in combination with standard medical treatments,
but no standard in medical practice or regulatory approval exists for such treatment.

• Inflammation
Some strains of LAB may modulate inflammatory and hypersensitivity responses, an
observation thought to be at least in part due to the regulation of cytokine function.
Clinical studies suggest they can prevent reoccurrences of inflammatory bowel
disease in adults, as well as improve mil1k allergies. How probiotics may influence
the immune system remains unclear, but a potential mechanism under research
concerns the response of T lymphocyts to proinflammatory stimuli.

• Irritable bowel syndrome and colitis
Probiotics may help people with irritable bowel syndrome, although uncertainty
remains around which type of probiotic works best, and around the size of the
effect.
No good evidence indicates taking probiotics helps maintain remission from
ulcerative colitis.
FH ‐ I had IBS with D for nearly 40 years. During that time I worked on diet, meds,
homeopathic and pharmaceutical ways of controlling g it. I am now IBS free for 6
years.
Diet changes were based on journals I kept of what bothered me and what did not. I
also began eating 6 very small meals a day.
I have not ate out in 10 years.
I eat foods that promote serotonin production. Primarily white poultry meats.
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No hot or cold drinks, Luke warm water only. NO acidic food at all. No fat diet.
A good probiotic twice a day. (big help)
No sugars of any type including fruit.
High fiber diet.
I no longer take any medication.
I established a menu for each day of the week and have ate that every week since
then and my stomach is solid as a rock.
FH ‐ I took dicyclomine (prescription) which helped some and also took Imodium
which seemed to be more effective BUT if not careful I would become constipated.
TFL ‐ I have just recently been prescribed a drug called Hyoscyamine Sulphate which
is a substiture for Levsin (very expensive!) and helps (IBS) a great deal.
Caution ‐ Hyoscyamine Sulphate makes patients extremely sensitive to heat
stroke/heat exhaustion. Incompatible with antihistamines and tricyclic
antidepressants.

• Necrotizing enterocolitis
Several clinical studies provide evidence for the potential of probiotics to lower the
risk of necrotizing enterocolitis (NEC) and mortality in premature infants. One meta‐
analysis indicated that probiotics reduce all‐cause mortality and risk of having NEC
by more than 50% compared with controls.

• Vitamin production
Probiotic treatment has been studied as a means of addressing maladies associated
with vitamin deficiency, e.g., of Vit K, folic acid, and Vit B 12.

• Eczema
Probiotics are commonly given to breast‐feeding mothers and their young children
to prevent eczema, but some doubt exists over the strength of evidence supporting
this practice.

• Bacterial Vaginosis
Probiotic treatment of bacterial vaginosis is the application or ingestion of bacterial
species found in the healthy vagina to cure the infection of bacteria causing bacterial
vaginosis. This treatment is based on the observation that 70% of healthy females
have a group of bacteria in the genus Lactobacillus that dominate the population of
organisms in the vagina. Currently, the success of such treatment has been mixed
since the use of probiotics to restore healthy populations of Lactobacillus has not
been standardized. Often, standard antibiotic treatment is used at the same time
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that probiotics are being tested. In addition, some groups of women respond to
treatment based upon ethnicity, age, number of sexual partners, pregnancy, and the
pathogens causing bacterial vaginosis. In 2013, researchers found that
administration of hydrogen peroxide producing strains, such as L. acidophilus and L.
rhamnosus, were able to normalize vaginal pH and rebalance vaginal flora,
preventing and alleviating bacterial vaginosis.

• Side effects
In some situations, such as where the person consuming probiotics is critically ill,
probiotics could be harmful. In a therapeutic clinical trial conducted by the Dutch
Pancreatitis Study Group, the consumption of a mixture of six probiotic bacteria
increased the death rate of patients with predicted severe acute pancreatitis.
In a clinical trial aimed at showing the effectiveness of probiotics in reducing
childhood allergies, researchers gave 178 children either a probiotic or a placebo for
the first six months of their lives. Those given the probiotic were more likely to
develop a sensitivity to allergens.
Some hospitals have reported treating Lactobacillus septicemia, which is a
potentially fatal disease caused by the consumption of probiotics by people with
lowered immune systems or who are already very ill.
Probiotics taken orally can be destroyed by the acidic conditions of the stomach. A
number of microencapsulation techniques are being developed to address this
problem.
One 2009 paper cited a 2007 study in chickens as a support for causally linked
probiotic products such as yogurts with obesity trends. However, this is contested as
the link to obesity, and other health‐related issues with yogurt may link to its dairy
and calorie attributes.
Some experts are skeptical on the efficacy of many strains and believe not all
subjects will benefit from the use of probiotics.

• Member Discussions
http://www.cymbaltaw...rove#entry45197
It begins on post #68 and continues to post #73.
Info and discussion on probiotics.
http://www.cymbaltaw...ics/?hl=improve
Great Details on benefits of probiotics.

• Probiotic and Serotonin
https://www.ncbi.nlm...pubmed/28607543
After probiotic supplementation, we observed a significant increase in concentration
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of serum serotonin (P = .008) and a decreased level of tryptophan in plasma.
https://www.ncbi.nlm...les/PMC5102282/
Summary of the effects of pro and prebiotics on psychiatric functions.
https://www.huffingt...4b064e1b4b3a842
A layman's summary of the effects of pro and prebiotics on psychiatric functions.
https://www.ncbi.nlm...pubmed/25470391
https://www.ncbi.nlm...pubmed/24554471
https://www.ncbi.nlm...pubmed/20974015
https://www.ncbi.nlm...pubmed/21983070
https://www.ncbi.nlm...pubmed/25879690
https://www.ncbi.nlm...pubmed/23384445
and many more

• Psychiatric Conditions
An overabundance of bad bacteria in the GI system leaves toxic byproducts called
lipopolysaccharides which destroy the brain cells that make dopamine. Therefore a
good probiotic should be used.
Probiotic and Serotonin
https://www.ncbi.nlm...pubmed/28607543
After probiotic supplementation, we observed a significant increase in concentration
of serum serotonin (P = .008) and a decreased level of tryptophan in plasma.
https://www.ncbi.nlm...les/PMC5102282/
Summary of the effects of pro and prebiotics on psychiatric functions.
https://www.huffingt...4b064e1b4b3a842
A layman's summary of the effects of pro and prebiotics on psychiatric functions.
https://www.ncbi.nlm...pubmed/25470391
https://www.ncbi.nlm...pubmed/24554471
https://www.ncbi.nlm...pubmed/20974015
https://www.ncbi.nlm...pubmed/21983070
https://www.ncbi.nlm...pubmed/25879690
https://www.ncbi.nlm...pubmed/23384445
and many more

• Bacterial Endotoxins
https://www.ncbi.nlm...les/PMC5801397/
The Microbiota and the Immune System
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Being the largest interface between the body and the external environment, it is not
surprising that the gastrointestinal tract (GIT) is tightly associated and constantly in
communication with the immune system. Intestinal bacteria develop and regulate
the host immune system and the immune system affects the composition of the
intestinal microbiome [45]. In particular, the host immune system is responsible for
ensuring a beneficial microbiota composition controlling specific bacteria
overgrowth, but also reacting to pathogenic bacteria or molecules meeting with the
intestinal barrier. In particular, the host immune system is responsible for ensuring a
beneficial microbiota composition controlling specific bacteria overgrowth, but also
reacting to pathogenic bacteria or molecules meeting with the intestinal barrier . The
interaction between immune system and pathogens is also regulated by
microorganisms that can directly interact with pathogenic bacteria or indirectly
stimulate the immune system to do the same. Gut homeostasis is therefore reached
and maintained when the immune system establishes an appropriate balance
between tolerance to commensal (not harmful), mutualistic (beneficial), and
opportunistic (pathogenic) bacteria [56]. This balance is consolidated only when the
immune system can communicate with the gut microbiota and a key player in this
cross‐talk process is a healthy intestinal barrier.
Bacteria with Antimicrobial Properties
Specific bacteria strains have been described to have antimicrobial properties usually
associated with secretion of peptides or molecules which enables them to compete
within the complex gut ecosystems. These molecules may protect the host against
infectious bacteria and favor the survival of commensal bacteria.
https://www.ncbi.nlm...pubmed/27447671
Toxin‐antitoxin (TA) systems are prevalent in bacteria. we present a review of the TA
systems described to date and their biological role in human pathogens belonging to
the ESKAPE group (Enterococcus faecium, Staphylococcus aureus, Klebsiella
pneumoniae, Acinetobacter baumannii, Pseudomonas aeruginosa and Enterobacter
spp.) and others of clinical relevance (Escherichia coli, Burkholderia spp.,
Streptococcus spp. and Mycobacterium tuberculosis). These species releaase toxins
when alive and/or when dead.
https://www.ncbi.nlm...les/PMC4566437/
Basically, what appears to be happening is that most patients have the wrong
bacteria in their gut and/or gut permeability control has been lost. This results in
unhealthy metabolites (“toxins”) from gut bacteria entering into circulation. In fact,
research has shown that up to one‐third of the small molecules in the blood come
from bacteria in the gut. Worse, however, is when a patient has overgrowth of
particularly unhealthy bacteria, especially Gram‐negative, the absorbed lipo‐
polysaccharides (LPS) are highly toxic with blood levels correlating with many chronic
diseases.
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Endotoxins
According to Wikipedia, endotoxin is defined as “any toxin secreted by a
microorganism and released into the surrounding environment only when it dies.”
Technically in the research literature, only bacterial LPS are considered “endotoxins.”
LPS are the most studied and considered prototypic activators of innate immunity by
gut bacterial products. These LPS represent 80% of the cell‐wall mass of Gram‐
negative gut bacteria.
Here we use the more clinically relevant broader definition of endotoxin as “any
metabolite or cell wall constituent released by gut bacteria that damages human
physiology,” because a surprising 25% to 33% of the small molecules in human blood
can be derived from gut bacteria. The effects of LPS and the many other endotoxins
from gut bacteria cause substantive and diverse physiological dysfunctions. When
endotoxins reach a high enough level in the blood, a threshold is reached called
metabolic endotoxemia. Once this threshold is reached, several strong, dose‐
dependent disease associations become apparent. There are many reasons for the
increased levels of endotoxins seen in modern civilizations. Less obvious, perhaps, is
stomach acid secretion suppression by proton‐pump inhibitors and H2 blockers. The
research is very clear that the use of these agents results in increased colonization of
the gut by Clostridium difficile, thus substantially increasing the release and
absorption of LPS.

• Probiotics & Mental Health
https://www.ncbi.nlm...pubmed/31144383
The role of inflammation and the gut microbiome in depression and anxiety.
Abstract
The study of the gut microbiome has increasingly revealed an important role in
modulating brain function and mental health. In this review, we underscore specific
pathways and mechanisms by which the gut microbiome can promote the
development of mental disorders such as depression and anxiety. First, we review
the involvement of the stress response and immune system activation in the
development of depression and anxiety. Then, we examine germ‐free murine
models used to uncover the role of the gut microbiome in developing and
modulating pertinent activity in the brain and the immune system. We also
document multiple pathways by which stress‐induced inflammation harms brain
function and ultimately affects mental health, and review how probiotic and
prebiotic treatments have shown to be beneficial. Lastly, we provide an overview of
gut microbiome‐derived compounds (short‐chain fatty acids, tryptophan catabolites,
microbial pattern recognition) and related mechanisms (vagal nerve activity and
fecal microbiota transplants) involved in mediating the influence of the gut
microbiome to mental health. Overall, a picture of the gut microbiome playing a
facilitating role between stress response, inflammation, and depression, and anxiety
is emerging. Future research is needed to firmly establish the microbiome's causal
role, to further elucidate the mechanisms by which gut microbes influence brain
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function and mental health, and to possibly develop treatments that improve mental
health through microbiotic targets.
https://www.ncbi.nlm...pubmed/31825083
Tryptophan Metabolism: A Link Between the Gut Microbiota and Brain.
Abstract
The gut‐brain axis (GBA) is a bilateral communication network between the
gastrointestinal (GI) tract and the central nervous system. The essential amino acid
tryptophan contributes to the normal growth and health of both animals and
humans and, importantly, exerts modulatory functions at multiple levels of the GBA.
Tryptophan is the sole precursor of serotonin, which is a key monoamine
neurotransmitter participating in the modulation of central neurotransmission and
enteric physiological function. In addition, tryptophan can be metabolized into
kynurenine, tryptamine, and indole, thereby modulating neuroendocrine and
intestinal immune responses. The gut microbial influence on tryptophan metabolism
emerges as an important driving force in modulating tryptophan metabolism. Here,
we focus on the potential role of tryptophan metabolism in the modulation of brain
function by the gut microbiota. We start by outlining existing knowledge on
tryptophan metabolism, including serotonin synthesis and degradation pathways of
the host, and summarize recent advances in demonstrating the influence of the gut
microbiota on tryptophan metabolism. The latest evidence revealing those
mechanisms by which the gut microbiota modulates tryptophan metabolism, with
subsequent effects on brain function, is reviewed. Finally, the potential modulation
of intestinal tryptophan metabolism as a therapeutic option for brain and GI
functional disorders is also discussed.
https://www.ncbi.nlm...pubmed/31711278
Biomarkers in Drug Free Subjects with Depression : Correlation with Tryptophan.
Results show that levels of TRP, Se, Vit D, Mg, and serotonin were decreased in the
depressed patient when compared to normal subjects. There is a direct correlation
between TRP and Vit D, and TRP and Se while the inverse correlation between TRP
and Mg, and TRP and serotonin in depressed subjects. The association among TRP
and other biomarkers is non‐significant.

• Probiotics & Histamine
Some information on probiotics and histamine production/effects. One of the things
that surprised me is that nearly all species of probiotics can produce antihistamines
or act as an H1 receptor agonist. It should be noted that there are dozens of strains
of each probiotic species. For example Bifidobacterium longum has genetic strains
that produce no histamines, some that do and others that are only direct agonists of
H1 receptors or even have no direct interaction with any aspect of histamine
production or receptors. This would make your quest to find probiotics that are not
involved with the histamine system nearly impossible.
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6213508/
Probiotics in Autoimmune and Inflammatory Disorders
Probiotics and other nicrobial agents activation of the intestinal histamine‐2
receptor.
Histamine produced by L. reuteri 6475 interacts with H2 presented on intestinal
epithelial cells and macrophages to reduce levels of proinflammatory cytokines (TNF‐
α, MCP‐1, and IL‐12).
Histamine signaling. The tolerogenic effects of lactobacilli are very strain‐ and
metabolite‐dependent. For example, a L. rhamnosus strain that secretes low levels
of histamine is immunosuppressive, whereas a L. saerimneri strain secreting high
histamine levels induces gut inflammation. In a series of studies, L. reuteri ATCC PTA
6475 (L. reuteri 6475) was found to differ from the sister strain L. reuteri 17938, in
that L. reuteri 6475 makes histamine. Histamine is produced by L. reuteri 6475 via
the action of histidine decarboxylase (HDC). Its production of histamine suppresses
TNF‐α synthesis in vitro . Gao et al. showed that L. reuteri 6475 has anti‐
inflammatory effects in the trinitrobenzoate (TNBS) model of colitis via a mechanism
dependent on intestinal histamine‐2 receptor signaling. A mutant L. reuteri 6475
strain lacking HDC did not suppress TNBS‐induced colitis in mice; furthermore, the
anti‐inflammatory effect of L. reuteri 6475 was dependent on the histamine H‐2
receptor on intestinal cells [111]. This HDC‐dependent gene effect may be of
relevance to colorectal carcinoma, which, interestingly, is more prevalent in humans
deficient in HDC. As a proof of concept, L. reuteri 6475, when administered in a
Hdc−/− mouse model of colon cancer, suppressed tumor size and number,
presumably by its synthesis of histamine.
https://www.ncbi.nlm...les/PMC5809336/
Gut Microbe–Mediated Suppression of Inflammation‐Associated Colon
Carcinogenesis by Luminal Histamine Production
Administration of hdc+Lactobacillus reuteri in the gut resulted in luminal hdc gene
expression and histamine production in the intestines of Hdc−/− mice.
Note ‐ There is a number of research papers showing similar results for this species
of probiotic.
https://www.ncbi.nlm.nih.gov/pubmed/29153882
Identification of probiotic effector molecules: present state and future
perspectives.
We show examples of well‐documented probiotic effector molecules in Lactobacillus
and Bifidobacterium strains, including surface‐located molecules such as specific pili,
S‐layer proteins, exopolysaccharides, muropeptides, as well as more widely
produced metabolites such as tryptophan‐related and histamine‐related
metabolites, CpG‐rich DNA, and various enzymes such as lactase and bile salt
hydrolases.
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https://www.ncbi.nlm...les/PMC6656559/
Probiotics in Disease Prevention and Treatment
Different strains of the same species of Probiotics produce different levels of
histamine production or even no histamine production. They may not even effect
histamine but may be a H1 receptor agonist.

Prebiotics
...and been going through the info here you have provided.
The paper that refers to prebiotics cites the paper kmrekl found as one of "very few"
studies. It does however draw reference to a potential benefit of neuroplasticity.
Although the interesting finding is the reduction in waking cortisol response ‐ "The
cortisol awakening response (CAR) is an increase between 38% and 75% in cortisol
levels peaking 30–45 minutes after awakening in the morning".
Therefore it is thought to reduce the "vigilance" with which one reacts to these
responses, as it states "Overall, then, psychobiotics may exert their beneficial effects
on mood through modulation of neural networks associated with emotional
attention."
Note however this only applied to the B‐GOS (trans‐galactooligosaccharide), which
according to other studies works very well on GI issues such as bloating, flatulence
and so forth;
https://www.ncbi.nlm...pubmed/30109908
Wait... just found one reference to reduction in anxiety here;
https://www.scienced...ligosaccharides
So whilst there is still very limited evidence for the reduction in symptoms by
comparison to probiotics, the one to go for if you were going to give it a try would be
BIMUNO;
https://www.amazon.c...MUNO/s?k=BIMUNO
However, given the choice, I would opt for probiotics purely for the abundance of
additional research available. Of course, there is always the option of taking both,
but again, I do not know enough about this ‐ surely it would be like having 2 anti‐
virus programs on your computer, one would be just overdoing what the first one
should do...

Repetitive Transcranial Magnetic Stimulation (rTMS)
Transcranial magnetic stimulation (TMS) is a method in which a changing magnetic
field is used to cause electric current to flow in a small region of the brain via
electromagnetic induction. During a TMS procedure, a magnetic field generator, or
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"coil", is placed near the head of the person receiving the treatment. The coil is
connected to a pulse generator, or stimulator, that delivers a changing electric
current to the coil.

• Anxiety
Left DLPFC rTMS stimulation reduced the anxiety bias effect or how to restore the
positive memory processing in high‐anxiety subjects.
Reduced anxiety
https://www.ncbi.nlm...pubmed/24081515
[Repetitive transcranial magnetic stimulation (rTMS) for anxiety disorders‐‐a possible
therapeutic option?].
Beneficial
https://www.ncbi.nlm...pubmed/25659132
Repetitive transcranial magnetic stimulation ameliorates anxiety‐like behavior and
impaired sensorimotor gating in a rat model of post‐traumatic stress disorder.
Helped
https://www.ncbi.nlm...pubmed/24278088
Repetitive Transcranial Magnetic Stimulation (rTMS) to Treat Social Anxiety Disorder:
Case Reports and a Review of the Literature.
Helped
https://www.ncbi.nlm...pubmed/22528734
rTMS stimulation on left DLPFC affects emotional cue retrieval as a function of
anxiety level and gender.
Helped
https://www.ncbi.nlm...pubmed/20599325
Baseline 'state anxiety' influences HPA‐axis sensitivity to one sham‐controlled HF‐
rTMS session applied to the right dorsolateral prefrontal cortex.
Inconclusive
https://www.ncbi.nlm...pubmed/21631403
The value of repetitive transcranial magnetic stimulation (rTMS) for the treatment of
anxiety disorders: an integrative review.
No conclusive evidence it helps.
https://www.ncbi.nlm...pubmed/24923343
Repetitive transcranial magnetic stimulation (rTMS) to treat refractory panic disorder
patient: a case report.
Helped
https://www.ncbi.nlm...pubmed/23683151
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Repeated transcranial magnetic stimulation on dorsolateral prefrontal cortex
improves performance in emotional memory retrieval as a function of level of
anxiety and stimulus valence.
"might limit" anxiety
https://www.ncbi.nlm...pubmed/24757668
Does rTMS alter neurocognitive functioning in patients with panic
disorder/agoraphobia? An fNIRS‐based investigation of prefrontal activation during a
cognitive task and its modulation via sham‐controlled rTMS.
No benefit
https://www.ncbi.nlm...pubmed/26843373
Better than treated as usual: Transcranial magnetic stimulation augmentation in
selective serotonin reuptake inhibitor‐refractory obsessive‐compulsive disorder,
mini‐review and pilot open‐label trial.
2/3 of current ssri treated group showed further improvement.
https://www.ncbi.nlm...pubmed/25565694
Repetitive transcranial magnetic stimulation over the dorsolateral prefrontal cortex
for treating posttraumatic stress disorder: an exploratory meta‐analysis of
randomized, double‐blind and sham‐controlled trials.
"seems to be effective and acceptable for treating PTSD"
https://www.ncbi.nlm...pubmed/18572984
A preliminary study of fMRI‐guided rTMS in the treatment of generalized anxiety
disorder.
Effective.

• Depression
https://www.ncbi.nlm...pubmed/22653158
Low‐frequency rTMS over right dorsolateral prefrontal cortex in the treatment of
resistant depression: cognitive improvement is independent from clinical response,
resting motor threshold is related to clinical response.
42.9% showed an improvement in depression.
https://www.ncbi.nlm...m=Choi KM, rTMS
The effects of 3 weeks of rTMS treatment on P200 amplitude in patients with
depression.
Helped
https://www.ncbi.nlm...pubmed/23291399
Are neuroticism and extraversion associated with the antidepressant effects of
repetitive transcranial magnetic stimulation (rTMS)? An exploratory 4‐week trial.
Decreases depression.
https://www.ncbi.nlm...pubmed/25683231
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Durability OF the antidepressant effect of the high‐frequency repetitive transcranial
magnetic stimulation (rTMS) In the absence of maintenance treatment in major
depression: a systematic review and meta‐analysis of 16 double‐blind, randomized,
sham‐controlled trials.
Slightly helpful
https://www.ncbi.nlm...pubmed/23928104
Antidepressant efficacy of high and low frequency rTMS at 110% of motor threshold
versus sham stimulation over left prefrontal cortex.
Helps

• Anxiety and depression
https://www.ncbi.nlm...m=White D, rTMS
Repetitive transcranial magnetic stimulation for treatment of major depressive
disorder with comorbid generalized anxiety disorder.
Helpful for both Anxiety AND depression.
Dozens and dozens of other articles which also showed it helped some, inconclusive,
use as additional therapy. and didn't help. Really a mixed bag.

• Members Comments
One member has actually tried this procedure for anxiety. His treatments lasted 6
weeks and he stated there was no sign of improvement. A second member tried this
method and did not find it helpful plus developed a lot of side effects.

ECT ‐ Electroconvulsive therapy
Electroconvulsive therapy (ECT), formerly known as electroshock therapy, and often
referred to as shock treatment, is a psychiagtric treatment in which seizures are
electrically induced in patients to provide relief from mental disorders. Wiki
https://www.mayoclin...ut/pac‐20393894
Mayo Clinic overview of ECT. Not used for anxiety.
https://www.ncbi.nlm...pubmed/25830809
A clinically significant improvement was observed for 10 (77%) adolescents receiving
ECT for treatment‐resistant depression.
https://www.ncbi.nlm...pubmed/23291702
Electroconvulsive therapy may improve symptoms of comorbid body dysmorphic
disorder along with mood improvement in treatment‐resistant depressive disorder.
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https://www.ncbi.nlm...pubmed/23349112
reduction of depressive symptomatology was significantly more pronounced in the
ECT group over the rTMS group.
Very limited research

• Members Comments
3 members mention having had ECT but don't really mention the final success or
failure.
SK8mama ‐ Did you go through with the ECT? Did you qualify for it with the BP II? I
did ECT in 2016. I had been hospitalized for severe depression, and my depression is
treatment resistant and had many medication failures. ECT also did not work for me,
and it has some cognitive side effects, and I had increased paranoia and anxiety. But
it also did not help that for one of my treatments, I was not fully under anesthesia
and was awake and remember portions of it, so I ended up with PTSD.

Feedback Mechanisms
• Neurofeedback
Neurofeedback (NFB), also called neurotherapy or neurobiofeedback, is a type of
biofeedback that uses real‐time displays of brain activity—most commonly
electroencephalography (EEG), to teach self‐regulation of brain function. Typically,
sensors are placed on the scalp to measure activity, with measurements displayed
using video displays or sound.
Juli ‐ when i reinstated from cold turkey but was feeling like crap for 8 weeks i started
neurofeedback and it really helped. it seemed to get my brain back on track and
helped with the nausea and anxiety. might be worth a try.
ThisMoment ‐ Taking your temperature with a thermometer is a form of
biofeedback. You can listen to your heartbeat via a stethoscope and actually cause it
to slow down‐ that's an example of neurofeedback.
Neurofeedback or neurobiofeedback‐ There is a "normal" pattern of brain activity for
a person's gender and age. There are a number of different EEG brain signatures for
depression, ADD, and anxiety (for example), and your EEG is compared to those‐‐ this
is called a Quantitative Electroencephalogram or QEEG. Then it's determined what
type of neurofeedback therapy would benefit you most. You are hooked up to the
machine via scalp probes, and on a screen you view brainwave representative
patterns with which you interface and alter directly. Do it enough (practice) and your
brain changes.
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This technology has supporters and critics. I don't know enough about it to offer
criticism of the service, but I do think that when you include the whole body and all of
your senses in real situations when training your brain, the result is always authentic,
profound, and long‐lasting.
Xanaxul ‐ This is basically what neurofeedback does: to use the "gates" to our brain,
that our senses are, to try the reshaping of discrete regions thus "normalizing" brain
functions.
In my opinion, despite the "scientific apparel" it is clothed (EEG responses to the
positive or negative stimuli, pinpointing of the brain areas...) it has not much
advantages, over any other empirical methods (including the century old ones) that
may be used to influence brainwave entrainment, brain connections reshaping or the
volume and density of brain areas involved in cognition, mood and emotion
processing.
But again, this is just my opinion.
We know so little about how our brain works, that I guess for the moment: "if it
makes you feel better do it" has to be the motto.
ThisMoment ‐ Here's a concern: The process of discontinuation will change your
brain, and some of the progress achieved via the neurofeedback may be lost (or
irrelevant) due to the changing landscape of your brain. Perhaps consider reducing or
stopping the neurofeedback sessions until you are free and clear of the re‐
construction project in your brain. Then go back in with a more stable platform.
Greenpurple ‐ You are right‐ Neurofeedback is so expensive! I am blessed to be able
to afford some of it. And so is Cymbalta/Duloxetine. No wonder folks are so mad!!
Now that I've begun the neurofeedback road, I am so excited to see what is possible
getting off my medsor reducing. I'm curious if I've been experiencing some of the side
effects you all have been experiencing without knowing it. I've already forked out
quite a bit of money (inheritance) and so can't afford unlimited neurofeedback but
want to go off Cymbalta sloooooooowly, like everyone here has recommended. I
went down from 90 to 60mg, no prob. Then started pellet counting as so many have
recommended. I've cut down 10% each month (very sloooowwwww). Now I am down
to 153 pellets and am quite proud of that! And I'm feeling great.
I think I may be cutting down too slowly if I am doing neurofeedback. At this rate, it
would take me 360 more sessions (neurofeedback 2x per week and cutting 10% each
month)!!!! That is absolutely impossible financially. Even twice as fast isn't a
possibility (180 sessions)!
Does anyone have an idea how quickly I could cut down with minimal withdrawals
while doing neurofeedback???
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Geff ‐ I have to say the Neurofeedback made a HUGE change in my outlook! I am
FINALLY able to concentrate and focus (which is important as I'm a computer
programmer).
Just in case you (or anyone else reading your blog) isn't familiar with Neurofeedback,
here's a quick description:
My therapist hooks up some sensors to my head and a computer program reads the
electrical signals my brain is producing. It does NOT send any signals, shocks, etc....
just reads what my brain is doing. When my brain produces signals that are good, the
computer goes *BING*. I guess my brain likes that because it starts trying to make it
go *BING* more. The end result is that my brain is "trained" to work the way it
should.
It was so cool the first session when she hooked me up and told me what she was
seeing (I have a screen, too, to see what the program is reading). She was able to
compare my brain activity to that of a "normal" brain and describe why I felt so down
and had so much trouble focusing.
The only side‐effects I've had are:
1. a very slight headache that goes away shortly after the treatment
2. better mood
3. better concentration
4. better productivity
Juli ‐ I just wanted to add that I found neurofeedback to be super helpful when I was
going through withdrawl. I went twice a week and it kind of "fixed my brain" a bit
and helped a lot with the anxiety. I ended up needing 28 sessions.

• Biofeedback
Guest_crushynn ‐ A couple weeks after starting Cymbalta I started seeing a
nutritionist & biofeedback person which has helped me soooo much as far as energy,
focus, digestion, mood & weight. I noticed the Cymbalta wasn't working as well after
a couple months & since I was doing so well with biofeedback & supplements, I
decided to wean off Cymbalta about 3 weeks ago. I was only taking 30mg/ day to
begin with so the withdrawals are amazing to me.
Imdone ‐ In the meanwhile, consider meditation to give you control over anxiety.
Biofeedback (covered by insurance) is another way to control anxiety.

• Research
https://www.ncbi.nlm...pubmed/29432505
Psychiatr Pol. 2017 Dec 30;51(6):1095‐1106. doi: 10.12740/PP/68919. Epub 2017
Dec 30.
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The use of EEG Biofeedback/Neurofeedback in psychiatric rehabilitation.
Its psychiatric applications for clinically diagnosed disorders include treatmentof
depression, anorexia, dyslexia, dysgraphia, ADD, ADHD, schizophrenia, abuse of
substances, neuroses, PTSD, and Alzheimer's disease. Research results imply that the
neuromodulating effect of the therapy positively influences cognitive processes,
mood, and anxiety levels. Positive effects of EEG Biofeedback confirm usefulness of
this method as a main or auxiliary method in treatment of people with mental
disorders. On the basis of conducted studies, it is worthwhile to consider inclusion of
this method into the comprehensive neurorehabilitation activities.
https://www.ncbi.nlm...pubmed/28236680
Behav Res Ther. 2017 May;92:32‐40. doi: 10.1016/j.brat.2017.02.002. Epub 2017 Feb
20.
Frontal alpha asymmetry neurofeedback for the reduction of negative affect and
anxiety.
The asymmetry group showed an increase in alpha asymmetry driven by higher
alpha at the right site (p < 0.001), as well as a coherent reduction in both negative
affect and anxiety symptoms (ps < 0.05), from pre‐to post‐training. No training‐
specific modulation emerged for positive affect and depressive symptoms. These
findings provide a strong rationale for the use of frontal alpha asymmetry
neurofeedback for the reduction of negative affect and anxiety in clinical settings.
https://www.ncbi.nlm...pubmed/25411662
Neurofeedback and Biofeedback for Mood and Anxiety Disorders: A Review of the
Clinical Evidence and Guidelines – An Update [Internet].
Source
Ottawa (ON): Canadian Agency for Drugs and Technologies in Health; 2014 Aug.
CADTH Rapid Response Reports.
CONCLUSIONS AND IMPLICATIONS FOR DECISION OR POLICY MAKING
Similar to the original CADTH review, evidence regarding the use of biofeedback for
treatment of post‐traumatic stress disorder or depression came mostly from pilot
and exploratory studies with preliminary analyses ranging in size from 11 to 100
participants. HRV biofeedback was commonly evaluated in the newer clinical trials,
and it was found to be associated with improvement in PTSD symptoms and
depression symptoms: in one systematic review of patients with posttraumatic
stress disorder, HRV biofeedback therapy was not shown to be better than
unspecified usual treatment, but in an observational study of depressive patients, it
had statistically significant benefit over usual care (such as morning exercise and
social activities). One RCT implied the possible clinical benefits of HRV biofeedback
therapy over a sham control in patients with depression; however a statistically
significant between‐group difference was not detected in this small patient group.
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Furthermore, the clinical relevance of an observed between‐group difference was
uncertain due to the lack of minimal clinically important difference for the employed
clinical scales. No evidence on the use of biofeedback or neurofeedback in patients
with generalized anxiety disorder was identified. Compelling evidence from larger
scale randomized controlled trials with alternative therapies as the comparator is
still needed to confirm the potential of biofeedback and neurofeedback, and to
develop guidelines regarding the use of these non‐pharmacological and non‐invasive
modalities for the treatment of mood and anxiety disorders.
Several more research articles exist. Most are of small small size and conflicting
results.

NAMI ‐ National Alliance on Mental Illness
NAMI is a mental illness support organization which provides education, support
groups and advice to mental illness patients and their families, churches and schools.
Some offices will recommend psychiatrists and psycologists.
https://www.nami.org/
Organization's Website

• Area Agencies for Aging
As a result of the 1973 amendments to the federal Older Americans Act (OAA),
states were required to divide their state into planning and service areas, and to
designate Area Agencies on Aging (AAA) to develop and implement programs and
services for older persons at the local level.
My local agency can provide medical devices for loan without charge. Also provide
assistance to disabled and older adults who need help with cooking, house cleaning,
taken to the drs, listening/companionship and so much more. Depending on the
need their may be no charge for surfaces (if they have enough volunteers) or a
minimal hourly fee. They also have special programs for the disabled, mentally ill,
home bound, veterans and will help with referals to other local support agencies
including financial aide groups.

Peripheral neuropathy
https://www.cymbalta...upplementation/
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Sk8rmama24 ‐I did some research, found a few recommended vitamins, minerals,
supplements, etc, so I thought I would share some of what I have found.

• Omega 3 Supplements
I have taken these before, and researched the optimal doses and formulations for
Omega 3s as they related to being used to augment treatment for depression or
ADHD. This supplement also seems to help with brain zaps from what I have read on
other forums. The ratio of EPA/DHA has been examined and found to be pretty
important in the overall efficacy of the supplement. These are the two Omega 3
supplements I have selected for 1) most cost effective, 2) most potency in smallest
possible dosage, 3) optimal EPA/DHA ratio and 4) least fishy smell and burpless. I
prefer the Bioscience Nutrition brand. I am sure there are other good formulations
available, but these are ones I use.
• Bioscience Nutrition (now Arazo Nutrition) Triple Strength Omega 3 Fish Oil:
2250mg omega 3s (1200mg EPA/900mg DHA) ‐ 3 softgels
• Bronson Omega 3 Fish Oil Triple Strength: 2720mg (1250mg EPA/ 488mg DHA) ‐ 2
softgels

• Neurovascular Support/Nerve Health/Brain Health Supplements
There are a variety of supplements out there formulated for nerve health and to
ease neuropathy. I did a search for recommended and effective supplements and
looked up information regarding each component of a neuro‐health supplement.
The top most recommended components include:
• alpha lipoic acid (generally safe evaluated dose for neuropathy‐600mg)
• benfotiamine (B1 vitamin) (generally safe evaluated dose‐ 300‐600mg)
• acetyl L‐carnitine (generally safe evaluated dose ‐ 500mg)
• N‐acetyl Cysteine (1200mg 1‐2 times a day, start lower and increase)
• resveratrol (dose clinically evaluated from 500‐1000mg, side effects at higher
doses)
• evening primrose oil (recommended dose‐500mg)
• curcumin (recommended dose‐ 500‐1000mg, start lower and increase, do not take
within 4 hours of medications, multiple precautions)
The different formulations also contain B vitamin, calcium, magnesium, chromium,
glucosamine, etc. Dosages and ingredients really vary by manufacturer, and I am still
researching the most cost effective formulation in this category, I will post my
findings later. Before taking any formulated supplement, ALWAYS READ THE
INGREDIENTS AND DOSES! There is such a broad array of formulations, some contain
subtherapeutic doses, some contain an excess in doses, and if you take multiple
supplements or vitamins, double check the total dose you are consuming with all
supplements because many formulations contain B, D, C, calcium, magnesium. Some
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excess vitamin or mineral may be excreted as unused waste, but some become toxic
at higher doses or require blood concentration monitoring.
https://www.salubrainous.com has a good and easy to read explanation, scientific
references, and precautions for various supplements. I found it useful.

• Vitamins and Minerals
There are also some recommended vitamins and minerals for neuro, immune and
metabolism/mithochondrial health.
• B vitamins
• B1, B2, B3, B5, B6, B7, B9, B12 (may interact with certain medications, verify
interactions)
• Combination (B1, B6, B12) helps relieve neuropathic pain (B6 is toxic at 1000mg
per day, must use less than 100‐200mg per day)
• B12 can reverse neuropathy and support clinical recovery (dose range 20‐1840mcg
cyanocobalamin or 4‐1500mg methylcobalamin)
• D Vitamins (D2, D3)
• supplementation is only beneficial for deficiency. do not supplement long‐term as
it may cause toxicity
• maintain calcium and magnesium levels
• 1000‐2000IU per day, more than 2000IU and blood levels should be monitored
• D3 is preferred over D2
• Magnesium
• combination with B, C, E and Zinc (also omega 3s) help alleviate neuropathy
• dose range 250‐500mg start lower and increase
• dose differs based on type (magnesium oxide, magnesium citrate, magnesium
gluconate, etc.)
• magnesium oxide has less absorption and bioavailability
• magnesium citrate also used as a laxative
• most common side effect is laxative due to nonabsorption, choose type that works
for you
• interacts with many medications, verify interactions
I am still selecting vitamin and mineral brands. Vitamin C + Zinc is an available
formulation as well as a Calcium+Magnesium+Zinc+D3 formulation. I need to check
formulation concentrations and compare the costs of buying a formulated mix to the
cost of buying each supplement as a stand‐alone.
I am also stopping my usual multivitamin to prevent possible overdose on any of the
above listed supplements. I am creating a supplement regimen specifically to
alleviate the neuropathy and withdrawal symptoms I am experiencing with the
duloxetine taper. Once I have completely stopped duloxetine and my neuropathy
has improved, I will return to my previous supplement regimen of a multivitamin and
Omega 3. I use the Twice‐Per‐Day multivitamin by LifeExtension, it is the most
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potent and broad spectrum multivitamin I found containing recommended doses for
the majority of vitamins and minerals, plus some super‐food extract combinations.
When verifying potential drug interactions when using supplements, also check to
see if there are any physiological interactions. Some supplements will decrease
blood sugar which is a concern for diabetics, or decrease blood pressure, or have an
anti‐coagulant effect and increase the possibility of bleeding. Make sure to inform
your doctor, and when having surgery, it is recommended to stop using most
supplements for at least 2 weeks prior to the surgery. Also check supplements for
compatibility, as some are powerful antioxidants, and if used with other
antioxidants, the doses should be reduced.
Sk8rmama24 ‐ (update) ‐ I ended up stopping everything that was non‐essential and
holding my duloxetine reduction plan because of some of the issues I was having. Still
haven't figured out the cause of any of it though. Been to the urgent care and ER
more times than I would like, and still nothing. I call the cardiologist tomorrow to get
the results from the heart monitor I wore for a weekend. Now I have a referral to a
neurologist though, last time I was in the ER they called it an atypical migraine that
didn't respond to anything. Never knew a migraine could make your neck so stiff it
wouldn't move, I was worried I had meningitis.
FH ‐ A good deal of work there Sk8.

• Notes
Omega 3 ‐ Good info. There is also enteric coated Omega 3 to help avoid stomach
upset.

Neurovascular
B1 ‐ Note ‐ Use of thiamine supplements may increase gaba concentrations in the
brain but it may also increase acetylcholine. This may account for the variety of
responses by members.
B1 (thiamine) is the most active form is thiamine pyrophosphate (TPP), a coenzyme
in the breakdown of sugars and amino acids. Synthetically thiamine is usually
marketed as thiamin hydrochloride or thiamin mononitrate and is a made from
Grewe diamine (a coal tar derivative) processed with ammonia and other chemicals.
Vitamin B1 toxicity is very rare but supplements can lower other vitamins.
B3 ‐ The FDA does not recommend the taking of vitamin B3 supplements due to its
toxic effects on the liver if taken over the RDA.
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Taking niacin also might worsen allergies, gallbladder disease and symptoms of
certain thyroid disorders. If you have diabetes, niacin can interfere with blood
glucose control. Use niacin with caution if you have the complex form of arthritis
gout. Niacin can cause an excess of uric acid in the blood (hyperuricemia), putting
you at risk of gout. (Mayo Clinic)
B5 ‐ Extremely high doses have been found to produce panic attacks. Synthetic
pantothenic acid is processed with formaldehyde (a strong cancer causing agent. It
exists in 2 other forms; pantotheno and calcium pantothenate.
B6 ‐The RDA is 1 – 3 mg/day. Doses of pyridoxine in excess of the RDA over long
periods of time result in painful and ultimately irreversible neurological problems.
There are 7 forms; Pyridoxine (most common), Pyridoxine 5'‐phosphate, Pyridoxal,
Pyridoxa 5'‐phosphate, the metabolically active form (sold as 'P‐5‐P' vitamin
supplement) Pyridoxamine (PM), Pyridoxamine 5'‐phosphate (PMP) and 4‐Pyridoxic
acid (PA). Due to its half life of up to 25 days it is easy to buildup toxic amounts in the
blood stream. Vitamin B6 toxicity is on the rise in the USA. The FDA recommends
that supplementation does not exceed 3 mg per day with blood tests every 6
months.
Vitamin B6 Toxicity
Note ‐ A search of vitamin B6 supplements on Amazon shows that many
supplements currently on the market are well above the recommended dietary
allowances. The long half life (see below) allows for toxic levels to build rapidly.
Cin ‐ a good mult‐vitamin, but don't overdo it on the B vitamins (even though they
are water soluble, I actually got vit. B6 toxicity and that caused some nerve issues
that I'm not sure will ever completely reverese),
FH ‐ My wife developed Vitamin B6 toxicity by taking a stress tab with 5 mg dose
once a day for several years. The dr said it would take her 6 months to recover and
that recovery may not be complete.
https://www.ncbi.nlm.nih.gov/pubmed/6308447
We describe seven adults who had ataxia and severe sensory‐nervous‐system
dysfunction after daily high‐level pyridoxine (vitamin B6) consumption. Four were
severely disabled; all improved after withdrawal. Weakness was not a feature of this
condition, and the central nervous system was clinically spared. Although
consumption of large doses of pyridoxine has gained wide public acceptance, this
report indicates that it can cause sensory neuropathy or neuronopathy syndromes
and that safe guidelines should be established for the use of this widely abused
vitamin.
https://www.ncbi.nlm.nih.gov/books/NBK114313/
Half‐Life is 15 to 24 days.
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https://www.ncbi.nlm.nih.gov/pubmed/3041185
Pyridoxine neuropathy.
A case of sensory neuropathy in a young woman due to long‐term ingestion of
pyridoxine, with subsequent recovery, is described. Pyridoxine neuropathy may
occur after the long‐term ingestion of doses as low as 200 mg a day. Because of its
widespread use in the community, both the general public and the medical
community need to be aware of this recently described complication of megavitamin
therapy.
https://www.ncbi.nlm.nih.gov/pubmed/3630649
A newly recognized neurotoxic syndrome due to pyridoxine (B6) overdose is
described. It is the largest series of B6 intoxication hitherto reported. A raised serum
B6 level was present in 172 women of whom 60% had neurological symptoms, which
disappeared when B6 was withdrawn and reappeared in 4 cases when B6 was
restarted. The mean dose of B6 in the 103 women with neurological symptoms was
117 +/‐ 92 mgs, compared with 116.2 +/‐ 66 mgs in the control group. There was a
significant difference (P less than 0.01) in the average duration of ingestion of B6 in
the neurotoxic group of 2.9 +/‐ 1.9 years compared with 1.6 +/‐ 2.1 years in controls.
The symptoms were paraesthesia, hyperaesthesia, bone pains, muscle weakness,
numbness and fasciculation, most marked on the extremities and predominantly
bilateral unless there was a history of previous trauma to the limb. These women
were taking a lower dose of B6 than previously described (1,2), which may account
for the complete recovery within 6 months of stopping B6.
https://www.ncbi.nlm.nih.gov/pubmed/25056196
Vitamin B9 (folate) ‐ Alcohol interferes with folate absorption. It also increases folate
excretion through the urine.
D3 ‐ May cause constipation, nausea and vomiting as these are symptoms of an
allergic reaction that require immediate medical attention. If taking vit d3 you should
have your calcium and D3 levels checked each 6 months. Long term use can cause
hypercalcemia (too high calcium levels and low magnesium levels
(hypomagnesaemia).
Vitamin C ‐ Sensitivity to Vitamin C is fairly common with doses of 200 or more mg
per day causing heart pounding, cardiac arrhythmias and flushing. Two of our
members have experienced that condition.
Vitamin E ‐ Supplementation may lower Vitamin K levels in the body which should be
routinely monitored.
Magnesium ‐ Supplementation can cause a decrease in calcium leading to
hypocalcemia. Calcium and magnesium levels should be checked every 12 months if
using supplements.
The most readily absorbed for is amino acid chelate magnesium. It is also very easy
on the stomach and the risk of diarrhea is low.
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Zinc ‐ Excess zinc...
• Zinc may accumulate and cause acute kidney injury.
• Those with haemochromatosis may absorb larger amounts of zinc.
• Various pesticides contain zinc salts.
• Compounds used to make paints, rubber and dyes may also contain zinc.
• Zinc absorption from dandruff shampoos and denture creams. (numerous lawsuits
pending)
• Supplements, Increasing in occurrence.
• People taking large amounts of iron supplementation (iron can interfere with zinc
absorption).
Sk8rmama24 ‐ I will also include a recommendation that any supplement regimen
that is being changed or started should be done so conservatively. I am not going to
begin all supplements at once, that is never recommended, usually the approach is
take 1 type of new supplement (no more than 2) at a time for a week or two, to
determine potential side effects or issues that could arise. Plus many of the
supplement doses I researched come with the recommendation to start with a low
dose and increase over time, so this will be an involved process.
Brilliant idea. I follow what the old time drs called the "tea cup/teaspoon" method.
Yes, I am that old. Basically it goes....If the dr prescribes that you take a teacup full
just start with a teaspoon full and slowly work your way up. And as an scientist we
were always taught in college never change two things at once. If something goes
bad, or even improves, you won't know which one was responsible.

Adrenal Insufficiency
"Adrenal insufficiency is a condition in which the adrenal glands do not produce
adequate amounts of steroid hormones, primarily cortisol; but may also include
impaired production of aldosterone (a mineralocorticoid), which regulates sodium
conservation, potassium secretion, and water retention. Craving for salt or salty
foods due to the urinary losses of sodium is common." ‐ Wiki
First of all it is a condition not a disease. Just like a headache from a brain tumor
would be considered a condition while the tumor would be considered the causative
disease.

• Symptoms
"Signs and symptoms include: hypoglycemia, dehydration, weight loss, and
disorientation. Additional signs and symptoms include weakness, tiredness,
dizziness, low blood pressure that falls further when standing (orthostatic
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hypotension), cardiovascular collapse muscle aches, nausea, vomiting, and diarrhea."
Wiki
There are three major types of adrenal insufficiency.
• Primary adrenal insufficiency is due to impairment of the adrenal glands.
• 80% are due to an autoimmune disease called Addison's disease or autoimmune
adrenalitis.
• One subtype is called idiopathic, meaning of unknown cause.
• Other cases are due to congenital adrenal hyperplasia or an adenoma (tumor) of
the adrenal gland.
• Secondary adrenal insufficiency is caused by impairment of the pituatary gland or
hypothalamus. Its principal causes include pituatary adenoma and Sheehan's
syndrome, which is associated with impairment of only the pituitary gland.
• Tertiary adrenal insufficiency is due to hypothalmic disease and a decrease in the
release of corticotropin releasing hormone (CRH). Causes can include brain tumors
and sudden withdrawal from long‐term exogenous steroid use (which is the most
common cause overall).
There are a series of tests that can be run for this condition as well as pituitary or
hypothalmis conditions.
I could find no medical research linking adrenal insufficiency to anxiety but found
several linking it to depression.

Adrenal Fatigue
• Definition
Adrenal Fatigue or hypoadrenia is a fictious condition believed in alternative
medicine, to be the state when adrenal glands are exhausted and unable to produce
adequate quantities of hormones, primarily the glucocorticoid cortisol, due to
chronic stress or infections. Adrenal fatigue should not be confused with actual
forms of adrenal dysfunction such as adrenal insufficiency or Addison's disease. ‐
Wiki

• Dr. Tracy
http://www.cymbaltaw...tion#entry61576
Information on Dr. Tracy and adrenal fatique.
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Treatment Resistant Anxiety/Depression
Also known as Dysthemia.
https://www.ncbi.nlm...pubmed/27244871
Since SSRIs and other new antidepressant agents entered the market the possibilities
to treat depression improved substantially but 25‐35 percent of major depressives
do not respond even to the second antidepressant trial but the rate of patients who
are resistant after the third and fourth adequate antidepressant trial are around only
15‐25 and 10 percent, respectively.
http://journal.front...2013.00146/full
Using these criteria, several studies, including the naturalistic STAR*D study, have
shown that only one third of MDD patients receiving ADs achieve complete
remission after a single AD trial. The remission rate reaches up to 60% after four
trials, but the probability of remission drops significantly after the failure of two
consecutive AD trials. Moreover, early improvement predicts sustained response and
remission. Consequently, the concept of treatment‐resistant depression (TRD) was
proposed to describe depressive conditions that did not reach sufficient remission
after treatment.
https://www.ncbi.nlm...pubmed/25439852
Treatment‐resistant anxiety disorders: A literature review of drug therapy strategies.
https://www.ncbi.nlm...pubmed/25110830
Clinical effectiveness of interventions for treatment‐resistant anxiety in older people:
a systematic review.
https://www.ncbi.nlm...les/PMC4928674/
Anxiety disorders are highly prevalent mental disorders with the potential to be
persistently disabling if not treated. Both psychotherapy and pharmacotherapy (PT)
have demonstrated their treatment efficacy. Nevertheless, almost 30%–60% of
patients continue to be symptomatic after outpatient management.
https://www.ncbi.nlm...pubmed/27175543
AUGMENTATION STRATEGIES FOR TREATMENT‐RESISTANT ANXIETY DISORDERS: A
SYSTEMATIC REVIEW AND META‐ANALYSIS.
http://www.psychiatr...ic‐perspectives
Although effective treatments are available, such as the SSRIs and cognitive‐
behavioral therapy (CBT), it is estimated that in about 40% of patients, anxiety
disorders are partially or completely resistant to first‐line treatment.1 The
underlying causes of such high rates of treatment resistance are unclear, but these
patients are likely to pose a major challenge for psychiatrists, since most first‐line
treatments are administered by nonpsychiatric physicians, whereas refractory
anxiety disorders are the domain of psychiatrists.
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http://www.psychiatr...article/385638/
According to a review of treatment‐resistant anxiety published in the journal
Molecular Psychiatry, only about 60% of patients with anxiety respond to front‐line
treatments. Up to 30% of patients may be treatment resistant.
FYI, In the new DSM‐5, dysthymia is replaced by persistent depressive disorder
(PDD).
https://www.ncbi.nlm...pubmed/21536001
These results support the utility of certain antidepressants (tricyclics, nefazodone) in
treating depression in patients with comorbid alcohol use disorders. More data on
the use of newer antidepressants, including the SSRIs, for this select patient
population are needed.
https://www.ncbi.nlm...pubmed/21190638
Individuals with CMDD and dysthymic disorder share many sociodemographic
correlates, comorbidity patterns, risk factors, and course. Individuals with chronic
depressive disorders, especially those with dysthymic disorder, continue to face
substantial unmet treatment needs.
Translation, hard to treat.
https://www.ncbi.nlm...pubmed/25177490
Duloxetine at relatively high doses showed moderate efficacy in elderly patients with
dysthymic disorder.
Not exactly a good choice for treatment.
https://www.ncbi.nlm...pubmed/21527126
This study states that antidepressants in geneneral are as effective or more effective
against dysthymia than against major depressive disorder.
There are so many articles on the use of antidepressants to treat dysthymia. Some
say one AD works and the next one says it doesn't. Articles specifically addressing
dysthymia usually comment that AD use can be effective but is very hit and miss.
They usually state that dysthymia patients go through trials of many medications
before being successful. Here is a good one....
https://www.ncbi.nlm...pubmed/21154393
Second‐generation antipsychotics for major depressive disorder and dysthymia.
"Quetiapine was more effective than placebo treatment. Aripiprazole and quetiapine
and partly also olanzapine and risperidone augmentation showed beneficial effects
compared to placebo. Some evidence indicated beneficial effects of low‐dose
amisulpride for dysthymic people. Most SGAs showed worse tolerability."
When they say "more effective than placebo" they are indicating an improvement
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but usually not substantial. And "Most SGAs showed worse tolerability." means the
other treatments made the dysthymia worse.
https://www.ncbi.nlm...pubmed/23389382
Use of Cymbalta not effective for dysthymia.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4008298/
Innov Clin Neurosci. 2014 Mar‐Apr; 11(3‐4): 24–28.
Published online Mar‐Apr 2014.
Identification and Treatment of Antidepressant Tachyphylaxis
https://www.ncbi.nlm...pubmed/31655377
J Affect Disord. 2020 Jan 15;261:221‐229. doi: 10.1016/j.jad.2019.10.005. Epub 2019
Oct 9.
Socio‐demographic and clinical risk factors of treatment‐resistant depression: A
Danish population‐based cohort study.
Indicators of disease severity (recurrent depression (adjusted HR (aHR) 1.17 (1.14‐
1.20)), severity of depression (aHR 2.01 (1.95‐2.08)), admission to a psychiatric ward
(aHR 2.03 (1.96, 2.10)) were strong risk factors. Aged 65‐84 (aHR 1.96 (1.83‐2.10)),
lost labor market affiliation ((aHR 1.12 (1.08, 1.16)), cohabiting (aHR 1.27 (1.23,
1.30)), comorbid anxiety (aHR 1.18 (1.10‐1.27)), insomnia (aHR 1.27 (1.06‐1.51)),
migraine (aHR 1.42 (1.16‐1.73)) and use of psychotropic drugs was also associated
with higher rates of TRD.
https://www.ncbi.nlm...pubmed/31058543
J
Child
Adolesc
Psychopharmacol.
10.1089/cap.2019.0006. Epub 2019 May 6.

2019

Jun;29(5):386‐391.

doi:

L‐methylfolate Augmentation to Antidepressants for Adolescents with Treatment‐
Resistant Depression: A Case Series.
Abstract
Despite antidepressant treatment, some patients continue to experience significant
symptoms of depression. Literature has demonstrated modest benefit of folate
supplementation in treatment‐resistant depression among adults, though evidence
is lacking in the pediatric population. This case series describes 10 adolescents (mean
age 14.4 ± 2.8 years) with treatment‐resistant depression prescribed adjunctive l‐
methylfolate (LM). The patient population was predominantly female (80%),
Caucasian (90%), with an average of three comorbid psychiatric diagnoses, and
failures of three psychotropic medications before starting LM. The majority of
patients (80%) had a single mutation among the two methylene tetrahydrofolate
reductase (MTHFR) gene variants evaluated (50% A1298 AC; 30% C677 CT),
indicating reduced MTHFR activity. Eighty percent of patients demonstrated
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improvement in depression, anxiety, and irritability. Overall, LM was well tolerated.
These cases suggest that LM as an adjunct to antidepressant treatment may be a
safe and effective strategy for managing treatment‐resistant depression in pediatric
patients.

Blood Brain Barrier
Brain Areas Without a Blood Brain Barrier
All areas of the brain do not have a blood‐brain barrier. The structures located at
strategic positions in the midline of the ventricular system and lack the BBB are
collectively referred to as circumventricular organs (CVOs). In these non‐barrier
regions, the tight junctions between endothelial cells are discontinuous thus
allowing entry of molecules. Many of these areas participate in hormonal control.
Areas of brain without a blood‐brain barrier
Pituitary gland
http://www.ncbi.nlm..../pubmed/2571183
biogenic amines, including the catecholamines (norepinephrine, dopamine and
epinephrine), serotonin, acetylcholine and gamma‐aminobutyric acid (GABA).
Median eminence
http://www.ncbi.nlm....les/PMC2929984/
The median eminence is a very unusual neural structure: although it contains nerve
terminals and glial cells, it is virtually devoid of synapses and it has structural
properties that distinguish it from other brain regions. We provide information
about the molecular, anatomical and physiological features of the median eminence,
and their age‐related changes. The hypothalamic system controlling reproduction
through the release of the gonadotropin‐releasing hormone (GnRH) peptide from
nerve terminals in the median eminence. The hypothalamic‐pituitary‐gonadal (HPG)
axis of females includes GnRH cells and terminals in hypothalamus; the pituitary
gonadotropes which produce the gonadotropins, luteinizing hormone (LH) and
follicle‐stimulating hormone (FSH); and the ovary, which produces steroid
(particularly estradiol and progesterone) and protein hormones. All of the HPG levels
must function normally for reproduction to occur, and during aging, each of these
levels undergoes changes that may conribute to reproductive dysfunction and
ultimately failure.
Area postrema
Chemoreception
The area postrema, one of the, circumventricular organs detects toxins in the blood
and acts as a vomit‐inducing center. The area postrema is a critical homeostatic
integration center for humoral and neural signals. Recent studies have implicated its
function as a chemoreceptor trigger site for vomiting in response to emetic drugs. It
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is a densely vascularized structure that lacks tight junctions between endothelial
cells, thereby allowing it to detect various toxins in the blood as well as in the
cerebrospinal fluid.
Autonomic Regulation
The area postrema position outside of the blood brain barrier makes this particular
region of the medulla a key player in the autonomic control of various physiological
systems, including the cardiovascular system and the systems controlling feeding
and metabolism. A recent study has indicated the existence of prolactin‐binding sites
specific to the area postrema. The result of the current study has implicated the area
postrema as a prolactin target area at which vascular prolactin has the ability to
openly associate with neuronal components. Prolactin is a peptide hormone known
in lower animals to play a significant role in osmoregulation, originally functioning to
influence electrolyte balance, and may now be believed to stimulate reproductive
behaviors such as the water‐drive before ovoposition in amphibians and lactation in
mammals. Another recent study found that the administration of angiotensin II
causes a dose‐dependent increase in the arterial blood pressure without producing
considerable changes in the heart rate. Evidence from this study reveals that the
change in the arterial blood pressure depends on the integrity of the area postrema
and that this site partially contributes to the action of angiotensin.
Preoptic recess
Molecules like dopamine stimulate cells in this portion of the preoptic area, and
when stimulated, these neurons regulate male sexual behavior. Animal studies have
shown that stimulation results in copulation behavior and the release of compounds
like gonadotropin‐releasing hormone. Higher dopamine stimulation is seen in
response to testosterone levels, as well as by sensory stimulation, such as the
presence of a female.
Paraphysis
Pineal gland
The pineal gland, also known as the pineal body, conarium or epiphysis cerebri, is a
small endocrine gland in the vertebrate brain. It produces the serotonin derivative
melatonin, a hormone that affects the modulation of sleep patterns in the circadian
rhythms and seasonal functions
Unlike much of the rest of the mammalian brain, the pineal gland is not isolated
from the body by the bloodrain barrier system; it has profuse blood flow, second
only to the kidney.
Endothelium of choroid plexus
The choroid plexus plays a wide range of roles in brain development, maturation,
aging process, endocrine regulation, and pathogenesis of certain neurodegenerative
diseases [1]. The choroid plexuses consist of a single layer of epithelial cells enclosing
a vascular core that together form the blood‐cerebrospinal fluid barrier [2]. The
choroidal capillary is a single layer of endothelial cells interrupted by “pores” which
exhibit a diaphragm between the lumen and the interstitial space. Study shows that
choroid plexus endothelial cells express high Glut1 glucose transporter [3]. The high
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glucose transport densities in choroids plexus endothelial cells is consistent with the
suggestion that choroids epithelial and endothelial cells provide a metabolic work
capability for maintaining ionic gradients and secretory functions across the blood‐
cerebrospinal fluid barriers.
Neurotransmitter across BBB
http://www.jci.org/a...canned‐page/145
Transport of hormones across BBB
http://www.ncbi.nlm....8?dopt=Abstract
Small amounts of glutamate cross bbb.
http://www.ncbi.nlm....1?dopt=Abstract
Small amounts of glutamate cross bbb.
http://www.ncbi.nlm....9?dopt=Abstract
Glutamate across bbb

http://www.ncbi.nlm....7?dopt=Abstract
Glutamate across bbb
http://ajpcell.physi...pe2=tf_ipsecsha
Glutamate across bbb
http://www.ncbi.nlm....les/PMC3001209/
Melatonin passes through bbb.
Common Neurotransmitters
Chem. Family Transmitter Name Does it cross BBB Reference
Small: Amino acids (Arg)Agmatine Yes http://www.ncbi.nlm....pubmed/15028571
Small: Aminoacids Aspartate Limited http://articles.merc...ain‐health.aspx
Small: Amino acids Glutamate (glutamic acid) Limited to moderate See Notes
Small: Amino acids Gamma‐aminobutyric acid No
Small: Amino acids Glycine Limited http://www.ncbi.nlm....books/NBK28180/
Small: Amino acids D‐ serine Limited http://www.sciencedi...197018612001027
Small: Acetylcholine Acetylcholine No http://the‐medical‐d...e_article_5.htm
Small: Monoamine (Phe/Tyr)Dopamine No
Small: Monoamine (Phe/Tyr)Norepinephrine (noradrenaline)
Minimal http://www.ncbi.nlm....v/pubmed/961901
Small: Monoamine (Phe/Tyr)Epinephrine (adrenaline) No
Small: Monoamine (Trp)Serotonin (5‐hydroxytryptamine) 1 – 2% if brain seratonin
low. http://www.life‐enha...cts‐and‐fiction
Small: Monoamine (Trp)Melatonin Yes http://www.ncbi.nlm....les/PMC3001209/
Small: Trace amine (Phe)Phenethylamine
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Yes http://www.ncbi.nlm....v/pubmed/408734
Small: Trace amine (Phe)N‐methylphenethylamine Unk
Small: Trace amine (Phe/Tyr)Tyramine No http://www.ncbi.nlm..../pubmed/6492942
Small: Trace amine (Phe/Tyr)Octopamine Unk
Small: Trace amine (Phe/Tyr)Synephrine Yes
http://www.ncbi.nlm....86/#!po=8.33333
Small: Trace amine (Phe/Tyr)3‐methoxytyramine No
Small: Trace amine (Trp)Tryptamine Yes http://www.ncbi.nlm....pubmed/21628792
Small: Trace amine (Trp)Dimethyltryptamine Yes
Small: Diamine (His)Histamine Unk
NeuropeptidesN‐Acetylaspartylglutamate Moderate Riveros, N.; Orrego, F. (1984).
"A study of possible excitatory effects of N‐acetylaspartylglutamate in different in
vivo and in vitro brain preparations". Brain Research 299 (2): 393–395.
doi:10.1016/0006‐8993(84)90727‐3. PMID 6145497.
PP: Gastrins Gastrin Unk
PP: Gastrins Cholecystokinin No http://en.wikipedia....Cholecystokinin
PP: Neurohypophyseals Vasopressin Yes http://www.ncbi.nlm..../pubmed/2364078
PP: Neurohypophyseals Oxytocin No http://psychcentral....xytocin/0001386
PP: Neurohypophyseals Neurophysin I Unk
PP: Neurohypophyseals Neurophysin II Unk
PP: Neuropeptide Y Neuropeptide Y Yes http://ajpendo.physi...tent/276/3/E479
PP: Neuropeptide Y Pancreatic polypeptide
Yes http://www.sciencedi...09130579400412C
PP: Neuropeptide Y Peptide YY Moderate http://www.sciencedi...471489204001602
PP:OpioidsCorticotropin (adrenocorticotropic hormone)
Yes http://www.researchg...d‐brain_barrier
PP: Opioids Enkephaline Yes http://www.cs.columb...brain/text.html
PP: Opioids Dynorphin Yes http://www.sciencedi...196978112004202
PP: Opioids Endorphin Minimal http://en.wikipedia.org/wiki/Endorphin
PP: Secretins Secretin Yes http://www.ncbi.nlm....pubmed/15134484
PP: Secretins Motilin Unk
PP: Secretins Glucagon Unk
PP: Secretins Vasoactive intestinal peptide
Yes http://www.sciencedi...196978103000597
PP: Secretins Growth hormone‐releasing factor
No http://www.ncbi.nlm....pubmed/10392357
PP: Somatostatins Somatostatin Yes http://www.ncbi.nlm....les/PMC1573221/
SS: Tachykinins Neurokinin A Unk
SS: Tachykinins Neurokinin B Unk
SS: Tachykinins Substance P Yes
http://www.ncbi.nlm....pubmed/16729222
PP: Other Bombesin Moderate http://www.sciencedi...19697819090064C
PP: Other Gastrin releasing peptide No
http://www.sciencedi...006899304017974
Other Anandamide Yes http://addiction‐dir...‐marijuana.html
Other 2‐Arachidonoylglycerol Unk
Other 2‐Arachidonyl glyceryl ether Yes http://www.northeast...arch/index.html
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Other ''N''‐Arachidonoyl dopamine poor http://www.sciencedi...471489202000061
Other Virodhamine Unk
Other Adenosine triphosphate Some http://davislab.med....ain‐barrier‐bbb
Other Adenosine Yes http://jpet.aspetjou...ontent/268/1/14

Brain Zaps
http://www.ncbi.nlm....les/PMC3733524/
http://www.ncbi.nlm....489/pdf/405.pdf
http://www.bmj.com/c...nt/331/7520/824
http://pb.rcpsych.org/content/29/6/219
These are things that previous members have reported good success with in
controling brain zaps.
Dramamine, Meclizine, Rugby Travel Med (Meclizine plus phenylalanine)
The Rugby travel med is probably your best bet.
Also, have you had your blood sugar checked recently? Low blood sugar can lead to
this condition.
I checked the medical journals and there is no mention of a treatment for this, only
that it is a symptom of many withdrawals.
I did find this one medical journal article that mentioned that "brain shiver" (another
name for brain zaps) has been treated with Atomoxetine.
https://www.ncbi.nlm...les/PMC3733524/
A Case of Amelioration of Venlafaxine‐Discontinuation “Brain Shivers” With
Atomoxetine

Genetics
Anxiety and Depression Genes
https://www.ncbi.nlm...pubmed/25801102
Optimizing treatments for anxiety by age and genetics.
Abstract
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This paper highlights recent human neuroimaging and cross‐species developmental
and genetic studies that examine how fear regulation varies by age and the
individual, especially during the period of adolescence, when there is a peak in the
prevalence of anxiety disorders. The findings have significant implications for
understanding who may be at risk for anxiety disorders and for whom, and when, an
exposure‐based therapy may be most effective. We provide proof of concept for
targeting treatment to the individual as a function of age and genetics, inferred from
mouse and human studies, and suggest optimization of treatment for
nonresponders.
https://www.ncbi.nlm...pubmed/25106036
Are there depression and anxiety genetic markers and mutations? A systematic
review.
https://www.ncbi.nlm...pubmed/24390875
https://www.ncbi.nlm...pubmed/25350786
https://www.ncbi.nlm...pubmed/25262417
https://www.ncbi.nlm...pubmed/25251027
https://www.ncbi.nlm...pubmed/25547397
https://www.ncbi.nlm...pubmed/23986266
https://www.ncbi.nlm...pubmed/25249351
http://www.webmd.com...ponse‐to‐stress
Summarizes research on a depression gene.
http://www.psycholog...‐disorder‐fkbp5
Anxiety Gene
http://www.ncbi.nlm....les/PMC3181835/
Research on a anxiety gene.
http://www.livestron...ession‐anxiety/
Genes as a factor for anxiety & depression.
http://www.ncbi.nlm....pubmed/23627963
Emotional Gene study on 4 year old children.
http://www.ncbi.nlm....les/PMC3285424/
Genetic Testing in Psychiatry: A Review of Attitudes and Beliefs
https://www.psycholo...ssion‐treatment
http://onlinelibrary....20251/abstract
Genetic screening for SSRI drug response among those with major depression: great
promise and unseen perils
http://www.psychiatr...iatric‐practice

558

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

Genetic Testing for Psychiatric Disorders: Its Current Role in Clinical Psychiatric
Practice
This is all the treatment details I could find but I can't say I feel warm and fuzzy about
these results. Just not enough known yet.
SLC6A4 in the L(A)/S form
This form cause depression and depression.
Patients (especially of european descent) tend not to respond to ssri and as such
treatment is more likely to succeed if a non‐ssri AD is used.
BDNF Val/Met gene
A cause of bipolar disorder.
Lithium and valproate (Depakote) responses better in Val/Met gene than other BDNF
genes.
This gene morph did not alter the effectiveness rate of Effexor.
This gene type usually predicts that antipsychotics are ineffective.
COMT Met/Met gene
Individuals With COMT Variant Show Exaggerated Reaction to Aversive Stimuli
venlafaxine (Effexor)and lamotrigine ( Lamictal) have been used successfully to treat
this condition.
By itself Effexor has limited effectiveness.
This gene may lead to ADHD and can usually be treated with low dose
amphetamines but usually suffer adverse reactions.
Creates higher amounts of dopamine in the frontal cortex.

Phantosmia
[Phantosmia (phantom smell), also called an olfactory hallucination, is smelling an
odor that is not actually there.]
https://www.ncbi.nlm...pubmed/24122320
Olfactory cocainization is not an effective long‐term treatment for phantosmia.
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Phantosmia, the perception of an odor when there are no odorants in the
environment, can be a very debilitating symptom. In the 1960s, Zilstorff reported
olfactory distortions could be treated by the topical application of a cocaine solution
to the olfactory epithelium. In evaluating this treatment, we observed no long‐term
benefit using cocaine on 6 patients with phantosmia. Based on our observations, the
patient's olfactory ability was not a determining factor in the initiation or quality of
their phantosmia. Following topical cocainization, we observed a remarkable delay
of hours to days in the return of olfactory ability, and when cocaine was applied to
only 1 nostril, there was a decreased olfactory ability on the noncocainized side.
These results may suggest the possibility that phantosmia is related to a central
processing problem.
https://www.ncbi.nlm...pubmed/23883685
http://search.proque...igsite=gscholar
Enhanced parosmia and phantosmia in patients with severe depression.
Note ‐ Parosmia, also known as troposmia (Gk.) or cacosmia, (Gk.) is an olfactory
dysfunction that is characterized by the inability of the brain to properly identify an
odor's "natural" smell. What happens instead, is that the natural odor is transcribed
into what is most often described as an unpleasant aroma, typically a "'burned,'
'rotting,' 'fecal,' or 'chemical' smell."
https://www.ncbi.nlm...pubmed/23456373
Phantosmia as a meteorological forecaster.
In normosmics, olfactory ability has been found to vary with ambient humidity,
barometric pressure, and season. While hallucinated sensations of phantom pain
associated with changes in weather have been described, a linkage to chemosensory
hallucinations has heretofore not been reported. A 64‐year‐old white male with
Parkinson's disease presents with 5 years of phantosmia of a smoky burnt wood
which changed to onion‐gas and then to a noxious skunk‐onion excrement odor.
Absent upon waking it increases over the day and persists for hours. When severe,
there appears a phantom taste with the same qualities as the odor. It is exacerbated
by factors that manipulate intranasal pressure, such as coughing. When eating or
sniffing, the actual flavors replace the phantosmia. Since onset, he noted the
intensity and frequency of the phantosmia forecasted the weather. Two to 3 h
before a storm, the phantosmia intensifies from a level 0 to a 7‐10, which persists
through the entire thunderstorm. Twenty years prior, he reported the ability to
forecast the weather, based on pain in a torn meniscus, which vanished after surgical
repair. Extensive olfactory testing demonstrates underlying hyposmia. Possible
mechanisms for such chemosensory‐meteorological linkage includes: air pressure
induced synesthesia, disinhibition of spontaneous olfactory discharge, exacerbation
of ectopic discharge, affect mediated somatic sensory amplification, and
misattribution error with expectation and recall bias. This is the first reported case of
weather‐induced exacerbation of phantosmia. Further investigation of the
connection between chemosensory complaints and ambient weather is warranted.
https://www.ncbi.nlm...les/PMC4061890/
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Olfactory Hallucinations without Clinical Motor Activity: A Comparison of Unirhinal
with Birhinal Phantosmia
Olfactory hallucinations without subsequent myoclonic activity have not been well
characterized or understood. Herein we describe, in a retrospective study, two major
forms of olfactory hallucinations labeled phantosmias: one, unirhinal, the other,
birhinal. To describe these disorders we performed several procedures to elucidate
similarities and differences between these processes. From 1272, patients evaluated
for taste and smell dysfunction at The Taste and Smell Clinic, Washington, DC with
clinical history, neurological and otolaryngological examinations, evaluations of taste
and smell function, EEG and neuroradiological studies 40 exhibited cyclic unirhinal
phantosmia (CUP) usually without hyposmia whereas 88 exhibited non‐cyclic birhinal
phantosmia with associated symptomology (BPAS) with hyposmia. Patients with CUP
developed phantosmia spontaneously or after laughing, coughing or shouting
initially with spontaneous inhibition and subsequently with Valsalva maneuvers,
sleep or nasal water inhalation; they had frequent EEG changes usually ipsilateral
sharp waves. Patients with BPAS developed phantosmia secondary to several clinical
events usually after hyposmia onset with few EEG changes; their phantosmia could
not be initiated or inhibited by any physiological maneuver. CUP is uncommonly
encountered and represents a newly defined clinical syndrome. BPAS is commonly
encountered, has been observed previously but has not been clearly defined.
Mechanisms responsible for phantosmia in each group were related to decreased
gamma‐aminobutyric acid (GABA) activity in specific brain regions. Treatment which
activated brain GABA inhibited phantosmia in both groups.
Note ‐ Hyposmia is a reduced ability to smell and to detect odors.
No wonder that phantosmia has been linked to withdrawal considering the
association with changes in GABA (neurotransmitter) activity.
https://www.ncbi.nlm...pubmed/21942993
Long lasting phantosmia treated with venlafaxine.
Qualitative olfactory disorders such as parosmia and phantosmia are not well
investigated. In particular, the causes and treatment options for phantosmia are
largely unknown. We report a case of long lasting phantosmia that disappeared
under anti‐depressive treatment, raising the question to what extent certain forms
of qualitative olfactory disorders are an early symptom of depression.
Note ‐ Venlafaxine does have a stabilizing effect on Gaba. See...
https://www.ncbi.nlm...pubmed/16075286
https://www.ncbi.nlm...pubmed/9453456/
https://www.ncbi.nlm...ubmed/12488792/
Et al.
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https://www.ncbi.nlm...pubmed/20714205
Idiopathic phantosmia: outcome and clinical significance.
RESULTS:
None of the patients had developed any severe health condition or Parkinson's
disease. More than 5 years after the occurrence of phantosmia, more than 50% of
the patients experienced disappearance (31.8%) or improvement (25%). In the
remaining cases, phantosmia did not change (38.7%) or became worse (<5%).
CONCLUSION:
The main findings of the present study were that idiopathic phantosmia improves or
disappears in almost two thirds of the patients after more than 5 years, and that
idiopathic phantosmia seems to be more likely a harmless symptom rather than a
reliable predictor of early Parkinson's disease or other severe diseases.
Note ‐ idiopathic ‐ The cause may not be readily apparent or characterized. In these
cases, the origin of the condition is said to be idiopathic.
https://www.ncbi.nlm...pubmed/18779429
Phantosmias and Parkinson disease.
We propose phantosmia as a new premotor manifestation of PD (Parkenson's
Desease) and suggest that qualitative abnormalities of olfaction, rather than the
typical smell loss demonstrated in this condition, should be more carefully examined
in the prodromal phase of PD.
https://www.ncbi.nlm...pubmed/17006637
A study on the prognostic significance of qualitative olfactory dysfunction.
We investigated the frequency and prognostic significance of qualitative olfactory
dysfunction (parosmia, phantosmia) in a retrospective patient based study. A total of
392 patients with impairment of olfaction were tested at least two times for their
olfactory function using the "Sniffin' Sticks". The mean interval between the first and
the last test was 11 months. At the first visit 34% of all patients reported parosmia.
Parosmia was most frequent in patients with postinfectious olfactory loss (56%), and
less frequent in idiopathic, posttraumatic, sinunasal disease with frequencies of 10,
14, and 28%, respectively. In contrast, only 12% of all patients had phantosmias, with
no significant differences between the patient groups. Improvement of olfactory
function was found in 23% of all patients (n = 90). Pre‐existing parosmia or
phantosmia had no significant effect on recovery rate. Regarding qualitative
olfactory dysfunction, 29% of those patients reporting parosmia reported relief of
this symptom after an average of 12 months, whereas 53% of phantosmic patients
lost phantosmia during the observation period. Although it has been suggested that
olfactory distortion s could be regarded as an indicator of early recovery of
decreased olfactory sensitivity, the current data indicate that occurrence of
parosmia or phantosmia has little prognostic value. Phantosmia disappears at a
faster rate than parosmia. These insights into qualitative olfactory dysfunction are
regarded to be significant in the counseling of patients with olfactory loss.
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https://www.ncbi.nlm...pubmed/16308262
Euosmia: a rare form of parosmia.
The nature of qualitative olfactory disorders such as phantosmia and parosmia is a
matter of debate. Parosmia and phantosmia mainly occur in combination with post‐
traumatic or post‐infectious olfactory loss. Rare causes of these disorders such as
brain tumors, side‐effects of drugs, paraneoplastic syndromes, psychiatric disorders
or intracerebral haemorrhage have been reported. Parosmias are distorted
sensations of smell elicited by an odor, whereas phantosmias persist permanently or
occur without the presence of an odor source. Phantosmias differ widely in terms of
their nature. In contrast, parosmias always seem to be unpleasant. We report the
case of a female with post‐infectious hyposmia who reported a pleasant parosmia to
selected odorants. We have called this rare clinical presentation euosmia.
https://www.ncbi.nlm...pubmed/12049557
Long‐term follow‐up of surgically treated phantosmia.
Surgical excision of olfactory epithelium is an effective and safe method to relieve
phantosmia while potentially preserving olfactory ability. The abnormal histological
features of the excised olfactory tissue suggest at least some pathological condition
in the peripheral olfactory system. This nasal surgery requires intensive olfactory
evaluation and follow‐up. It is also extremely difficult with significant risks, and
therefore should be limited to specialized centers.
https://www.ncbi.nlm...pubmed/10966179
Physiologically initiated and inhibited phantosmia: cyclic unirhinal, episodic,
recurrent phantosmia revealed by brain fMRI.
1) Unirhinal phantosmia can be demonstrated by brain fMRI as can birhinal
phantosmia; 2) unirhinal phantosmia can be initiated and inhibited by physiological
maneuvers reflected by changes in fMRI brain activation; 3) fMRI brain activation of
unirhinal phantosmia is bihemispheric and independent of peripheral side of
phantosmia or patient handedness; 4) anterior frontal brain region plays a significant
role in both phantosmia initiation and inhibition as, to some extent, do temporal
brain regions; 5) activation of brain GABAergic systems appears to play a role in
inhibition of unirhinal phantosmia; and 6) unirhinal phantosmia, similar to birhinal
phantosmia, may reflect a type of maladaptive brain plasticity similar to that
hypothesized to be responsible for phantom limb pain.
https://www.ncbi.nlm...pubmed/10667670
Taste and smell phantoms revealed by brain functional MRI (fMRI).
These results demonstrate that (a) phantom taste and smell can be revealed by fMRI
brain activation, (brain activation in response to taste and smell phantoms is
localized in sensory‐specific brain regions for taste and smell, respectively, brain
activation in response to memory of each phantom initiated the greatest degree of
activation we had previously measured, and (d) treatment with thioridazine or
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haloperidol inhibited both the presence of each phantom and its associated fMRI
brain activation. This is the first study in which phantom tastes and smells have been
demonstrated by an objective technique and treatment that inhibited the phantoms
was characterized by objective inhibition of fMRI activation. These two patients
represent a relatively common group that may be classified as having primary
phantageusia and phantosmia distinct from those with phantoms or auras secondary
to neurological, migrainous, psychiatric, or other causes.
https://www.ncbi.nlm.../pubmed/1845270
Successful treatment of phantosmia with preservation of olfaction.
A 26‐year‐old woman had an 8‐year history of phantosmia in her left nostril. The
phantosmia could be eliminated by nostril occlusion or cocainization of the olfactory
epithelium on the involved side. Because her symptoms and testing suggested a
peripheral problem, a full‐thickness "plug" of olfactory epithelium from under the
cribriform plate (including all the fila olfactoria) was excised. At 5 weeks
postoperatively, the phantosmia was completely gone, and her olfactory ability had
returned to preoperative levels. Either the removal of abnormal peripheral olfactory
neurons from the nose or the interruption of incoming signals to the olfactory bulb
eliminated the phantosmia. This form of therapy for phantosmia offers an
alternative to more radical procedures such as olfactory bulbectomy and may offer a
significant sparing of olfactory ability.
https://www.ncbi.nlm...les/PMC3201003/
Re‐establishment of olfactory and taste functions
Treatments
Topical Steroids ‐ Two open studies documented a significant improvement of
olfactory performance after betamethasone drops or flunisolide drops administered
by the so‐called "head down forward technique" (see Figure 3 ). However, Heilmann
et al. did not find any significant improvement after administration of topical
steroids.
Oral steroids are often effective in cases that do not respond to topical steroids.
Their specific mechanism of action on olfactory performance remains unclear, but
effects via glucocorticoid receptors in the olfactory mucosa, or via regulation of
adenosine triphosphate (ATP) activity in the olfactory mucosa are being discussed.
So far, no placebo‐controlled, double‐blind studies have been performed.
Most cases of phantosmia are related to nasal or respiratory infections. These
usually respond well to antibiotic treatment.
Olfactory Cleft Surgery ‐ In certain cases with pathological findings confined to the
olfactory cleft, lateralization of the middle turbinate may be of benefit, although
conclusive data are still missing.
Postviral Olfactory Disorders ‐ Every acute infection of the upper respiratory tract
may potentially lead to an olfactory disorder, but the exact pathogenesis remains
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unclear. Elderly subjects and women are affected more often, and parosmia as well
as dysosmia are common. Akerlund et al. observed an elevated olfactory threshold
correlating with nasal congestion in 9 volunteers experimentally infected with
coronavirus with subsequent development of a common cold. In 36 volunteers
suffering from a common cold, reduced amplitudes of the initial components in
olfactory potentials were seen in addition to elevated thresholds, even after use of
the nasal decongestant oxymetazoline. This finding indicates that olfactory
impairment may, in part, be independent of nasal congestion, thus explaining the
failure of oxymetazoline to improve olfaction.
Biopsies usually reveal a patchwork pattern, i.e., olfactory and respiratory epithelia
alternate, and the number of olfactory receptor neurons is reduced. It remains
controversial whether the extent of damage observed correlates with olfactory
dysfunction. Dendrites of the olfactory receptor neurons often have cytoplasmic
inclusions whose function is not yet understood.
Treatment of Postviral Olfactory Disorders
Treatment with alpha‐lipoid acid seems promising. In an open, prospective study,
patients [n=23, 19 hyposmic patients, 4 functionally anosmic patients, based on
"Sniffin' Sticks" test results, received alpha‐lipoid acid (600 mg/day) for 4.5 months
on average. Six patients experienced mild improvement and 8 patients clear
improvement of olfactory performance. However, the authors stated that
confirmation of these findings warrants a double‐blind study because spontaneous
recovery and regeneration are common in postviral olfactory disorders and may
occur up to 2 years after viral exposure.
Treatment of Parosmia / Phantosmia
Apart from various drugs, e.g., antiepileptics, antidepressants, and local anesthetics ,
surgical removal of the olfactory epithelium, reported for the first time in 1991 by
Leopold et al., may be of use. Long‐term follow‐up (for 5 years after surgery)
revealed that 7 of 8 patients were completely free of complaints, with only 2
patients showing reduced olfactory performance. Bulbectomy may also be of use in
specific cases.
Toxic Olfactory Disorders
Many substances, such as metals (e.g., lead or cadmium), organic substances (e.g.,
solvents or formaldehyde), inorganic substances (e.g., chlorine, CO, ammonium
chloride), and other substances (e.g., cement dust) may be olfactotoxic. Although
the olfactory epithelium is located away from the main airway, 10% to 15% of the
inhaled air reaches the olfactory epithelium even without sniffing, thus causing
exposure to potentially toxic substances. Chronic exposure is more likely to induce
lasting damage than acute exposure.
Treatment of Toxic Olfactory Disorders
No treatments with proven success exist, and larger studies documenting a clear
relationship between exposure and olfactory loss are missing. Nevertheless, careful
assessment of the work‐place history is essential for all olfactory disorders.
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Experimental Drugs and Other Treatments
Hormonal Therapy
Studies by Deems et al. showing that only a small percentage of postmenopausal
women with olfactory disorders receive hormonal therapy triggered speculation
about a protective effect of hormones. The smaller bulb volume in men suffering
from post‐traumatic olfactory disorders, relative to that in women, as well as
olfactory performance in schizophrenic women shown to differ in relation to their
menopausal status was interpreted along the same lines. In animal experiments,
ovarectomized mice exposed to olfactotoxic substances recovered more quickly if
they received hormonal replacement than did those not receiving any hormones.
However, a longitudinal study in 62 women failed to confirm these findings; the only
finding was a correlation between loss of olfaction and age progression.
Dopamine
Although it is established that the neurotransmitter dopamine is present in the
olfactory bulb, existence of D2 receptors in the olfactory epithelium has only
recently been described. Dopamine triggers neuronal differentiation and maturation
in the epithelium in vitro, while on stimulation of the lamina propria, dopamine
induces the liberation of substances that block neuronal differentiation. Dopamine
led to a significantly reduced rate of apoptosis in olfactory biopsies of schizophrenic
patients but clearly accelerated apoptosis in the olfactory epithelium of control
subjects. In Parkinson's patients, Huisman et al. determined a doubling of
dopaminergic cells in the olfactory bulb and interpreted this as a possible cause of
the olfactory disorders seen in Parkinson's disease.
Acupuncture
Data confirming the benefit of acupuncture are missing. In an open study, auricular
acupuncture improved olfactory threshold in 23 healthy volunteers. In addition, a
case report documented restored olfaction after acupuncture in a female patient
who had been suffering from anosmia for 2 years.
Theophylline
Levy et al. used theophylline (250 to 500 mg, given for 4 to 6 months) in 4 hyposmic
patients (allergic rhinitis, n=3; post‐traumatic hyposmia, n=1) and reported normal
post‐treatment olfaction in 2 patients, improved olfaction in 1 patient, and
unchanged olfaction in the remaining patient. Functional MRI in 3 patients indicated
enhanced central activation after treatment. No additional data are available.
Growth Factors (Transforming Growth Factor)
Olfactory receptor neurons are continuously replaced during the course of life, with
the rate highest at younger age. Because the rate of neurogenesis can be
manipulated by external factors (e.g., doubling after ablation of one olfactory bulb,
decrease after unilateral nostril occlusion), acceleration by using growth hormones
appears feasible. Intraperitoneal administration of transforming growth factor‐alpha
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(TGA‐alpha) resulted in enhanced cell proliferation not only in fetal but also in adult
mice. So far, no studies in humans have been performed.
Vitamin A
Vitamin A has been reported to normalize olfactory performance in malabsorption
conditions or A‐β‐lipoproteinemia. Moreover, Garrett‐Laster et al. reported a
significant improvement of olfactory threshold for pyridine and taste threshold for
bitter and salty substances in 37 patients with vitamin A deficiency due to alcoholic
liver cirrhosis undergoing a 4‐week therapy with oral vitamin A (10 mg/day). No
additional data are available.
Zinc
Zinc sulfate (100 mg) did not have any significant effects in 106 patients participating
in a double‐blind study reported by Henkin et al. (see also Quint et al.). High doses of
local intranasal zinc may even be olfactotoxic.
https://www.ncbi.nlm...les/PMC3450842/
Olfaction — Quantification and management
Neuroimaging: Presently, high resolution CT appears to be the most useful and cost‐
effective screening tool for the assessment of sinunasal tract
inflammatory,disorders. The nasal cavity, paranasal sinuses, hard palate, anterior
skull base, orbits and nasopharynx should be scanned and if central causes of
olfactory dysfunction are suspected, the brain as well.
MRI is the modality of choice for evaluation of the olfactory bulbs, olfactory tracts
and intracranial causes of olfactory dysfunction because they can be visualized
rather clearly on the coronal slices. Moreover MRI is the procedure of choice for
evaluation if skull base invasion by sinunasal tumors is suspected. Gadolinium
enhancement is particularly valuable for leptomeningeal involvement at the skull
base. Its utility isin distinguishing solid enhancing tumors from rimenhancing
inflammatory processes.
Fluid and Tissue analysis: A complete blood count isessential to rule out infective,
nutritional or hemopoetic processes if involved in smell dysfunction. A nonspecific
indication of autoimmune or inflammatory processes can be obtained from
erythrocyte sedimentation rate. Since vitamin B 1 deficiency is clearly implicated in
Wernicke‐Korsakoff syndrome, determination of erythrocyte thiamine level is
indicated in patients with a significant history of suspected or documented chronic
alcohol abuse.
Mucosat biopsies: For documentation of cellular changes at neuroepithelium,
biopsies are, on rare occasion, performed by an experienced surgeon. In such cases a
small piece of olfactory mucosa is stripped along the nasal septum by an endoscopic
approach (Lovell et al 1982, Lanza et al 1993). The surgeon should perform multiple
biopsies to obtain a reasonable accurate assessment of epithelial changes, given the
considerable metaplasia of respiratory like epithelium in the region of olfactory
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neuroepithelium.
http://archotol.jama...rticleid=620253
Successful Treatment of Phantosmia With Preservation of Olfaction
A 26‐year‐old woman had an 8‐year history of phantosmia in her left nostril. The
phantosmia could be eliminated by nostril occlusion or cocainization of the olfactory
epithelium on the involved side. Because her symptoms and testing suggested a
peripheral problem, a full‐thickness "plug" of olfactory epithelium from under the
cribriform plate (including all the fila olfactoria) was excised. At 5 weeks
postoperatively, the phantosmia was completely gone, and her olfactory ability had
returned to preoperative levels. Either the removal of abnormal peripheral olfactory
neurons from the nose or the interruption of incoming signals to the olfactory bulb
eliminated the phantosmia. This form of therapy for phantosmia offers an
alternative to more radical procedures such as olfactory bulbectomy and may offer a
significant sparing of olfactory ability.
http://www.academia...._Cell_Carcinoma
A Rare Cause of Phantosmia: Metastatic Small Cell Carcinoma
Olfactory hallucinations, known as phantosmias, are a poorly understood phenom‐
enon. It has been associated with a wide rage of differential diagnosis. However,
most cases are idiopathic. The author’s presents a 70‐year‐old man with olfactory
hallucinations as the predominant symptom of the brain metastatic small cell
carcinoma in order to clarify the causal relationship. Little is known about the origin
and clinical significance of phantosmias. It can even be the predominant symptom of
an underlying small cell metastatic brain tumor as presented in our case. Therefore a
detailed history of the symptoms along with a neurological and physical examination
and routine laboratory and screening tests should be provided in order to exclude
any organic causes.
http://microship.com...ation‐syndrome/
Phantosmia and SSRI Discontinuation Syndrome A frustrating change of perception
My friend approached the problem with care, sticking to a schedule of tapering
(Effexor) over four weeks, then at last took her final fraction of the prescribed dose.
A nightmare immediately ensued, with intense anxiety, pain, and the classic “flu‐like
symptoms,” but she persevered and managed to keep her dosage level at zero. (It
should be noted that some people take as much as 2 years to taper off this drug, so
that may have been dangerously rapid.
Her acute discontinuation symptoms subsided after a few days… with one exception.
Her sense of smell was broken.
In addition, she began to experience a disturbing phenomenon known as
phantosmia, or the sensation of strong smells that don’t exist… usually smoke or
“burning electrical cucumber.” At the same time, a prized fragrant rose smelled like
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cardboard.
Researching this, I began to find an unexpected connection… Effexor is often used to
treat phantosmia. It is suspected that there is a link between mild depression and
the detection of non‐existent odors, a theory that has gained additional traction
from the improvement of phantosmia after repeated transcranial stimulation used
to treat depression. If this is indeed the case, we may be seeing a rebound effect
similar to what happens when you stop taking a medication, with the original
problem returning in stronger form. (When repeated, this is known as the kindling
effect, where each withdrawal leads to an increasingly severe return of symptoms.)
GABA and Olfactory Attention
But why would our patient be experiencing this in the first place? What is the
connection, if any, between the SNRI discontinuation and a mix of phantosmia and
partial anosmia?
The conclusion of this paper is a provocative link that may be our culprit.
There has been research linking phantosmia with a depressed level of the inhibitory
GABA in the CNS. In addition, there have been unrelated research
projects linking SSRI/SNRI discontinuation with disinhibition of the excitatory
glutamatergic system. Discussion of this can get lost in double‐negatives, but in
essence, from the perspective of many parts of the brain, GABA is a brake and
glutamine is an accelerator (a grotesque simplification, but instructive).
In one test, patients with phantosmia were seen to have reduced CNS GABA levels in
the cingulate, right and left insula, and left amygdala. This is particularly interesting,
as a retrograde projection from the anterior cingulate cortex to the anterior
olfactory nucleus appears to have a role in attention to olfaction… which reinforces
our “automatic gain control”theory.
People often think of the antidepressant withdrawal syndrome as just being a matter
of getting neurotransmitters back in balance, but it is more complex than that. The
drugs damage an autonomic system, downregulating receptors (reducing their
number), and thus removing some of the tools used to maintain
homeostasis. Discontinuation of the drug introduces CNS instability that manifests
itself throughout the system… hence the extremely wide range of reported effects
that include intense “brain zaps” and my own long‐term crosstalk between lateral
eye movement and somatosensory perception in the hands caused by a whiff of
Remeron many years ago (6 half‐doses, prescribed off‐label for sleep). There is an
enduring mythology that it is just simple imbalance, but instead we are dealing with
a dynamic self‐correcting system… and there is ample evidence that this class of
drugs causes actual damage from which recovery can be excruciatingly slow.
It would be interesting to do a test with GABAergic drugs (or receptor agonists) and
attempt to recreate a phantosmia episode… that may confirm part of our theory,
though not necessarily point to a useful solution.
The hopeful note in our patient’s case is that she reports a gradual improvement as
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the years pass. I believe she is being analytical about this and not just expressing
adaptation to a static condition.
http://europepmc.org...ct/med/20022663
Improvement in smell and taste dysfunction after repetitive transcranial magnetic
stimulation.
These results suggest that rTMS is a potential future therapeutic option to treat
patients with the relatively common problems of persistent phantosmia and
phantageusia with accompanying loss of taste and smell acuity. Additional
systematic studies are necessary to confirm these results.
http://health.uconn....rticle_mann.pdf
Management of smell and taste problems
Drugs that can cause impaired smell or taste
• Antidepressants and anticonvulsants
Amitriptyline, carbamazepine, clomipramine, clozapine, desipramine, doxepin,
fluoxetine, imipramine, lithium, phenytoin, trifluoperazine
• Antihistamines and cold medications
Chlorpheniramine, loratadine, pseudoephedrine, terfenadine
• Antihypertensives and cardiac medications
Acetazolamide, adenosine, amiloride, benazepril and hydrochlorothiazide, betaxolol,
captopril, clonidine, diltiazem, enalapril, ethacrynic acid, nifedipine, propranolol,
spironolactone
• Anti‐inflammatories
Auranofin, colchicine, dexamethasone, diclofenac, dimethyl sulfoxide, gold,
hydrocortisone, d‐penicillamine,penicillamine
• Antimicrobials
Ampicillin, ciprofloxacin, clarithromycin, ofloxacin, streptomycin, tetracyclines
• Antineoplastics
Cisplatin, doxorubicin, methotrexate, vincristine
• Bronchodilators and other asthma medications
Albuterol, cromolyn sodium, flunisolide, metaproterenol, terbutaline
• Lipid‐lowering drugs
Cholestyramine, clofibrate, fluvastatin, gemfibrozil, lovastatin, pravastatin
• Muscle relaxants and drugs for parkinsonism
Baclofen, dantrolene, levodopa
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• Radiation therapy
Radiation of the head
• Vasodilators
Dipyridamole, nitroglycerin patch
TREATMENT OF IMPAIRED SMELL
Drugs
Topical corticosteroids. In patients with anosmia due to edema from rhinosinusitis or
polyps, topical corticosteroids can bring striking improvement. Their lack of
significant adverse effects with long‐term use is impressive compared with systemic
corticosteroids.
Antibiotics, decongestants, antihistamines.
In patients with loss of smell due to bacterial infection, antibiotics (a penicillin or
cephalosporin), decongestants, and antihistamines are useful.Desensitization with
the aid of an allergist is sometimes indicated if the smell problem isdue to allergic
rhinitis.
Surgery
When conservative approaches are not sufficient, endoscopic nasal and sinus
surgery can produce dramatic changes.
Reassuring the patient
In patients with loss of smell following an upper respiratory tract viral infection, no
effective therapy is available. However, since olfactory cells may regenerate with
time, from months to years,20,21 patients can be told that their condition may
eventually resolve.
Although not all patients can be helped, they deeply appreciate the attention
andinvestigation given to them, because their previous visits to other physicians may
have been frustrating.
https://www.utmb.edu...y‐2003‐1126.pdf
Olfactory Dysfunction and Disorders
Studies have shown that olfactory dysfunction affects at least 1 % of the population
under the age of 65 years, and well over 50% of the population older than 65 years.
https://www.aan.com/...e and Smell.pdf
TASTE AND SMELL DISORDERS IN CLINICAL NEUROLOGY
Doreen ‐ ...also things smell bad, nothing smells good
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SSRIs and Vision
https://www.ncbi.nlm...pubmed/11453869
Patients started on sertraline should be informed of the potential risk of developing
maculopathy, and they should be examined regularly to detect possible early
alterations.
Macular lesions resolved 6 months after discontinuation of sertraline.
https://www.ncbi.nlm...pubmed/10608673
She had taken Zoloft for 4 years and began a high‐protein diet with melatonin
supplementation 2 weeks before onset of visual symptoms. Visual acuity and color
vision improved within 2 months after melatonin and the high‐protein diet were
discontinued. Combined use of melatonin, Zoloft, and a high‐protein diet may have
resulted in melatonin/dopamine imbalance in the retina, manifesting as a toxic optic
neuropathy. Physicians and patients should be alerted to this potential drug
interaction.

https://www.ncbi.nlm...pubmed/26139049
Clinical assessment and investigation confirmed ON (optic neuropathy) in all cases
with a vascular origin suspected. SSRI cessation may help protect the unaffected eye
and in some cases recovery of vision seems possible. The Naranjo scores indicated
possible ADR (adverse drug reaction) in four cases and probable ADR in one case.
https://www.ncbi.nlm...pubmed/20443647
Thus, typical antipsychotics, TCAs, lithium, benzodiazepines, carbamazepine,
topiramate and SSRIs appear to produce most of the currently recognized ocular
problems. Psychiatrists, ophthalmologists and patients need to be aware of and
prepared for any medication‐induced adverse effect. Early prevention and
intervention can avoid most of the serious and potentially irreversible ocular
toxicities.
https://www.ncbi.nlm...les/PMC4723200/
Keep an eye on the SSRI: help avoid possible sight‐threatening adverse events
Detailed discussion of various ocular side effects from SSRIs.
FH ‐ I found a couple research articles that mention vision problems as a symptom of
ssri withdrawal but not mentioned how long they lasted. I also found these....
https://www.ncbi.nlm.../pubmed/8490068
Color vision deficiencies in the course of acute alcohol withdrawal.
Within the course of withdrawal, a marked improvement of these disturbances could
be proved.
https://www.ncbi.nlm...pubmed/25772076
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Reversible splenial lesion and complex visual disturbances due to carbamazepine
withdrawal.
https://www.ncbi.nlm...pubmed/11339588
Heroin withdrawal as a possible cause of acute concomitant esotropia in adults.
(esotropia ‐ Only one eye looks directly at the object of regard, the other being
turned inwards. )
One case resolved on ots own, total of two cases.
https://www.ncbi.nlm...pubmed/26074969
A Case Report of Acute Esotropia in a Young Woman following Heroin Withdrawal.
Resolved with treatment.
https://www.ncbi.nlm.../pubmed/9023790
Impaired binocular depth inversion in patients with alcohol withdrawal.
No notes on recovery
https://www.ncbi.nlm.../pubmed/9283503
Impaired color vision in cocaine‐withdrawn patients.
No notes on recovery.
https://www.ncbi.nlm...pubmed/26483678
A Case Report of Nystagmus with Acute Comitant Esotropia Secondary to Heroin
Withdrawal: A Novel Presentation.
After 76 days, her esotropia resolved.
IUN ‐ Only things to add would be potentially a lack in vitamin A ‐ as this is often
associated with vision issues.
ForLyla ‐ My night vision is terrible tonight.
Chaos ‐ See shadows
fishinghat ‐ Just in the last 3 years (2017 ‐ 2019) 25 members have noted "vision
problems".
Most common :
Blurry vision
Tunnel vision
Optic nerve pain

Most resolved in two months or less except the following...
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Navywife ‐ Some Vision problems remain (undefined) since around 2014 and to
current point (5 years).
Cjmansf ‐ Vision problems lasted 4 months.
Howtostopproperly ‐ lasted 5 months.
Michgirl ‐ Tunnel vision 4 months.
All of the other members had their issues to clear up in 2 months or less.
3 years (2014 ‐ 2016) 32 members have noted "vision problems".
Howtostoppropperly ‐ I think that the 5 htp supplements are causing the blurred
vision. I think I have to stop taking it.
FH ‐ Commonly reported side effects of trazodone include: blurred vision,...
Dman2900 ‐ My neck is really stiff and is contributing to my headaches. It seams that
my vision is a little more out of focus than normal, I do use cheater glasses so who
knows on that one.
Michgirl ‐ It was truly scary to feel the anxiety, high pitch tinnitus, tunnel vision,
altered cognition, hazy vision etc.
lady2882Nancy ‐ It does go away in time just like the short term memory lose and
the cloudy or tunnel vision does so hang in there.
Michgirl ‐ Fog brain/Tunnel vision Focus is diminished Light sensitivity ‐ I wear
sunglasses even on overcast days
FiveNotions ‐ ...and my field of vision would sort of turn into a mush ... colors and
images would seem like they ran together for an instant ...

FiveNotions ‐ Here are links to the forum discussions about optic neuritis / vision
problems:
Cymbalta withdrawal, eye problems related to serotonin
https://www.cymbalta...onin‐deficiency
Blurred Vision
https://www.cymbalta...blurred‐vision/
Brain Zaps, Optic Neuritis and Gello [ignore what I said about eating gello ... it's the
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glycine supplement that helped me ... gello doesn't have enuf glycine in it (but it sure
tasted good when I was so sick!)
https://www.cymbalta...optic+neuritis
Cymbalta and eye health
https://www.cymbalta...itis#entry44155
Tgen75 ‐ Things seemed ok the first few days then I had a moment of tunnel vision
and dizziness.
albergo11 ‐ I discovered to my horror that I was not much improved after 2 months.
My symptoms included, but are not limited to: severe memory loss, burning
sensations, problems with my eyes (blurry vision, floaters, etc)
thismoment ‐ Eyesight‐‐ I had bright flashes at the peripheral range of my vision. My
vision prescription changed. I sensed physical movement toward the sides (robe
swishes; a female human form in a robe). I thought I had a torn retina but the doc
said no. After 2 years off C, I went back to my old prescription. My eyes are okay now.
getsetgo ‐ Minor blackouts/ loss of vision
FiveNotions ‐ The fish oil seems to help with what we call "brain zaps" ... also the
vision issues that some of us get ...
MissAnnThropic ‐ Yesterday I lost complete vision in my right eye. It came back after
what seemed like an eternity. Throughout the day it dimmed and brightened
sporadically.
Cinders ‐ ...problems with vision or moving my eyes or head, along with
"hallucinations" at times may fit the bill.
thismoment ‐ Pupil Dilation‐ either pupil or both, light sensitivity, shaky peripheral
vision.
Blurred Vision‐ light sensitivity, altered peripheral vision.
FiveNotions ‐ And as if by magic, my vision clarity returned.....in fact, my eyeglasses
worked better than they had even before withdrawal.....I was able to read signs at
quite a bit longer distance than I ever remember before, I was seeing things like
individual leaves on trees......flower petals, you name it....I went from horrid horrid
vision to better than I've had in years.....
thismoment ‐ Your eye troubles are most likely withdrawal. They thought I had a
torn retina for a day or two. I got black floaters and aberrant light flashes at the edge
of my vision. I also had robe swishes (the sensing that somebody in a long robe just
swished past at the edge of your vision).
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Amybc7 ‐ I was concerned because I keep having "clouds" in my vision or losing
partial vision for periods of time.
Amybc7 ‐ The headaches are awful and I lost partial vision for hours today.
FiveNotions ‐ I'd also wait a bit longer before getting new contacts and
eyeglasses.....my vision has changed several time over the previous six months since I
quit....
alexasta ‐ & my vision goes dim around the edges constantly.
ittybittysmitty ‐ I've noticed more floaters affecting my vision...What seemed to be a
milky spot in my field of vision turns out to be part of a floater...
TryinginFL ‐ I had one of those black "floaters" too.... I think it was only for around 7‐
10 days and then it went away. I also had the weird peripheral vision of someone (in
a robe, perhaps) having just swished past me...
Some of these are really strange, but my Dr. knew about them and told me they were
part of the withdrawal. I also had very sore eyes
FiveNotions ‐ I lost the lower left quadrant of vision in my right eye....it was bad for
about a week....then slowly faded....rather, lightened....hang in there....be careful if
you drive!
IUN ‐ Whilst it doesn't address the issue in exactness, the following might be of
interest to you which explains the above in more detail. If there is any part that you
would like further explanation of, please shout. As my area is largely the language
circuits, Hat might be more suited to the non‐frontal cortex regions, but I am sure
between us we can help!
https://link.springe...0‐387‐72256‐6_7

Research Articles on ssris being Anxiogenic
Anxiogenic ‐ causing anxiety.
http://www.ncbi.nlm....pubmed/21397628
Research articles on ssri and causing anxiety
http://www.ncbi.nlm....pubmed/12527473
http://www.ncbi.nlm....pubmed/11485052
http://www.ncbi.nlm....pubmed/18454279
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http://www.ncbi.nlm....pubmed/24155299
http://www.ncbi.nlm....pubmed/19440190
http://www.ncbi.nlm....pubmed/19840819
Fluoxetine is acutely anxiogenic.
Many more articles are available on this ssri.
http://www.ncbi.nlm....pubmed/16971899
http://www.ncbi.nlm....pubmed/18830239
Citalopram is anxiogenic.
http://www.ncbi.nlm....les/PMC2129095/
http://www.ncbi.nlm....pubmed/17524369
Fluoxetine and citalopram is angiogenic in early stage of use.
http://www.ncbi.nlm....pubmed/22232580
http://www.ncbi.nlm....pubmed/10347793
http://www.ncbi.nlm....pubmed/21315769
Long term and short term anxiogenicity of fluoxetine
http://www.ncbi.nlm....pubmed/11271409
Paxil is anxiogenic.
http://www.ncbi.nlm....pubmed/11806866
http://www.ncbi.nlm....pubmed/11037770
Sertraline and fluoxetine are angiogenic.
Drug data sheets on ssris.
Citalopram (Celexa, Cipramil, Cipram, Dalsan, Recital, Emocal, Sepram, Seropram,
Citox, Cital)
http://www.drugs.com...m‐capsules.html
4% experience anxiety as a side effect.
http://www.ehealthme.../celexa/anxiety
8.6% report increased anxiety.
Escitalopram (Lexapro, Cipralex, Seroplex, Esertia)
http://www.drugs.com...ph/lexapro.html
Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathisia, hypomania, and/or mania may be precursors to emerging
suicidality.
Side Effects ‐ anxiety attacks
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http://www.ehealthme...lexapro/anxiety
9.3% report anxiety as a side effect.
Fluoxetine (Depex, Prozac, Fontex, Seromex, Seronil, Sarafem, Ladose, Motivest,
Flutop, Fluctin (EUR), Fluox (NZ), Depress (UZB), Lovan (AUS), Prodep (IND))
http://www.ehealthme...ess and anxiety
6.5% report anxiety as a side effect.
http://www.drugs.com...de‐effects.html
Psychiatric side effects including hypomania, mania, transient psychosis,
development of obsessive‐compulsive symptoms, paranoid reaction, delusions,
agitation, and a depersonalization syndrome have been reported.
Fluvoxamine (Luvox, Fevarin, Faverin, Dumyrox, Favoxil, Movox, Floxyfral)
http://www.ehealthme...maleate/anxiety
4.6% report it causes anxiety as a side effect.
http://www.rxlist.co...drug‐center.htm
Call your doctor at once if you have any new or worsening symptoms such as: mood
or behavior changes, anxiety, panic attacks, trouble sleeping, or if you feel impulsive,
irritable, agitated, hostile, aggressive, restless, hyperactive (mentally or physically),
depressed, or have thoughts about suicide or hurting yourself.
http://www.drugs.com...de‐effects.html
Psychiatric side effects including cases of hypomania and mania, apathy,
indifference, disinhibition (without concurrent hypomania), hallucinations, paranoid,
suicidal or antisocial ideation, abnormal thinking, and panic attacks have been
reported.
Paroxetine (Paxil, Seroxat, Sereupin, Aropax, Deroxat, Divarius, Rexetin, Xetanor,
Paroxat, Loxamine, Deparoc)
http://www.drugs.com...de‐effects.html
Psychiatric side effects have frequently included anxiety (2% to 5%), agitation (2% to
5%),
http://www.ehealthme...s/paxil/anxiety
8.9% reported anxiety as a side effect.
Sertraline (Zoloft, Lustral, Serlain, Asentra, Tresleen)
http://www.ehealthme...hloride/anxiety
6.6% report anxiety as a side effect.
http://www.drugs.com...de‐effects.html
Psychiatric side effects including agitation and changes to hypomania have been
observed infrequently. Although the drug has been reported to be an effective agent
in the treatment of panic attacks, several cases of sertraline‐ induced panic attacks
have been reported.
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Tachyphylaxis
Tachyphylaxis, also known as drug tolerance or"Prozac poop‐out, is the condition
where a patient becomes tolerant of a drug and its effectiveness declines.
https://www.ncbi.nlm...les/PMC4008298/
"...depressed patients with “true” antidepressant tachyphylaxis may be less
responsive to new treatment interventions."
https://www.ncbi.nlm...pubmed/19571597
"The odds ratio indicates a 19.9% reduced likelihood of response with each prior
antidepressant treatment" In otherwords for each antidepressant you have been on
there is a 19.9% greater chance that the next AD will poop‐out on you.
https://www.ncbi.nlm...pubmed/21851459
The cases of tolerance/tachyphylaxis were observed in 23% of patients and in 13
trials (22.4% of trials). All cases of tolerance occurred during monotherapy. No cases
of tachyphylaxis were observed in the non‐SSRI group (SNRI) while in the SSRI group,
tolerance at some stage of the treatment was detected in 41.9%.
https://www.ncbi.nlm...pubmed/15960562
Rates of tachyphylaxis were significantly lower with the dual reuptake inhibitors
venlafaxine and TCAs (3.7% of 82) compared to rates of tachyphylaxis with SSRIs
(14.1% of 326).
https://www.ncbi.nlm...pubmed/18694599
The odds of responding to venlafaxine therapy decreased with an increasing number
of prior antidepressant exposures.
Provided is a list of medications known to be subject to Poop‐out.
SSRIs subject to tachyphylaxis
・Citalopram hydrobromide (Celexa)
・Escitalopram oxalate (Lexapro)
・Fluvoxamine maleate (Luvox)
・Paroxetine hydrochloride (Paxil)
・Fluoxetine hydrochloride (Prozac)
・Sertraline hydrochloride (Zoloft)
MAOIs subject to tachyphylaxis
・ Isocarboxazid (Marplan)
・ Phenelzine (Nardil)
・ Selegiline (Emsam)
・ Tranylcypromine (Parnate)
https://www.ncbi.nlm...pubmed/30439676
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J Affect Disord. 2019 Feb 15;245:488‐497. doi: 10.1016/j.jad.2018.10.357. Epub 2018
Oct 28.
Tachyphylaxis in major depressive disorder: A review of the current state of
research.
Abstract
BACKGROUND:
Patients with major depressive disorder (MDD) often experience a re‐emergence or
worsening of symptoms despite ongoing treatment with previously effective
antidepressant pharmacotherapy. This lost or reduced antidepressant response
during maintenance, referred to as tachyphylaxis, negatively impacts treatment
outcomes and quality of life for patients with MDD. This review assesses the
prevalence of antidepressant tachyphylaxis as well as the evidence for interventions
to manage it.
RESULTS:
Rates of tachyphylaxis varied from 9% to 57% depending on the patient population
and duration of follow‐up. Limited evidence suggests potentially beneficial strategies
for managing tachyphylaxis, including change in antidepressant dosing, switch of
class of antidepressant medication, augmentation or combination pharmacotherapy,
and psychotherapy.

Tardive Dyskinesia
Causes
Tardive dyskinesia (TD) is an involuntary neurological movement disorder caused by
the use of dopamine receptor blocking drugs that are prescribed to treat certain
psychiatric or gastrointestinal conditions such as;
• Chlorpromazine (Thorazine)
• Fluphenazine (Prolixin)
• Haloperidol (Haldol)
• Thioridazine (Mellaril)
• Trifluoperazine (Stelazine)
As well as;
• Metoclopramide (Reglan)
• Prochloroperazine (Compazine)
• Benzhexol
• Biperiden
• Ethopropazine
• Orphenadrine
• Procyclidine
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• MAOIs: phenelzine
• SSRIs: fluoxetine, sertraline
• Trazodone
• TCAs: amitriptyline, amitriptyline‐perphenazine, amoxapine, doxepin, imipramine
• Carbamazepine
• Ethosuximide
• Phenobarbital
• Phenytoin
• Various Antihistamines
• Chloroquine
• Bromocriptine
• Carbidopa‐levodopa
• Levodopa
• Alprazolam
• Dopamine
• Lithium
• Estrogens
• Amphetamine
• Methylphenidate
Stimulants, have been associated with TD. Stimulants include caffeine, nicotine,
guarana, ginseng, legal amphetamines, ephedrine, and illicit amphetamine and
methamphetamine.
More likely to get it if you are;
• Are a woman who has gone through menopause
• Are over age 55
• Abuse alcohol or drugs
• Are African‐American or Asian‐American
Treatments
There are two FDA‐approved medicines to treat tardive dyskinesia:
• Valbenazine (Ingrezza)
• Deutetrabenazine (Austedo)
Both of these medicines work in similar ways to regulate the amount of dopamine
flow in brain areas that control certain kinds of movements. Both of these medicines
can sometimes cause drowsiness.
Natural treatments
• Ginko biloba
• Melatonin
• Vitamin B6 (Note ‐ Vitamin B6 has a half life of 25 days and is easy to develop
Vitamin B6 toxicity with supplements)
• Vitamin E
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Studies are ongoing to determine possible new drug therapies for the treatment of
tardive dyskinesia. Choline, lithium, bromocriptine, baclofen, methyldopa, valproate,
clonidine, propranolol, amantadine, clonazepam, and nifedipine have occasionally
been helpful but in most cases do not improve dyskinesia. Tetrabenazine is often
useful for symptomatic treatment of tardive dyskinesia and is currently available for
use in the US. However, it carries the risk of causing or aggravating depression. Other
experimental drugs are being tested to reduce or eliminate the symptoms of tardive
dyskinesia.
Other therapeutic agents for which there is some anecdotal support include,
levodopa (see carbidopa/levodopa), benzodiazepines, botulinium toxin, reserpine,
tetrabenazine, and dopamine‐depleting agents. Ondansetron, a selective 5‐
hydroxytryptamine‐3 antagonist, has helped some individuals with TD.
Discontinuance of anticholinergic therapy may relieve TD. A controversial strategy
for treating TD is to continue or increase the dose of the dopamine antagonist.
https://www.ncbi.nlm...les/PMC5472076/
Medication‐Induced Tardive Dyskinesia: A Review and Update (2017)
Treatments
Medications and Supplements Used to Treat Tardive Dyskinesia.
A number of medications and supplements have been identified that ameliorate TD
symptoms.
Cholingergic Agents
Cholinergic agents are used as muscle stimulants to diagnose myasthenia gravis and
to treat glaucoma. These agents can also improve the Parkinsonian features of TD.
Donepezil, a reversible acetylcholinesterase inhibitor, is currently the only
cholinergic medication that has shown benefit against TD. Overall, however,
cholinergic agents are not a widely accepted treatment for TD as sufficient evidence
is lacking to suggest they are more helpful than other treatments.
Clozapine, Quetiapine, Olanzapine, and Apomorphine
Clozapine, a serotonin and dopamine receptor antagonist, is an atypical APD used to
treat schizophrenia. Clozapine is the best current medication recommended for
patients who require antipsychotics and simultaneously have TD, as clozapine has
been reported to reverse TD symptoms. Clozapine has been linked to TD; however,
the incidence is much lower compared to other atypical APDs. Drugs with similar
mechanisms of action such as quetiapine, a weak striatal dopamine antagonist, and
olanzapine, a dopamine and serotonin receptor antagonist, have also been shown to
be effective in ameliorating TD symptoms. Apomorphine, a dopamine receptor
antagonist, can be given in conjunction with L‐DOPA to decrease dyskinesias.
Tetrabenazine Analogs
Tetrabenazine, a vesicular monoamine transporter inhibitor, decreases the severity
of TD symptoms.However, tetrabenazine is rapidly metabolized and therefore needs
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to be administered frequently. Analogs of tetrabenazine such as valbenazine, a (+)‐α‐
isomer of tetrabenazine, have been approved for clinical trials for the treatment of
TD. In a phase IIb randomized, parallel, double‐blind, placebo‐controlled clinical trial
of patients with moderate to severe TD, 67% of patients treated with valbenazine
reported a “much improved” or “very much improved” Abnormal Involuntary
Movement Scale score compared with 16% of patients taking placebo.
Clonazepam
While certain benzodiazepines can cause TD, evidence suggests that some may be
beneficial in treating TD. Sharma's proposed guidelines for treating TD include
clonazepam and were successful in a patient who presented with TD symptoms after
long‐term treatment with trifluoperazine (a typical APD), citalopram,
trihexyphenidyl, and propranolol. A case report published in 2001 related that 2
mg/day of clonazepam for 1 year successfully alleviated the TD symptoms of a 66‐
year‐old female, and she did not develop tolerance during the 1‐year period.
Propranolol
Propranolol is a beta‐adrenergic receptor antagonist used to treat high blood
pressure, cardiac arrhythmias, and migraines. A retrospective study of 47 patients
with TD that persisted for 17 months after discontinuation of APDs reported that
low‐dose propranolol appeared to be well tolerated in this patient population, and
64% of the patients saw an improvement in their TD symptoms.
Amantadine
Amantadine is a noncompetitive glutamate receptor antagonist. It is postulated to
work by increasing presynaptic release of dopamine and blocking presynaptic
dopamine reuptake. Amantadine has been shown to be effective in treating L‐
DOPA–induced TD in patients with Parkinson disease.
Branched‐Chain Amino Acids
Some evidence suggests that an inability to clear ingested forms of the amino acid
phenylalanine is associated with TD. Branched‐chain amino acids (BCAAs) are
reported to decrease TD symptoms because they decrease plasma phenylalanine by
stimulating protein synthesis and insulin release. BCAAs also decrease the
accumulation of tyrosine, another amino acid and an important precursor to
dopamine, that reduces overall dopamine synthesis in the nervous system. Most
important, BCAAs also seem to be effective at decreasing TD symptoms while an APD
medication is still on board or the patient has a history of APD exposure. BCAAs are
available over the counter in a flavored powder preparation to mix with water, so
they may be a promising, practical, and inexpensive treatment for TD.
Ginkgo Biloba
The American Academy of Neurology recommends clonazepam and ginkgo biloba,
an extract of the ginkgo biloba tree leaf that is used as a dietary supplement, to
enhance cognitive function to treat TD.
Antioxidant Medications and Supplements
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Because evidence suggests that oxidative stress may contribute to TD, several
antioxidant medications and supplements are increasingly being used to treat TD:
zonisamide, yi gan san (a Chinese herb), levetiracetam, melatonin, omega‐3 fatty
acids, piracetam, resveratrol, vitamin B6, and vitamin E. A comprehensive update on
these medications is available in a 2015 review by Lerner et al.
Specific Medical research on alternate treatments
Melatonin
https://www.ncbi.nlm...pubmed/21950196
A randomized, double blind, placebo controlled design was used to determine the
effectiveness of MEL (20 mg/day) during 12 weeks in 7 patients with TD. Six patients
with TD were treated with placebo. In two patients treated with MEL a significant
improvement (more than 60%) of the values of AIMS was detected. In the remainder
five, as well as in the patients treated with placebo, no difference was observed
during the 12 weeks.
https://www.ncbi.nlm...pubmed/10982197
Nineteen patients chronic DSM‐IV schizophrenia of 31.3+/‐7.0 years' duration, were
randomly assigned in a double‐blind, placebo‐controlled, crossover trial to receive
slow‐release melatonin, 2 mg/day (low dosage), or placebo for 4 weeks.
Supraphysiologic doses of melatonin do not positively affect tardive dyskinesia.
https://www.ncbi.nlm...pubmed/11695951
Using a double‐blind, placebo‐controlled, crossover study, we evaluated the efficacy
of 10 mg/d of melatonin for 6 weeks in 22 patients with schizophrenia and TD. The
decrease in AIMS score was 2.45 for the melatonin and 0.77 for the placebo
treatment groups. This is the first clinical evidence for efficacy of melatonin in the
treatment of TD.
Propranolol
https://www.ncbi.nlm...pubmed/27622970
Forty‐seven patients were analyzed, mean age 63 years. Neuroleptics were
discontinued in all patients and duration of TD at the time propranolol was initiated
17 months. Propranolol resulted in improvement in 64% and 77% of those had a
moderate to complete or near‐complete response. Mean daily dose was 69 mg and
duration of therapy 14 months. Three patients stopped the propranolol due to
adverse effects: hypotension (2), nightmares (1). Severity of TD and duration of
propranolol therapy were associated with response.
https://www.ncbi.nlm.../pubmed/6124534
A double‐blind, intensive case design was used to study the effect of propranolol on
tardive dyskinesia. No short‐term improvement was observed, but two of the four
subjects responded to long‐term propranolol use.
https://www.ncbi.nlm...01471‐0028b.pdf
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In October 1979 I thought itnmmight be worth trying propranolol to modify the
annoying mouth movements. Initially, I prescribed 10 mg to be taken four times a
day; I soon increased the dose to 40 mg to be taken twice a day. Over approximately
6 weeks the mouth movements decreased; propranolol was continued at 80 mg/d. I
last saw the patient 1 week before the time of writing, when she stated that she had
run out of the propranolol and had not bothered to renew the prescription. She
found that the mouth movements returned quite rapidly; therefore, she
immediately began taking propranolol again, 40 mg twice a day.
Branched‐Chain Amino Acids
Definition ‐ A branched‐chain amino acid (BCAA) is an amino acid having aliphatic
side‐chains with a branch (a central carbon atom bound to three or more carbon
atoms). Among the proteinogenic amino acids, there are three BCAAs: leucine,
isoleucine and valine.[1] Non‐proteinogenic BCAAs include 2‐aminoisobutyric acid.
https://www.ncbi.nlm...pubmed/12777270
Long‐standing tardive dyskinesia were randomly assigned to receive branched‐chain
amino acids or placebo. Treatment frequency was three times a day, 7 days a week
for 3 weeks. A robust and highly significant difference was observed between
patients who received high‐dose branched‐chain amino acids (222 mg/kg of body
weight t.i.d.) (N=18) and those who received placebo (N=18) in the percent change in
tardive dyskinesia symptoms from baseline to the end of the 3‐week trial. Significant
and marked differences were seen between the two groups at the >/=30% and
>/=60% levels of decrease in tardive dyskinesia symptoms.
https://www.ncbi.nlm...pubmed/10367552
A 2‐week trial of a BCAA medical food administered three times a day was
conducted in nine men with long neuroleptic treatment histories. Frequency counts
of TD movements were collected by videotape throughout the trial and these tapes
were analyzed in blind random sequence for both patient and time for TD symptom
level changes subsequent to completion of the trial. A statistically significant
decrease in the level of TD symptoms was observed for the sample. The symptom
changes were also clinically significant in that six of the nine subjects had symptom
decreases of at least 58%, with all subjects having a decrease of at least 38%.
https://www.ncbi.nlm...pubmed/14744176
TD evaluation at baseline and after 1 and 2 weeks of BCAA treatment given in the
form of a drink administered 3 times daily. TD symptom decreases were substantial
in 5 of the 6 participants, ranging from 40% to 65%. Two of the subjects received an
additional course of treatment, and further reductions in TD symptoms over those
seen in the 2‐week trial were observed.
Omega‐3 Fatty Acids
I found two reseqarch articles that both said there was no improvement in TD with
the use of Omega 3 fatty acids.
Resveratrol
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I found NO articles where resveratrol has been evaluated in the treatment of TD.
Calcium
https://www.ncbi.nlm.../pubmed/3227974
Serum calcium levels were measured in 25 chronically ill psychotic inpatients with
involuntary movements, in comparison with 25 otherwise indistinguishable patients
without such a syndrome. Those with involuntary movements were significantly
more likely to have a serum calcium level below the normal range.
http://globalresearc...Article 019.pdf
Laboratory studies include....
B. Serum electrolytes‐ to omit abnormalities of sodium and calcium metabolism that
may cause movement disorders.
https://pdfs.semanti...8f7d29d4683.pdf
The blood test showed a light hypermagnesaemia (2.5 mg/dL) not related to a large
ingestion of magnesium nor with any symptom of renal failure and levels of calcium
of 9.70 mg/dL, which are in the upper levels of normal concentration (normal values:
8.89 ‐ 10.0).
The only treatment was removal of haloperidol treatment.
Forty‐eight hours after hospital admission, the patient was discharged. At that time
the levels of magnesium in blood were slightly reduced. The blood test was showing
an haloperidol concentration of 0.4 μg/L, a maintained leucocytosis and anaemia.
Calcium level was of 9 mg/dL, and blood magnesium levels were of 2.1 mg/dL, being
both value considered normal.
Our suggestion is to control the calcium and magnesium levels in patients receiving a
chronic haloperidol treatment to prevent these crises.
http://europepmc.org...ct/med/18363098
There is involvement of calcium in triggering the oxidative damage and
excitotoxicity, both of which play central role in haloperidol‐induced orofacial
dyskinesia and associated alterations.
Results of the present study indicate that haloperidol‐induced calcium ion influx is
involved in the pathogenesis of tardive dyskinesia
Magnesium
https://www.ncbi.nlm...pubmed/27816557
The co‐administration of haloperidol and Mg supplementation prevented RS
generation in cortex, striatum and SN, and PC levels in the SN.These outcomes
indicate that Mg supplementation may be a useful alternative to prevent movement
disturbances resulting of classic antipsychotic pharmacotherapy as haloperidol.
Gail ‐ "One question, dystonia and dyskenisia and atakisia are all described as
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movement disorders. Are they all the same?"
FH ‐ Simple answer ‐ No
Dystonia ‐ Dystonia is a neurological movement disorder syndrome in which
sustained or repetitive muscle contractions result in twisting and repetitive
movements or abnormal fixed postures. The movements may resemble a tremor.
Dystonia is often intensified or exacerbated by physical activity, and symptoms may
progress into adjacent muscles.
The disorder may be hereditary or caused by other factors such as birth‐related or
other physical trauma, infection, poisoning (e.g., lead poisoning) or reaction to
pharmaceutical drugs, particularly neuroleptics.
Note ‐ A neurological condition that affects the muscles.
Dyskenisia ‐ Dyskinesia refers to a category of movement disorders that are
characterized by involuntary muscle movements, including movements similar to tics
or chorea and diminished voluntary movements. Dyskinesia can be anything from a
slight tremor of the hands to an uncontrollable movement of the upper body or
lower extremities. Acute dyskinesia is a sustained muscle contraction that
sometimes appears soon after administration of antipsychotic medications.
Note ‐ An uncontrollable muscular contraction brought on by side effects of certain
medications.
Akathisia ‐ Akathisia is a movement disorder characterized by a feeling of inner
restlessness and a compelling need to be in constant motion, as well as by actions
such as rocking while standing or sitting, lifting the feet as if marching on the spot,
and crossing and uncrossing the legs while sitting. People with akathisia are unable
to sit or keep still, are prone to feelings of restlessness, and they may also fidget,
rock from foot to foot, and pace.
Antipsychotics (also known as neuroleptics), particularly the first generation
antipsychotics, are the leading cause of akathisia. When antipsychotic‐induced,
akathisia is an extrapyramidal side effect. Akathisia is also a symptom of psychosis,
bipolar disorder, and agitated depression. Akathisia is a component of the repetitive
movements in some cases of autism and intellectual disability. Other known causes
include side effects of other medications, and nearly any physical dependence‐
inducing drug during drug withdrawal. It is also associated with Parkinson's disease
and related syndromes.
Note ‐ This is very similar to dyskenisia but may be caused by a variety of situations
not just medication. The movement seen with akathisia is very repetitive and can
last long periods of time, even hours. The movements with the other two conditions
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can be more violent and usually occurs as episodes which usually last less than an
hour.
There is still a lot unknown about these 3 conditions. Especially what are the physical
differences in the conditions. It is very difficult for the dr to make a specific diagnosis
with these conditions because he/she only has the pattern of the movements to go
by. Treatments are similar for all three but not exactly the same. All are effected by
calcium and magnesium levels (those two elements control muscle contraction) as
well as occasionally by potassium and sodium levels.
Antidepressants And Movement Disorders
https://pubmed.ncbi....h.gov/32546134/
Antidepressants and Movement Disorders: A Postmarketing Study in the World
Pharmacovigilance Database
"...disproportionality of movement disorders' reporting was assessed among adverse
drug reactions related to any antidepressant, from January 1967 to February 2017,
through a case/non‐case design. The association between nine subtypes of
movement disorders (akathisia, bruxism, dystonia, myoclonus, parkinsonism, restless
legs syndrome, tardive dyskinesia, tics, tremor) and antidepressants was estimated."
"We found a significant increased ROR for antidepressants in general for all subtypes
of movement disorders, with the highest association with bruxism (ROR 10.37, 95%
CI 9.62‐11.17) and the lowest with tics (ROR 1.49, 95% CI 1.38‐1.60). When
comparing each of the classes of antidepressants with the others, a significant
association was observed for all subtypes of movement disorders except restless legs
syndrome with serotonin reuptake inhibitors (SRIs) only. Among antidepressants,
mirtazapine, vortioxetine, amoxapine, phenelzine, tryptophan and fluvoxamine were
associated with the highest level to movement disorders and citalopram, paroxetine,
duloxetine and mirtazapine were the most frequently associated with movement
disorders. An association was also found with eight other antidepressants. "
Another very good article here;
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7298955/pdf/12888_2020_Article_
2711.pdf
And these two, but cannot gain access to full text;
https://onlinelibrary.wiley.com/doi/full/10.1002/mds.23828
https://journals.lww..._During.15.aspx
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Trazodone
https://www.ncbi.nlm...pubmed/25920951
Antidepressant‐induced galactorrhea and increases in prolactin levels have rarely
been reported. Trazodone can potentiate the serotonergic activity of citalopram. To
our knowledge, no cases of galactorrhea associated with use of trazodone have been
reported to date.
https://www.ncbi.nlm...les/PMC4418332/
These findings suggest that trazodone could be effective therapy for patients with
OSA (obstructive sleep apnea) without worsening hypoxemia.
https://www.ncbi.nlm...pubmed/26017199
Trazodone and omeprazole interaction causing frequent second‐degree Mobitz type
1 atrioventricular (AV) block (Wenckebach phenomenon) and syncope: a case report
and literature review.
A 54‐year‐old man who was a former smoker, with dyslipidemia, coronary artery
disease, and anxiety disorder developed lightheadedness and syncope the morning
of admission. He was taking trazodone 50 mg daily, omeprazole 20 mg daily, and
simvastatin 20 mg at bedtime. He doubled the dose of trazodone 50 mg on the night
prior to presentation to calm his anxiety. An electrocardiogram revealed sinus
rhythm at 60 beats per minute and second‐degree Mobitz type 1 atrioventricular
(AV) block with 5:4 AV conduction. Results of basic metabolic panel, thyroid‐
stimulating hormone, and chest radiograph were normal. A transthoracic
echocardiogram revealed aortic valve sclerosis. We tested for Lyme disease given his
history of hunting in the woods 8 months prior to presentation, but the titer was
negative. Trazodone and omeprazole were discontinued. By the 3rd day of
medication discontinuation, all symptoms had resolved and the frequency of second‐
degree AV Mobitz type 1 AV block had decreased to once per hour.
https://www.ncbi.nlm...pubmed/26088119
Although trazodone is approved and marketed in most countries worldwide for the
sole treatment of Major Depressive Disorder, the use for this medication is very
common for many other conditions, such as primary or secondary insomnia,
Generalised Anxiety Disorder, Panic Disorder, Post‐Traumatic Stress Disorder and
Obsessive‐ Compulsive Disorder. Other, not officially approved, uses of trazodone
include: the treatment of bulimia, benzodiazepine and/or alcohol dependence or
abuse, fibromyalgia, degenerative diseases of the central nervous system such as
dementia and other organic disorders, schizophrenia, chronic pain, and diabetic
neuropathy. In addition, due to its 5HT2A receptor antagonistic action, trazodone
may be used to prevent the occurrence of initial and long‐term side effects of SSRI,
such as anxiety, insomnia and sexual dysfunction.
https://www.ncbi.nlm...pubmed/26174731
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It is very effective in the treatment of depression, in anxiety and insomnia. Its known
side effects mainly occur with prolonged use of daily doses of 150‐200 mg. The
ability to enhance drowsiness may be associated with some risk in elderly patients.
This clinical case illustrates an acute extrapyramidal event (movement disorders, like
tardives) induced by a low dose of trazodone.
https://www.ncbi.nlm...pubmed/25376160
Prolonged‐release trazodone was more effective than placebo in MDD and was well
tolerated.
https://www.ncbi.nlm...pubmed/24023050
The bioactive intermediate metabolites of trazodone might cause hepatotoxicity
(Liver toxicity).
https://www.ncbi.nlm...pubmed/27147406
Trazodone and milnacipran are the active antidepressant drugs that are being used
in the treatment of psychiatric disorders. In this study, the in vitro genotoxic effects
of trazodone and milnacipran have been determined in human peripheral blood
lymphocytes by using chromosomal aberrations (CAs), sister chromatid exchanges
(SCEs), micronuclei (MN), and comet assays. 3.13; 6.25; 12.50; 25.00; 50.00; and
75.00 μg/mL concentrations of trazodone and 2.50; 5.00; 10.00; 20.00; 30.00; and
40.00 μg/mL concentrations of milnacipran were used. Trazodone and milnacipran
significantly increased the frequency of CAs and SCEs compared with the control.
Both of the active ingredients raised the MN frequency in a dose‐dependent
manner. Mitotic index was significantly decreased, but replication and nuclear
division indices were not affected at all treatments. Trazodone was statistically
increased the mean comet tail intensity, tail length, and tail moment at three
concentrations (6.25; 12.50; and 25.00 μg/mL) compared with control. Two highest
concentrations (50 and 75 μg/mL) of trazodone were toxic in the comet assay.
Milnacipran increased the comet tail intensity, tail length, and tail moment at all
concentrations. It is concluded that trazodone and milnacipran have clastogenic,
mutagenic, and cytotoxic effects on human lymphocytes in vitro.
https://www.ncbi.nlm...pubmed/26187900
The second‐generation selective 5‐HT2 receptor antagonists and reuptake inhibitors
(SARIs) class antidepressants are known to have fewer cardiovascular side effects
than the older ones. However, several case reports showed that trazodone, one of
the second‐generation SARIs, induces QT prolongation, cardiac arrhythmia, and
ventricular tachycardia. Although these clinical cases suggested trazodone‐induced
cardiotoxicity, the toxicological actions of trazodone on cardiac action potentials
(APs) beyond the human ether‐a‐go‐go related gene (hERG) remain unclear. To
elucidate the cellular mechanism for the adverse cardiac effects of trazodone, we
investigated its effects on cardiac APs and ion channels using whole‐cell patch clamp
techniques in human‐induced pluripotent stem cell‐derived cardiomyocytes (hiPSC‐
CMs) and transiently transfected human embryonic kidney cells (HEK293) with
cardiac ion channel complementary DNA. Trazodone dose‐dependently decreased
the maximum upstroke velocity (Vmax) and prolonged the AP duration, inducing
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early after depolarizations at 3 and 10 μM that triggered ventricular arrhythmias in
hiPSC‐CMs. Trazodone also inhibited all of the major ion channels (IKr, IKs, INa, and
ICa), with an especially high inhibitory potency on hERG. These data indicate that the
prolonged AP duration and decreased Vmax due to trazodone are mainly the result
of hERG and sodium ion inhibition, and its inhibitory effects on cardiac ion channels
can be exhibited in hiPSC‐CMs.
https://www.ncbi.nlm...les/PMC3987616/
A 26‐year‐old female outpatient presenting with a depressive state suffered from
auditory hallucinations at night. Her auditory hallucinations did not respond to
blonanserin or paliperidone, but partially responded to risperidone. In view of the
possibility that her auditory hallucinations began after starting trazodone, trazodone
was discontinued, leading to a complete resolution of her auditory hallucinations.
https://www.ncbi.nlm...pubmed/23661283
Acute treatment of mirtazapine impaired road‐tracking performance and increased
sleepiness, but sedative effects disappeared under repeated administrations.
Trazodone did not affect driving performance or cognitive function under acute or
repeated administrations.
https://www.ncbi.nlm...pubmed/23450804
The number of individual impairment clues detected is increased with trazodone.
Trazodone 100 mg may cause cognitive driving impairment.
https://www.ncbi.nlm...les/PMC3693429/
Trazodone is effective in controlling a wide range of symptoms of depression, while
avoiding the negative effects on sleep seen with SSRI antidepressants. The recently
approved prolonged‐release formulation should provide further optimization of this
antidepressant and may be useful for enabling an appropriate therapeutic dose to be
administered with improved patient compliance.
https://www.ncbi.nlm...les/PMC3165092/
Trazodone produced small but significant impairments of short‐term memory, verbal
learning, equilibrium, and arm muscle endurance across time points. Relative to
placebo across test days, trazodone was associated with fewer nighttime
awakenings, minutes of Stage 1 sleep, and self‐reports of difficulty sleeping. On Day
7 only, slow wave sleep was greater and objective measures of daytime sleepiness
lower with trazodone than with placebo. Although trazodone is efficacious for sleep
maintenance difficulties, its associated cognitive and motor impairments may
provide a modest caveat to healthcare providers.
https://www.ncbi.nlm...pubmed/22239013
Its performance was analyzed in individuals dependent on alcohol, benzodiazepines
and opiates, as well as mixed addictions. Also raised the problem of influence of
trazodone on the experience of pain, which maybe helpful in relieving withdrawal
symptoms. The data show a positive effect of trazodone in individuals addicted to
the SPA, although the mechanism by which trazodone works in the body is very
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complex and not yet fully understood. Its advantage is the relatively small panel of
side effects. Although many of the analyzed studies were not placebo‐controlled, the
results are so promising that you can recommend on the basis of trazodone therapy
in individuals addicted to the SPA.
https://www.ncbi.nlm...pubmed/22574377
Yimusake combined with trazodone hydrochloride is highly efficacious for primary PE
(premature ejaculation).
https://www.ncbi.nlm...pubmed/21740694
We found that patients taking trazodone can produce urine with sufficient m‐CPP to
result in false‐positive Amphetamines II results.
https://www.ncbi.nlm...pubmed/22732813
The purpose of the study was to highlight the cytoarchitectural changes in the
frontal cortex and hippocampus by comparing two antidepressant substances:
amitriptyline with a strong anticholinergic effect and trazodone, without
anticholinergic effect. The superior neuroprotective qualities of trazodone for the
frontal cortex, hippocampus and dentate gyrus are revealed. The particular
neurobiological vulnerability of depression in women requires a differentiated
therapeutic approach, avoiding the use of antidepressants with anticholinergic
action.
https://www.ncbi.nlm...pubmed/21575194
Trazodone significantly improved fibromyalgia severity and associated
symptomatology. Its combination with pregabalin potentiated this improvement and
the tolerability of the drugs in association was good.
https://www.ncbi.nlm...pubmed/22115401
Various other attributes of trazodone, including interaction with adrenergic
receptors, formation of an active metabolite with potent serotonergic activity, low
abuse potential and putative utility in various disorders, warrant further exploration.
The adverse effects of trazodone generally mirror its serotonergic activity and
include sedation, headache, sweating, weight changes and gastrointestinal effects
such as nausea and vomiting. Clinicians and patients should be cognizant of the risk
for potential, but rare, cardiovascular adverse effects of trazodone.
https://www.ncbi.nlm...pubmed/21220793
It is generally approved for the treatment of major depression, its efficacy is well‐
documented in elderly patients, and it has been widely used for replacement of
benzodiazepines or benzodiazepine‐type sleeping drugs due to its anxiolytic efficacy
and sleep normalizing effect in depression. Trazodone was further found to be
clinically useful in generalized anxiety disorder, agitation of patients with dementia
and organic disorders, chronic pain disorders, alcohol and benzodiazepine
dependence. Tolerability of trazodone is comparable to the novel antidepressants. It
is weight neutral and does not decrease sexual function.
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https://www.ncbi.nlm...les/PMC2945951/
Trazodone markedly improved sleep quality, with large effect sizes in total PSQI
score as well on sleep quality, sleep duration and sleep efficiency. Significant
improvement, although with moderate effect sizes, were also observed in total FIQ
scores, anxiety and depression scores (both HADS and BDI), and pain interference
with daily activities. Unexpectedly, the most frequent and severe side effect
associated with trazodone in our sample was tachycardia, which was reported by 14
(21.2%) patients.
https://www.ncbi.nlm...pubmed/20712254
Sexual dysfunctions may be main cause of social disability. The knowledge of the
rates of occurrence of sexual dysfunctions in the general population and the primary
risk factors for these conditions is very important to assist in assessing the risk and
planning treatment. Sexual dysfunctions are highly prevalent in our society
worldwide, and that the occurrence of sexual dysfunctions increases directly with
age for both men and women. Specific medical conditions and health behaviors
represent major risk factors for sexual disorders. Trazodone is sedative
antidepressant drug, which is effective, safe, fast acting, with a few side effects, with
proved efficiency in the treatment of sexual dysfunction.
https://www.ncbi.nlm...pubmed/15816789
Evidence for the efficacy of trazodone in treating insomnia is very limited; most
studies are small, conducted in populations of depressed patients, raise issues of
design, and often lack objective efficacy measures. Side effects associated with
trazodone are not inconsequential, with a high incidence of discontinuation due to
side effects, such as sedation, dizziness, and psychomotor impairment, which raise
particular concern regarding its use in the elderly. There is also some evidence of
tolerance related to use of trazodone.
https://www.ncbi.nlm...pubmed/15291651
It is concluded that there are very few data to suggest that trazodone improves sleep
in patients without mood disorder, though it does increase total sleep in patients
with major depressive disorder. There are virtually no dose‐response data for
trazodone vis‐à‐vis sleep and, similarly, no available data on tolerance to its possible
hypnotic effects. Areas of concern with its use include reports of significant dropout
rates and induction of arrhythmias, primarily in patients with histories of cardiac
disease, as well as the development of priapism (a potentially painful medical
condition in which the erect penis does not return to its flaccid state, despite the
absence of both physical and psychological stimulation, within four hours).
https://www.ncbi.nlm...pubmed/11518472
Trazodone appears effective for the treatment of insomnia and nightmares
associated with chronic PTSD. However, controlled trials are needed before any
definite conclusions can be drawn. The higher than expected occurrence of priapism
warrants clinicians asking directly about this side effect.
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https://www.ncbi.nlm.../pubmed/9315494
In a group of patients, that was not selected on the basis of the etiology of the
erectile dysfunction, nor selected on the duration of the complaint, the efficacy of
trazodone 150 mg/d, could not be shown.
https://www.ncbi.nlm.../pubmed/8057411
The effects of trazodone on penile erection may be due to a peripheral alpha
adrenoceptor antagonism and central unknown mechanism. We conclude that
trazodone may prove an effective treatment for impotent patients.
https://www.ncbi.nlm.../pubmed/3284752
Although unwanted effects were generally mild, the incidence of dizziness was
greater in those patients receiving trazodone. Caution is advised, however, when
prescribing either drug to patients with transient cerebral ischaemic attacks or those
with coronary artery disease receiving medication.
http://www.lb7.uscou...IED/10‐1191.pdf
Trazodone may cause side effects. Tell your doctor if any of these symptoms are
severe or do not go away:
• headache or heaviness in head
• nausea
• vomiting
• bad taste in mouth
• stomach pain
• diarrhea
• constipation
• changes in appetite or weight
• weakness or tiredness
• nervousness
• decreased ability to concentrate or remember things
• confusion
• nightmares
• muscle pain
• dry mouth
• sweating
• blurred vision
• tired, red, or itchy
Some side effects can be serious. If you experience any of the following symptoms or
those listed in the IMPORTANT WARNING section, call your doctor immediately:
• chest pain
• fast, pounding, or irregular heartbeat
• shortness of breath
• fever, sore throat, chills, or other signs of infection
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• hives
• skin rash
• itching
• difficulty breathing or swallowing
• swelling of the face, throat, tongue, lips, eyes, hands, feet, ankles, or lower legs
• hoarseness
• decreased coordination
• uncontrollable shaking of a part of the body
• numbness, burning, or tingling in the arms, legs, hands, or feet
• dizziness or lightheadedness
• fainting
• painful erection that lasts longer than normal
Trazodone may cause painful, long lasting erections in males. In some cases
emergency and/or surgical treatment has been required and, in some of these cases,
permanent damage can occur.
https://www.drugs.co...de‐effects.html
In Summary
Commonly reported side effects of trazodone include: blurred vision, dizziness,
drowsiness, nausea, vomiting, headache, and xerostomia. Other side effects include:
syncope, edema, diarrhea, ataxia, insomnia, sedation, confusion, tachycardia, and
hypotension.
More common:
• Blurred vision
• confusion
• dizziness
• dizziness, faintness, or lightheadedness when getting up suddenly from a lying or
sitting position
• lightheadedness
• sweating
• unusual tiredness or weakness
Less common:
• Burning, crawling, itching, numbness, prickling, "pins and needles", or tingling
feelings
• confusion about identity, place, and time
• decreased concentration
• fainting
• general feeling of discomfort or illness
• headache
• lack of coordination
• muscle tremors
• nervousness
• pounding in the ears
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• shortness of breath
• slow or fast heartbeat
• swelling
Rare:
• Skin rash
• unusual excitement
Severity: Minor
Some trazodone side effects may not need any medical attention. As your body gets
used to the medicine these side effects may disappear. Your health care professional
may be able to help you prevent or reduce these side effects, but do check with
them if any of the following side effects continue, or if you are concerned about
them:
More common:
• dry mouth (usually mild)
• muscle or bone pain
• trouble sleeping
• trouble with remembering
• unpleasant taste
Less common:
• constipation
• continuing ringing or buzzing or other unexplained noise in the ears
• diarrhea
• hearing loss
• muscle aches or pains
• weight loss
For Healthcare Professionals
Applies to trazodone: compounding powder, oral tablet, oral tablet extended
release.
General
The most commonly reported side effects were dry mouth, nausea, vomiting,
drowsiness, dizziness/light‐headedness, headache, and nervousness.
Cardiovascular
Common (1% to 10%): Hypertension, hypotension, syncope, tachycardia, palpitations
Frequency not reported: Sinus bradycardia, chest pain, ventricular couplets
Postmarketing reports: Cardiospasm, cerebrovascular accident, congestive heart
failure, vasodilation, conduction block, orthostatic hypotension, atrial fibrillation,
myocardial infarction, cardiac arrest, arrhythmia, ventricular ectopic activity,
prolonged QT interval, torsade de pointes, ventricular tachycardia.
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Psychiatric
Common (1% to 10%): Anger/hostility, excitement, insomnia, nightmares/vivid
dreams
Frequency not reported: Hallucinations/delusions, mania/hypomania, impaired
speech, suicidal ideation, disorientation, aggressive reaction, withdrawal syndrome
Postmarketing reports: Abnormal dreams, agitation, anxiety, paranoid reaction,
psychosis.
Nervous system
Very common (10% or more): Drowsiness (up to 40.8%), dizziness/light‐headedness
(up to 28%), headache (up to 19.8%), nervousness (up to 14.8%)
Common (1% to 10%): Confusion, decreased concentration, disorientation, impaired
memory, incoordination, paresthesia, tremors
Frequency not reported: Akathisia, muscle twitches, numbness, serotonin syndrome,
convulsion, neuroleptic malignant syndrome, vertigo, restlessness, decreased
alertness, cognitive/motor impairment
Postmarketing reports: Aphasia, ataxia, extrapyramidal symptoms, grand mal
seizures, stupor, tardive dyskinesia, myoclonus
Genitourinary
Common (1% to 10%): Decreased libido, delayed urine flow, early menses
Frequency not reported: Hematuria, impotence, increased libido, increased urinary
frequency, missed periods, retrograde ejaculation
Postmarketing reports: Breast enlargement or engorgement, clitorism, lactation,
priapism, urinary incontinence, urinary retention
Hematologic
Frequency not reported: Anemia, hemolytic anemia, granulocytosis,
thrombocytopenia, eosinophilia, leucopenia
Postmarketing reports: Leukocytosis, methemoglobinemia
Metabolic
Common (1% to 10%): Decreased appetite, weigh gain/loss
Frequency not reported: Increased appetite, anorexia, hyponatremia
Ocular
Very common (10% or more): Blurred vision (up to 14.7%)
Common (1% to 10%): Red/tired/itching eyes
Frequency not reported: Angle‐closure glaucoma
Postmarketing reports: Diplopia
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Dermatologic
Common (1% to 10%): Sweating/clamminess
Frequency not reported: Hyperhidrosis
Postmarketing reports: Alopecia, leuconychia, pruritus, psoriasis, rash, urticaria
Endocrine
Postmarketing reports: Hirsutism, inappropriate ADH syndrome
Gastrointestinal
Very common (10% or more): Dry mouth (up to 33.8%), nausea/vomiting (up to
12.7%)
Common (1% to 10%): Constipation, abdominal/gastric disorder, bad taste, diarrhea
Frequency not reported: Flatulence, increased salivation, dyspepsia, stomach pain,
gastroenteritis, paralytic ileus
Postmarketing reports: Increased amylase
Hepatic
Postmarketing reports: Cholestasis, hyperbilirubinemia, jaundice, liver enzyme
alterations.
Hypersensitivity
Frequency not reported: Allergic reactions
Musculoskeletal
Common (1% to 10%): Musculoskeletal aches/pains
Frequency not reported: Limb pain, back pain, myalgia, arthralgia
Other
Very common (10% or more): Fatigue (up to 11.3%)
Common (1% to 10%): Edema, malaise, tinnitus
Frequency not reported: Chills, fever
Postmarketing reports: Unexplained death, weakness
Respiratory
Common (1% to 10%): Shortness of breath, nasal/sinus congestion
Frequency not reported: Dyspnea
Postmarketing reports: Apnea
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It is possible that some side effects of trazodone may not have been reported. These
can be reported to the FDA. Always consult a healthcare professional for medical
advice.
http://link.springer...45?view=classic
http://www.ncbi.nlm..../pubmed/3624211
http://www.ncbi.nlm..../pubmed/8056996
Three cases developed withdrawal symptoms of trazodone despite gradual
discontinuation of therapeutic doses of the drug. This report suggests that effects of
trazodone and its metabolite m‐chlorophenylpiperazine on the serotonergic system,
which may result in noradrenergic rebound after discontinuation, and short half‐lives
of these compounds are involved in the development of these symptoms. From a
clinical point of view, we suggest that trazodone should be tapered off at a very slow
rate.

Trintellix Withdrawal
Trintellix was previously known as Brintellix.
http://mentalhealthd...long‐they‐last/
Trintellix Withdrawal Symptoms List
Below is a list of withdrawal symptoms that you may experience upon
discontinuation of Brintellix. Understand that not everyone will experience every
symptom listed below. The number of symptoms experienced as well as the severity
is highly subject to individual variation.
• Anger: When quitting any antidepressant, it is common to experience anger. The
drug has likely altered your neurotransmission, making it difficult to produce
adequate levels of serotonin. Outbursts of anger were reported as a “common”
discontinuation symptom in clinical trials. Fortunately, you will likely notice your
anger subsiding as you plod through withdrawal.
• Anxiety: Upon discontinuation of any drug that has influenced serotonergic
functions within the brain, you may feel anxiety. The anxiety may be mild or more
extreme during the early stages of withdrawal. If you feel more anxious than usual,
and have recently stopped this drug, it is likely due to the fact that your
neurochemistry needs to readjust, specifically that which involves serotonin.
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• Brain zaps: Many people experience electrical shock sensations called “brain zaps”
when they quit taking an antidepressant or skip a dose. In most cases, these can be
lessened by conducting a gradual taper off of Brintellix. Despite the fact that these
are highly uncomfortable sensations, they will eventually pass.
• Concentration problems: Some individuals may notice a slight degree of cognitive
enhancement from this medication. Upon discontinuation, not only will the
enhancement disappear, but you may actually notice significant concentration
problems. This is mostly a result of your brain trying to function without the drug. In
the meantime, you’ll likely experience “brain fog.”
• Depression: Taking an antidepressant may help depression, but when you quit, not
only can you expect your original depression to return, you may actually experience
a more severe version. Pre‐drug depression and discontinuation depression are
typically two different experiences. When you discontinue Brintellix, your brain will
be chemically imbalanced as a result of the drug – thus leading to a different,
potentially more severe depression.
• Depersonalization: Do you now feel like you are “not yourself?” If you feel
depersonalized, it is likely due to your brain attempting to sort out the chemical
changes that were created by the drug. If you are highly stressed, this may further
enhance the feelings of depersonalization. Just know that you will eventually feel like
yourself again; it may take some time.
• Dizziness: A very common withdrawal symptom associated with every
antidepressant is that of dizziness. Your brain had become accustomed to receiving
the drug for its functioning, and when you discontinue, certain neurological
functions become altered – leading to dizziness.
• Fatigue: Regardless of whether this drug had a pro‐energy effect or made you
tired, fatigue often ensues upon discontinuation. This is a medication that affected
both serotonin and norepinephrine. Your nervous system had relied on the drug to
provide it with some sort of energy, and when you quit taking it, your nervous
system was still expecting it – thus leaving you tired.
• Flu‐like symptoms: Some individuals may feel achy, have a headache, feel
nauseous, and may vomit upon discontinuation. The combination of all withdrawal
symptoms may feel somewhat similar to the flu. Although it’s likely not nearly as
severe as the flu, it certainly can make you feel sick.
• Headaches: Most people experience some sort of headache when they quit this
medication. The headache may be difficult to deal with, but is something that most
people have to put up with. If it becomes unbearable, make sure you are drinking
enough water, getting plenty of sleep, and eating right. Consider some over‐the‐
counter headache relief if the headache is intense.
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• Insomnia: Many individuals find that when they quit this drug, they are unable to
sleep at night. In some cases the insomnia can be mitigated with natural
supplements like melatonin and/or simply engaging in relaxation prior to bed. Over
time, your sleep cycle and circadian rhythm will reset itself.
• Irritability: It is common to feel irritable when you discontinue this antidepressant.
Every little “thing” may trigger anger or an irritable reaction, especially during the
early stages of withdrawal. Do your best to realize that your feelings of anger and
heightened stress will eventually subside. Although you may not be able to control
the feeling of irritability, you can control how you express it.
• Mood swings: Another reportedly common symptom of withdrawal is that of
mood swings. Certain days you may feel alright, and others you may feel like total
crap. One minute you’re angry, the next you are agitated and depressed. Understand
that mood swings will continue to occur until your neurochemistry recalibrates itself.
• Muscle tension: Another extremely common symptom to experience during
withdrawal is muscle tension. Additionally, your muscles may also feel sore, achy,
and weak. The tension may make it difficult to relax or stay calm. Engaging in
relaxation exercises and/or practicing progressive muscular relaxation can be
helpful.
• Nausea: You may feel more nauseous than usual after you’ve quit Brintellix. In
most cases, the nausea doesn’t last more than a couple weeks. Most people that
experience nausea notice that it substantially decreases by the second or third week
of their withdrawal.
• Runny nose: Most antidepressants do not result in a “runny nose” upon
discontinuation, but this one does. You may need to stock up on some tissue if this is
a problem and over time, it will subside. This is a relatively odd withdrawal symptom,
but apparently one of the more common ones associated with Brintellix
discontinuation.
• Suicidal thoughts: It is common to experience an increase in suicidal thoughts
during withdrawal from Brintellix. It should be stated that you should seek
immediate medical attention if you are unable to cope with these thoughts. If you
had these thoughts prior to taking this drug, you likely won’t be able to distinguish
between those resulting from withdrawal and those resulting from your original
depression. However those that hadn’t experienced these thoughts pre‐drug and
now do after quitting will understand.
• Sweating: If you sweat profusely during withdrawal, realize that this is your body’s
way of detoxifying itself. Your nervous system may be slightly shocked now that it is
attempting to function without the Brintellix. Concurrently your hormone levels may
be altered as well (e.g. cortisol) which may contribute to the sweating.
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• Vomiting: In some cases, people can actually feel so nauseous that they vomit
upon discontinuation. The vomiting doesn’t generally continue for more than a few
days. This is a very uncomfortable symptom that is fortunately less common than
others.
Note: It is known that Trintellix stays in your system for between 13 and 16 days
after you’ve discontinued. For this reason, many people notice that discontinuation
symptoms often become more severe during the second or third week of
withdrawal.
Withdrawal lasts 3 to 9 months.
Trintellix Information
Wiki ‐ Vortioxetine hydrobromide (trade name Trintellix) is an atypical
antidepressant known as serotonin modulators and stimulators.
Side effects ‐ The most common side effects reported with vortioxetine are nausea,
diarrhea, dry mouth, constipation, vomiting, flatulence, dizziness, and sexual
dysfunction.
Incidence of sexual dysfunction is higher in patients taking vortioxetine than in
people taking placebos but appears to be lower than in people taking most other
antidepressants
Half‐life 66 hours.
Vortioxetine was previously trademarked as Brintellix in the United States, but on
May 2, 2016, the US FDA approved a name change to Trintellix in order to avoid
confusion with the blood‐thinning medication Brilinta (ticagrelor).
IMPORTANT ‐ Vortioxetine has been studied in several clinical trials as a potential
treatment for general anxiety disorder; it is not effective.
https://www.ncbi.nlm...pubmed/27807822
Across three large, placebo‐controlled studies in adults with recurrent MDD (Major
Depressive Disorder), short‐term treatment with vortioxetine almost always resulted
in statistically significant and clinically meaningful improvements in performance on
two objective measures that together cover a broad range of cognitive domains,
including executive function, attention, processing speed, learning and memory.
In general, the beneficial effects of vortioxetine on these measures were largely
independent of its effect on improving depressive symptoms. Based on the available
data, therefore, vortioxetine is a useful treatment option in patients with MDD
where impaired cognitive function is apparent.
https://www.ncbi.nlm...pubmed/25145538
It is associated with improved cognitive function in patients with MDD; this does not
occur solely via improvement in depressive symptom severity. It is well tolerated,
but is associated with significantly increased sexual dysfunction at the highest
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dosage; however, vortioxetine was shown to improve previous‐treatment‐emergent
sexual dysfunction in patients with well‐treated MDD to a greater degree than
escitalopram.
https://www.ncbi.nlm...pubmed/24676550
Vortioxetine is an effective agent for the treatment of MDD, but it does not have any
clear advantages over other available treatment options.
https://www.ncbi.nlm...pubmed/26035186
Of the 1,111 subjects screened, 469 subjects were randomized: 160 to placebo, 157
to vortioxetine 10 mg, and 152 to vortioxetine 15 mg. Differences from placebo in
the primary efficacy end point were not statistically significant for vortioxetine 10 mg
or vortioxetine 15 mg. (Note ‐ no significant improvement over placebo) Nausea,
headache, dry mouth, constipation, diarrhea, vomiting, dizziness, and flatulence
were reported in ≥ 5% of subjects receiving vortioxetine. Discontinuation due to
adverse events (side effects) occurred in 7 subjects (4.4%) in the placebo group, 8
(5.2%) in the vortioxetine 10 mg group, and 12 (7.9%) in the vortioxetine 15 mg
group. ASEX total scores were similar across groups. There were no clinically
significant trends within or between treatment groups on the laboratory values,
electrocardiogram, or vital sign parameters.
CONCLUSIONS:
In this study, vortioxetine did not differ significantly from placebo on MADRS total
score after 8 weeks of treatment in MDD subjects.
https://www.ncbi.nlm...pubmed/25874839
Vortioxetine was significantly more effective than placebo for acute treatment of
major depressive disorder (MDD). Although treatment effect estimates varied
substantially between studies, a dose effect was not observed. Vortioxetine does not
appear to be more effective, and is potentially less effective, than an SNRI.
The most common adverse events were nausea and vomiting which increased in
frequency with higher doses.
https://www.ncbi.nlm...pubmed/25350320
We included 7 published and 5 unpublished short‐term (6‐12 wk) RCTs in our meta‐
analysis. Vortioxetine was significantly more effective than placebo. Those treated
with vortioxetine did not differ significantly from those treated with selective
norepinephrine reuptake inhibitors (SNRI). Discontinuation owing to lack of efficacy
was significantly less common among those treated with vortioxetine than among
those who received placebo, whereas discontinuation owing to adverse events was
significantly more common among those treated with vortioxetine than among
those receiving placebo. There was no significant difference in discontinuation rates
between vortioxetine and comparators (other antidepressants) owing to inefficacy
whereas discontinuation owing to AEs was significantly less common in the
vortioxetine than in the comparator group .
https://www.ncbi.nlm...pubmed/26020712
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Of the 1075 patients enrolled, 1073 received at least one dose of vortioxetine and
538 (50.0%) completed the study. A total of 537 patients withdrew early, with 115
(10.7% of the original study population) withdrawing because of TEAEs (side effects).
Long‐term treatment with vortioxetine was well tolerated; the most common TEAEs
(≥10%) were nausea and headache. Laboratory values, vital signs, and physical
examinations revealed no trends of clinical concern. The mean Montgomery‐Åsberg
Depression Rating Scale total score was 19.9 at the start of the extension study and
9.0 after 52 weeks of treatment (observed cases). Similar improvements were
observed with the Hamilton Anxiety Scale (Δ‐4.2), the Clinical Global Impression
Scale‐Severity of Illness (Δ‐1.2), and the Sheehan Disability Scale (Δ‐4.7) total scores
after 52 weeks of treatment (observed case). In this 52‐week, flexible‐dose OLE
study, 15 and 20 mg vortioxetine were safe and well tolerated. After entry into this
study, patients continued to show improvement in depression and anxiety
symptoms, as well as overall functioning, throughout the treatment period.
https://www.ncbi.nlm...les/PMC3979887/
Includes a comparison to Cymbalta.
Overall, abrupt discontinuation of vortioxetine was well tolerated and the low DESS
total score and the nature of the discontinuation symptoms suggest that down‐
tapering of vortioxetine is not needed. This might be because of its relatively long
apparent half‐life of 66 h.
The withdrawal rate due to all reasons during the entire study was 16.6% [15.8%
(placebo), 22.5% (vortioxetine 15 mg), 17.2% (vortioxetine 20 mg) and 10.9%
(duloxetine)]
Contains a table of all reported adverse events.
The most common AEs reported by at least 5% of patients in either of the
vortioxetine groups and for which the incidence was numerically higher than that in
the placebo group were nausea, headache, diarrhea (20 mg) and dry mouth (20 mg).
In the duloxetine group, AEs with an incidence of greater than 5% and higher in the
placebo group were nausea, headache, dizziness, dry mouth, hyperhidrosis, diarrhea
and fatigue.
The incidence of AEs related to sexual dysfunction (orgasm abnormal, anorgasmia,
ejaculation delayed, ejaculation disorder, libido decreased, erectile dysfunction,
orgasmic sensation decreased, sexual dysfunction) was 2.5% (placebo), 2.0%
(vortioxetine 15 mg), 4.0% (vortioxetine 20 mg) and 3.5% (duloxetine) of patients.
Suicidal ideation was reported by 11.4% (placebo), 9.9% (vortioxetine 15 mg), 9.3%
(vortioxetine 20 mg) and 6.1% (duloxetine) of patients.
Two patients took an intentional overdose of zolpidem (vortioxetine group) or
zolpidem and lormetazepam (duloxetine group).
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Valsartan
http://www.druginfor...l symptoms.html
45 Reports to FDA on withdrawal symptoms. Please note the 6.7% death rate.
https://www.ehealthm...rawal‐syndrome/
20,086 people reported to have side effects when taking Valsartan. Among them, 36
people (0.18%) have Withdrawal syndrome
http://www.medicatio...ovan‐withdrawal
Abrupt Diovan Withdrawal
Dman11111 ‐ what did you end up doing with the diovan \ive been taping off and the
feeling is wonderful yes my bp is high again but im going to try alternative nature
stuff the side effects were almost killing me now everything is reversing unfornatly
the bp is higher again
Garrettgla ‐ i cannot tell you how dizzy i was on the diovan. i asked the dr. she said
taper off over 2 days and immediately go back on the atenolol 25mg. older
medication. i did and i gotta tell u i feel so much better. it's cheap too. its keeping my
blood pressure low too. so im happy. sorry i waited so long to go off the diovan.
Debgibsonmt ‐ After a year and ahalf of taking diovan trying to get off is a
nightmare. Blood pressure totally erratic even though all blood test show extremely
low cholesteral and a CRP of less than 1. So, diovan is extremely addictive and the
body seems to loose it's ability to regulate it's own blood pressure. Which, I'm sure, is
what the drug company's want.
Dman11111 ‐ Yes i agree. I am now on the generic of diovan. Because the drug
comanies are trying to save money. It is painfully impossible to try and quit diovan.
Im sooo glad someone actually agreed with me that it is highly addictive. It would
take months for the body to go back to its own regualtion....let me know if you
successfully quit ....i found the withdrawl to hard to take. At least right now. Maybee
with time i can figure out an alternative. Once again. Highly addictive .......and they
will tell you its not! We are living it!!!
https://www.peoplesp...‐a‐new‐scandal/
Report on the falsifying of data on Valsartan in order to get FDA approval. Five life
threatening side effects were hidden.
https://www.accessda...1283s018lbl.pdf
Abrupt withdrawal of valsartan has not been associated with a rapid increase in
blood pressure.
I found NO scientific articles dealing with the subject.
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Zoloft and Hypothyroidism and Leucopenia
Zoloft effect on TSH, T3 and T4
History
Radiation Exposure ‐ Dec 2014 ‐ March 2015
Start Zoloft ‐ Oct 16, 2013
Notified of overexposure ‐ May 15, 2015
First low WBC May 15, 2015
https://www.ncbi.nlm.../?term=18262705
sertraline ‐ TSH increased and T4 reduced.
Effects of various antidepressants on serum thyroid hormone levels in patients with
major depressive disorder.
https://www.ncbi.nlm.../?term=15486607
sertraline and fluoxetine showed reductions in TSH,T3 and T4 levels.
Peripheral thyroid hormones and response to selective serotonin reuptake
inhibitors.
https://www.ncbi.nlm...pubmed/19583486
No changes in Thyroid TSH, T3 or T4.
Effects of selective serotonin reuptake inhibitors on thyroid function in depressed
patients with primary hypothyroidism or normal thyroid function.
https://www.ncbi.nlm...pubmed/11979064
T3 increased and T4 and TSH not effected.
Effects of sertraline treatment on plasma cortisol, prolactin and thyroid hormones in
female depressed patients.
https://www.ncbi.nlm.../pubmed/7779834
Effects of long term treatment with sertraline (Zoloft) simulating hypothyroidism in
an adolescent.
A 16‐year‐old depressed adolescent, who had received sertraline treatment for the
previous 18 months, developed insomnia, daytime somnolence and lack of energy.
His thyroid function tests revealed low levels of total T4 with normal levels of free T4
and TSH, and a normal thyrotropin‐releasing hormone (TRH) stimulation test.
Discontinuing sertraline resulted in improved sleep and disappearance of daytime
somnolence. Although daytime somnolence and low levels of total T4 can mimic
hypothyroidism, in this case sertraline only displaced the bound‐fraction of total T4
and was not associated with true hypothyroidism.
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https://www.ncbi.nlm.../?term=18262705
Reboxetine ‐ TSH reduced and T4 increased.
Sertraline ‐ TSH increased and T4 reduced.
https://www.ncbi.nlm.../?term=15486607
Sertraline and fluoxetine showed reductions in TSH,T3 and T4 levels.
https://www.ncbi.nlm.../pubmed/7779834
Effects of long term treatment with sertraline (Zoloft) simulating hypothyroidism in
an adolescent.
https://www.ncbi.nlm...pubmed/11979064
Treatment with sertraline for 4 weeks increased plasma cortisol levels, while 24
weeks of sertraline treatment increased plasma T(3) levels in depressed patients.
https://www.ncbi.nlm...pubmed/15486607
Peripheral thyroid hormones and response to selective serotonin reuptake
inhibitors.
http://www.aafp.org/.../0801/p244.html
Patients on a stable dose of levothyroxine who are then started on a selective
serotonin reuptake inhibitor, in particular sertraline (Zoloft), may show a rise in their
TSH level and require an increase in their thyroid hormone dose.
https://www.ehealthm...hypothyroidism/
95,764 people reported to have side effects
Among them, 618 people (0.65%) have Hypothyroidism.

when

taking

Zoloft.

https://dailymed.nlm...aa‐3ebd79a046b5
Other Adverse Reactions Observed During the Premarketing Evaluation of ZOLOFT
Other infrequent adverse reactions, not described elsewhere in the prescribing
information, occurring at an incidence of < 2% in patients treated with ZOLOFT were:
Endocrine disorders ‐ hypothyroidism
There was an increase in follicular adenomas of the thyroid in female rats receiving
sertraline at 40 mg/kg (2 times the MRHD on a mg/m2 basis); this was not
accompanied by thyroid hyperplasia.
Zoloft and Leukopenia
My WBC 3.8 Thous/mm3 (Low) and AbsNeut 1.6 Thous/mm3 (Low)
Continues to be low but at this time I do not see much hope of it rising, continue to
monitor.
https://www.ncbi.nlm...les/PMC2398513/
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Sertraline‐induced agranulocytosis. Agranulocytosis is a condition where the
absolute neutrophil count is less than 100 per microliter of blood.
https://www.ncbi.nlm...pubmed/15994730
Sertraline‐ and mirtazapine‐induced severe neutropenia.
https://www.ncbi.nlm...pubmed/28483074
Neutropenia associated with quetiapine and sertraline: A case report and review of
literature.
https://www.accessda...35S44S45lbl.pdf
Drug insert
6.2 Postmarketing Experience
The following adverse reactions have been identified during postapproval use of
ZOLOFT. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.
Hemic and Lymphatic – agranulocytosis, aplastic anemia and pancytopenia,
leukopenia, thrombocytopenia, lupus‐like syndrome, serum sickness.
https://www.ehealthm...ine/leukopenia/
51,803 people reported to have side effects when taking Sertraline. Among them,
213 people (0.41%) have Leukopenia.
95,764 people reported to have side effects when taking Zoloft. Among them, 571
people (0.6%) have Agranulocytosis.
https://www.ncbi.nlm.../pubmed/8935613
Sertraline‐induced agranulocytosis.
http://www.scopemed.org/?mno=36961
Neutropenia Associated With Sertraline Use: A Case Report
http://manu56.magtec...tract3799.shtml
Leukopenia and neutropenia caused by sertraline

Zoloft Withdrawal
Am J Psychiatry. 1994 Mar;151(3):450‐1.
Withdrawal reaction after sertraline discontinuation.
Louie AK, Lannon RA, Ajari LJ.
No abstract
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Sertraline withdrawal in two brothers: a case report.
Rosenstock HA.
Withdrawal symptoms of (1) dysequilibrium (2) dysesthesias (3) dizziness and (4) a
flushing sensation.
http://depression.em...withdrawal.html
Irritability Agitation Dizziness Burning or tingling sensation anxiety Confusion
headache insomnia Tiredness.
http://www.healingwe...x?f=19&m=321377
I get dizzy a lot, my vision seems blurry, I have these tingly feelings in my fingers and
toes, and the worse part is the "electric shocks" that seem to run through my body
all day. I feel sick to my stomach a lot and it's hard to eat. (3 days later) I'm getting a
bit better. I'm sleeping better but I still have the dizziness and the "electric shocks". I
used to wake up all sweaty but that doesn't happen anymore either.
I took Zoloft for 5 years in the past and over a week stopped taking them with NO
withdrawal symptoms but not this time I guess I foolishly thought it would be the
same this time.
last time i tappered off the drug i was ok for about 2 months but then i was hit with a
big bang of anxiety and dispair‐ i was forced to go back. currently im at 25 mg down
from 50mg‐‐ i'm hoping that in time i can just continue to tapper down until i'm
totally off of it.
I have spent the last 6 months, slowly withdrawing from the medication, which I can
no longer afford. For the past month, I have been without zoloft, but I am now
having periodic anxiety attacks, and perseveration about random things, some
paranoia, and now sucidial thoughts past year I have been taking 25mg every other
day, or even every third day, in preparation for stopping altogether.This past Friday, I
took my last dose.
It is now Thursday. Since yesterday I have been suffering from brain zaps,
disorientation, spatial/depth perception problems, inability to focus, nausea,
dizziness, vertigo, and, beginning today, a feeling of deep sadness.
Week One: Alternate one day taking 50mg, the next 25 mg (half a pill)
Week Two: Take 25 mg daily
Week Three: Take 25 mg every other day
I completely quit after week three, and I haven't felt normal since.
I had been on zoloft for 2 years. As much as 150 mg , but in the last year it was only
50 mg. I thought I had done a good job of ramping down, over a few weeks. to 25 mg
then 12.5 , and then 12.5 every other day. But now I've been withdrawing for a week
and a half. It's good to know that this all fits in with what others have experienced
though, and to know that it might be up to a month of this. Now I guess I just need
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to decide if I hang in or go back to a low dosage to maybe alleviate some of this.. But
then exend the process.
When i first tried getting off of my 200 mg/day dose of zoloft (after being on it for
three years), i'd never felt so AWFUL in my life. i followed internet instructions of
dropping my dose by 25 mg every two weeks. obviously, this didn't work. i thought
trying to wean myself off was futile, and that i would have to take it for the rest of
my life. WRONG! it takes almost TWO YEARS to ween yourself off of a 200 mg/day
dose.
I am just starting tapering off of 100mg zoloft to 75mg two weeks ago. I was doing
fine and everything until a couple days ago..... I went 50 to 37mg to 30mg to 25mg to
18mg to 12mg then six every other day for two weeks it was fine except for the first
two weeks i felt some nausea but no brain zaps and i totally know what you mean by
feeling like you were in the clouds i finally feel back to myself and its great!!!!!!!!!!!!!
He increased it each time I went in until I was on 150 mg. Now I was sick, depressed,
and going through menopause. But by far the worst part was being numb. I could
care less about anything. When my friends and loved ones went through grief or
sadness I could not cry with them. So they all probably think I am heartless.
Anyway I have began tapering and started in April by chipping away a little of my
pills a little at a time because I've tried and failed so many times. I got down to 50mg
and stayed 0n that for 1 month. Now I am shaving a little off that for a week until I'm
down to 25mg, and I'll stay on that until I can cut that in half.
http://www.depressio...ine‐withdrawal/
It took me two and a half years to taper off Zoloft from 300mg
http://www.peoplesph...is‐a‐challenge/
my advise to those quitting.
from dosage 200, drop to 150mg for 1 whole week.
from dosage 150, drop to 100mg for 10 days.
from dosage 100, drop to 50/75mg for 2 weeks.
from dosage 50/75. drop to 25mg for 3 weeks.
from dosage 25, completely stop medication.
doing it this way if you have been on the medication for 1 year or more is advisable.
http://www.depressio...oft‐withdrawal/
I was on 150mg for one year minimum. I dropped zoloft by 25mg each 3 weeks and
I'm at 0 since a month. In fact, it's my 5th week right now. No problem for the first 2
weeks, then I got anxiety, insomnia, well almost everything in the side‐effect list. But
it was nothing compared to the 4th week and right now.
I've been tapering since the spring, from 200mg and am currently at 112.5mg. I've
been on it for about 15 years, between 200 and 250mg. I've gained probably 25lbs,
gradually, but have lost about ten, since reducing to my current dosage of 112.5mg
hs. My first two reductions of 25mg were smooth, the third reduction was rough, the

610

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

fourth smooth, but this current reduction of only 12.5mg has been hard, again. Most
recently I reduced by 12.5mg a couple of days ago from 100mg, so am happy to be in
the double digits now more or less. I plan to reduce again by 12.5mg in a couple of
months or more. I stayed at 100mg for about 4 months, making sure I felt well and
stable. Within about a week, with each reduction I feel ill, as I do now ‐ with nausea,
weakness, occasional crying spells, a bit down, slow, gastrointestinal issues, hard to
focus... I made the mistake I think of initially starting this recent reduction by
alternating doses of 75mg one day and 100mg the next ( for about two weeks), so I
had a day where I felt fine and a day where I felt horrible. I started with the 87.5mg
today, so will take awhile I suppose to stabilize. I also switched to taking it in the
morning today. I started at 250‐300mg a year ago and am now at 75mg for about a
month and a half and still having withdrawal effects from that last taper (from
87.5mg down to 75mg). I felt fine for about 10 days and then massive NAUSEA,
insomnia, sweating, aching joints and muscles, gastrointestinal pains and
problems..Though even at 5% tapers now, I still seem to be hit with the w/d. I'm now
at 70mg, from an original dose that wavered between 250 and 300mg (for 17 years).
I have read that the length of time to get off an antidepressant should be at least
one month for every year you have been on it. I was last at 50mg August 15 and have
tapered by 6.2 since then, every 9 days or as soon as I felt stable and I felt very well
those two weeks, but now it's hit me, again‐ all the flu‐like withdrawal symptoms.
Just wanted to leave an update of where I'm at in my tapering off Zoloft. About a
year and a half ago I was at 250‐300mg Zoloft, and am now at 37.mg!! I'm now at
31.2mg Zoloft. Only five more tapers of 6.2mg to go until I'm done. I've been
nauseous for the past ten days with a new withdrawal symptom (for me) of left‐
sided headache nearly twenty‐four hours a day, but seems to be easing since
yesterday. Often I feel on the verge of vomiting, and am achy but that is easing up
again for this 6.2mg taper. Taking a lot of ibuprofen and Gravol. I taper by 6.2mg.
From an original dose of 300mg max, I'm now down to 25mg. Still get very sick ‐achy,
nauseaus, headache, irritable, diarrhea/gastroparesis, vomiting (occasional) with
each taper. Unbelievable. It will be two years in February since I began tapering off.
I'm just looking at my journal and I see I went from 50 to 43.6mg (by tipping out 1/4
of the powder in a 25mg capsule + taking with another 25mg). I stayed at 43.6mg
from August 16/10 to August 22/10 (not that long relative to my more recent
reductions). On August 22 I went down by another 6.2mg to 37.5mg (roughly) and
stayed there until Sept 14. Sept 14 I went down by another 6.2mg to 31.2mg and
stayed there until November 22ish. You see I haven't been tapering too fast, because
each time I suffer the same symptoms‐ nausea, headache, achy muscles, joints etc.,
upset digestive system, eventual insomnia...These all do eventually pass, but I am
surprised each time I am hit with the same symptoms, same intensity.
I just ordered a scale which measures down to .001 grams....got it on ebay for
around $25.
I understand that these scales are great for accurately measuring meds.I'm about 5
weeks into 25mg and still don't feel stable, mostly physically‐ achy, digestive slowing,
nausea, hard to focus...but manageable. My next four reductions will be by roughly
6mg, by dividing the 25mgs of powder into 4.I've been at 25mg for 7 weeks and
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finally feel stable for a few days in a row‐ no nausea, much less achy, no
stomachache. Finally! I won't do another taper though for awhile, just so sick of
feeling sick.Was finally feeling better after 7 weeks at 25mg, from 31mg (original
dose of 300mg two years ago). Now I feel sick again with same digestive system
problems, nausea, aches, headache for the last 8+ days. I was last at 25mg for over
four months, waiting for terrible withdrawal of mainly nausea, stomachaches and
body pain, to subside. I became very frustrated two weeks ago with the constant
nausea so thought I would try taking pill in pm rather than am. Well, the day I missed
the dose I began to feel better and better as the day went on‐ the nausea, pain and
stomachache subsided. I still cannot believe it and am angry, but I haven't taken any
since and have felt much better, fine in fact. I quit the Zoloft altogether about 3
weeks ago. It was going well until I started crying a lot, maybe a week ago. I could
deal with that, but then the rest of the symptoms crept up one or two at a time in
the last three days and feel nearly unmanageable. Nearly all my usual withdrawal
symptoms have returned full force‐ pain (upper, then lower back that migrates back
and forth), in muscles, achy, as well as clicking joints and bones everywhere, which
maybe are displaced by tight muscles, nausea, insomnia to 2:00 to 4:00am, sweating,
chills, then massive shaking most nights, out of proportion anger and tears
interfering with work... Stomach hurts too, bowels still working this time, no sinus
headache this time, so far. Hopefully tomorrow will be better. I hoped this wouldn't
happen. I was feeling so well. No intention of taking Zoloft to ease this hell, not yet.
http://www.braintalk...loft‐withdrawal
Go down so slowly you are shaving off tiny parts of pills or just a granule or two of
capsules.
Wait 3 days to a week before each new lowering so you have a chance to get back
some emotional strength to face the next round.
https://www.ncbi.nlm.../pubmed/8840377
A patient receiving sertraline for depression developed dizziness and orthostatic
hypotension on repeated attempts to discontinue the drug. All other organic factors
were ruled out. The hypotension was proved to be secondary to sertraline by
repeated rechallenges. After a variety of attempted treatments, the agent was
discontinued successfully through an extended titration period. This report should
guide clinicians in treating patients with a similar problem.
https://www.ncbi.nlm.../pubmed/9627752
Sertraline discontinuation syndrome presenting with severe depression and
compulsions.

Ritalin Withdrawal
https://www.ncbi.nlm...pubmed/27926589
Dystonia in Methylphenidate Withdrawal: A Case Report.
Few studies have described movement disorders as withdrawal symptoms during
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psychostimulant detoxification. Although dystonia has been reported as an
uncommon adverse effect of methylphenidate treatment, it has not been described
in the context of methylphenidate withdrawal. We report a case of dystonia as the
main withdrawal symptom in a methylphenidate‐dependent adult participating in an
inpatient methylphenidate detoxification program. Although movement disorders
such as dystonia are very rare adverse effects of methylphenidate withdrawal,
practitioners need to be alert to this risk in order to initiate appropriate treatment.
https://www.ncbi.nlm...les/PMC5896529/
Stimulant (Ritalin) Withdrawal in a Child with Autism Spectrum Disorder and ADHD
‐ A Case Report
Full article
https://www.ncbi.nlm...pubmed/26132330
Painful Muscle Cramps Possibly Associated
Methylphenidate.
No summary available.

with

Withdrawal

from

https://www.ncbi.nlm...pubmed/20832433
Withdrawal from methylphenidate increases neural reactivity of dorsal midbrain.
Our results provide new findings about the influence of MP treatment in adult rats,
showing that, after a sudden MP treatment‐break, increased anxiety, associated with
the neural sensitization of anxiety‐related regions, ensues.
https://www.ncbi.nlm...pubmed/25323763
An N‐of‐1 trial as an individualized withdrawal treatment approach to
psychological methylphenidate dependence.
A partial text is available a this site.
https://www.karger.c...Abstract/365094
https://www.ncbi.nlm...pubmed/15127013
Stuttering priapism associated with withdrawal from sustained‐release
methylphenidate.
Stuttering priapism is intermittent, prolonged, painful, pathologic erections with
intervening periods of detumescence. An adolescent had stuttering priapism
associated with withdrawal from sustained‐release methylphenidate. To our
knowledge, this is the first such report of stuttering priapism associated with
stimulant drugs for treatment of attention deficit hyperactivity disorder.
https://www.ncbi.nlm...pubmed/16139732
Dopamine transporter in attention‐deficit hyperactivity disorder normalizes after
cessation of methylphenidate.
Attention‐deficit hyperactivity disorder (ADHD) is a common neurodevelopmental
disorder of childhood, which is frequently treated with methylphenidate. The short‐
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term response to treatment with methylphenidate is a substantial decrease in
dopamine transporter density, with improvement in neuropsychological tests. In this
study, single‐photon emission computed tomography was used to investigate
possible long‐term alterations in the cerebral dopamine system after cessation of
treatment with methylphenidate in five children with ADHD. Three months after
initiation of treatment with methylphenidate, a reduction of the dopamine
transporter in the striatal system was observed. Methylphenidate was administered
for a period of 9 to 20 months. Follow‐up with single‐photon emission computed
tomography after withdrawal of methylphenidate medication disclosed an increase
of dopamine transporter activity comparable with pretreatment values. The
observed upregulation of dopamine transporter activity might support the
assumption that methylphenidate does not lead to permanent damage of the
nigrostriatal dopaminergic pathways.
https://www.ncbi.nlm.nih.gov/pubmed/10103294
Stimulant medication withdrawal during long‐term therapy in children with
comorbid attention‐deficit hyperactivity disorder and chronic multiple tic disorder.
Abrupt withdrawal of stimulant medication in children receiving long‐term
maintenance therapy does not appear to result in worsening of tic frequency or
severity. Nevertheless, these findings do not preclude the possibility of drug
withdrawal reactions in susceptible individuals.
http://jnm.snmjourna...43/12/1624.long
Effects of Methylphenidate Discontinuation on Cerebral Blood Flow in
Prepubescent Boys with Attention Deficit Hyperactivity Disorder
Brief discontinuation of MPH treatment is associated with increased motor and
anterior cingulate cortical activity. Our findings suggest that MPH treatment
modulates motor and anterior cingulate cortical activity directly or indirectly.
Alternatively, our findings may be related to MPH withdrawal. These data provide
novel information on the potential mechanisms of the therapeutic action of MPH.
Furthermore, they are clinically relevant to the commonly occurring brief
interruptions in MPH treatment.
https://www.ncbi.nlm...cles/PMC181133/
The clinical picture of stimulant intoxication produces a wide array of symptoms
including schizophrenic symptoms, manic‐like states, psychoses, depressions
(especially during withdrawal), and various types of anxiety conditions including
panic states.
https://www.liebertpub.com/doi/10.1089/cap.2019.0147
Methylphenidate on Strengths and Difficulties, Quality of Life and Parenting Stress
Ninety‐four children and adolescents aged 8 to 18 years who had used
methylphenidate for over 2 years were randomly assigned to double‐blind
continuation of treatment for 7 weeks (36 or 54 mg extended release
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methylphenidate) or to gradual withdrawal over 3 to 4 weeks placebo.
https://ajp.psychiat...p.2019.18111296
Continued Benefits of Methylphenidate in ADHD After 2 Years in Clinical Practice:
A Randomized Placebo‐Controlled Discontinuation Study
Ninety‐four children and adolescents (ages 8–18 years) who had been treated in
regular care with methylphenidate for more than 2 years were randomly assigned to
double‐blind continuation of treatment for 7 weeks (36 or 54 mg/day of extended‐
release methylphenidate) or gradual withdrawal over 3 weeks, to 4 weeks of
placebo.
https://www.aap.org/...te‐Ritalin.aspx
Discontinuing Methylphenidate and Possible Withdrawal Adverse Effects
• For most patients, particularly those receiving extended‐release (ER) preparations
at recommended dosages, methylphenidate can be discontinued abruptly.
• To minimize withdrawal adverse effects, particularly for patients receiving high
doses, staggered discontinuation of methylphenidate over a few days to weeks is
recommended.
• Potential withdrawal adverse effects include anxiety, irritability, insomnia, and
increased blood pressure.

Miscellaneous Publications, Member Comments and
Information
• Publications
https://www.ncbi.nlm.../pubmed/30461013
In particular, a number of antidepressant‐controlled trials demonstrated that H.
perforatum and its active ingredients, hypericin and hyperforin, possess
antidepressant properties similar to those of tricyclic antidepressants and selective
serotonin reuptake inhibitors but with fewer and milder side effects. St. John's Wort.

https://www.ncbi.nlm.../pubmed/30040985
Thus, the present study confirmed the involvement of GABAergic and NO‐sGC‐cGMP
pathway in the 'anxiolytic‐like' effect of pyridoxine (vitamin B6) in mice.
https://www.ncbi.nlm.../pubmed/28656970
Our results do not provide evidence for a causal effect of circulating folate or vitamin
B12 on the risk of depression or anxiety.
https://www.ncbi.nlm.../pubmed/28477545
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We found significantly lower levels of vitamin B12 and vitamin D and higher levels of
homocysteine in the patient group (OCD) compared to control group
https://www.ncbi.nlm.../pubmed/30074145
supplement of vitamin C has a potential preventive and therapeutic effect on mental
illness, such as major depressive disorder (MDD), schizophrenia, anxiety and
Alzheimer's disease (AD).
https://www.ncbi.nlm.../pubmed/30431592
We reported rapid‐onset hyponatremia and delirium in an older patient after 2
doses of duloxetine, which was used to control his postherpetic neuralgia.
https://www.ncbi.nlm.../pubmed/30529316
This research provides preliminary support for rTMS as an early intervention for
depression and supports the need for sham‐controlled trials.
https://www.ncbi.nlm.../pubmed/30480860
Participants with greater severity of depression and higher anxiety had superior
responses to active sTMS, whereas treatment naïve individuals exhibited a greater
response to sham.
https://www.ncbi.nlm.../pubmed/30098656
Similarly, there is some evidence that GAD can be treated with rTMS. The results for
treating either phase of bipolar disorder are mixed with most of the current studies
showing lack of benefit over sham.
https://www.ncbi.nlm.../pubmed/30008380
The results suggested that alleviation of GAD by bilateral low‐frequency rTMS may
be involved in the increase of the level of BDNF and the release of 5‐HT in the brain.
https://www.ncbi.nlm.../pubmed/30698952
Thus, this pilot study does not only demonstrate that NIRS‐based NF
(neurofeedback) is feasible in SAD patients, but also may be a promising method to
investigate the causal role of the dlPFC in attention biases in SAD.
https://www.ncbi.nlm.../books/NBK531603
Neurofeedback and Biofeedback for Mood and Anxiety Disorders: A Review of
Clinical Effectiveness and Guidelines CADTH Rapid Response Report: Summary With
Critical Appraisal Srabani Banerjee and Charlene Argáez. Ottawa (ON): Canadian
Agency for Drugs and Technologies in Health; 2017 Nov 13.
https://www.ncbi.nlm.../pubmed/30468145
This study did not find convincing evidence of a clinically important benefit for
mirtazapine in addition to a SSRI or a SNRI antidepressant over placebo in primary
care patients with TRD (treatment‐resistant depression).
https://www.ncbi.nlm.../pubmed/30346333
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This study suggests that in well‐controlled medical settings with adequate
monitoring, a single rapid 1‐minute injection of ketamine 0.5 mg/kg can be well
tolerated and is efficacious in rapidly reducing depression symptoms and suicidal
thoughts in outpatients with TRD (treatment‐resistant depression). These findings
are relevant to the practice of general clinical psychiatry and emergency
departments were ketamine can have a place in acute management of TRD.
https://www.ncbi.nlm.../pubmed/27805299
The odds of responding or remitting during venlafaxine or lithium monotherapy
were reduced by 25% and 32%, respectively, with each increase in the number of
prior antidepressant treatment trials.
https://www.ncbi.nlm.../pubmed/21851459
During the treatment of dysthymia (Persistent depressive disorder) with
antidepressants in the SSRI group, tachyphylaxis/tolerance might be observed in a
relatively in high proportion of cases.
https://www.ncbi.nlm.../pubmed/30452941
Twin studies as well as more recent genetics‐based heritability analyses demonstrate
that up to 40 to 50% of the variance in predicting PTSD following trauma is heritable.
https://www.ncbi.nlm.../pubmed/29235884
"After 8 weeks of antidepressant therapy (for major deprerssive disorder), there
were more STPs with vortioxetine than with duloxetine (27.4% vs 22.5%,
respectively). "
A success rate in the 20% range. I don't consider that very good. Not exactly
encouraging.
• Cymbalta Withdrawal
Psychother Psychosom. 2018;87(4):195‐203. doi: 10.1159/000491524. Epub 2018 Jul
17.
Withdrawal Symptoms after Serotonin‐Noradrenaline
Discontinuation: Systematic Review.

Reuptake

Inhibitor

Fava GA1,2, Benasi G1, Lucente M1, Offidani E3, Cosci F4, Guidi J1.
BACKGROUND:
Serotonin‐noradrenaline reuptake inhibitors (SNRI) are widely used in medical
practice. Their discontinuation has been associated with a wide range of symptoms.
The aim of this paper is to identify the occurrence, frequency, and features of
withdrawal symptoms after SNRI discontinuation.
METHODS:
PRISMA guidelines were followed to conduct a systematic review. Electronic

617

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

databases included PubMed, the Cochrane Library, Web of Science, and MEDLINE
from the inception of each database to June 2017. Titles, abstracts, and topics were
searched using a combination of the following terms: "duloxetine" OR "venlafaxine"
OR "desvenlafaxine" OR "milnacipran" OR "levomilnacipran" OR "SNRI" OR "second
generation antidepressant" OR "serotonin norepinephrine reuptake inhibitor" AND
"discontinuation" OR "withdrawal" OR "rebound." Only published trials in the English
language were included.
RESULTS:
Sixty‐one reports met the criteria for inclusion. There were 22 double‐blind
randomized controlled trials, 6 studies where patients were treated in an open
fashion and then randomized to a double‐blind controlled phase, 8 open trials, 1
prospective naturalistic study, 1 retrospective study, and 23 case reports.
Withdrawal symptoms occurred after discontinuation of any type of SNRI. The
prevalence of withdrawal symptoms varied across reports and appeared to be higher
with venlafaxine. Symptoms typically ensued within a few days from discontinuation
and lasted a few weeks, also with gradual tapering. Late onset and/or a longer
persistence of disturbances occurred as well.
CONCLUSIONS:
Clinicians need to add SNRI to the list of drugs potentially inducing withdrawal
symptoms upon discontinuation, together with other types of psychotropic drugs.
The results of this study challenge the use of SNRI as first‐line treatment for mood
and anxiety disorders.
Methane SIBO
https://www.ncbi.nlm...les/PMC5418558/
Hydrogen and Methane‐Based Breath Testing in Gastrointestinal Disorders: The
North American Consensus.
High methane levels relate to constipation causing SIBO.
https://www.ncbi.nlm...pubmed/23470880
The importance of methane breath testing: a review.
Good overview.
https://www.ncbi.nlm...m_medium=search
Functional 13C‐urea and glucose hydrogen/methane breath tests reveal significant
association of small intestinal bacterial overgrowth in individuals with active
Helicobacter pylori infection.
https://www.ncbi.nlm...pubmed/26278025
Breath hydrogen and methane are associated with intestinal symptoms in patients
with chronic pancreatitis.
https://www.ncbi.nlm...pubmed/19997657
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Small intestine bacterial overgrowth is frequent in cystic fibrosis: combined
hydrogen and methane measurements are required for its detection.
https://www.ncbi.nlm...pubmed/31689699
Association between increased breath hydrogen methane concentration and
prevalence of glucose intolerance in acute pancreatitis.
Note ‐ Sounds like a pancreatic wnzyme test may be in order or a urea breathing test
for H. pylori.
Cymbalta and CYP enzymes
https://www.ncbi.nlm...pubmed/11697539
Peppermint, chamomile and dandelion herbal teas effect the CYP enzymes that
process drugs.
"Cymbalta is also broken down by enzyme CYP1A2 which Lansoprazole also uses BUT
Lansoprazole also causes the liver to release more enzyme CYP1A2 so there is little
competition with Cymbalta. It should be noted that genetic mutations in the
structure of CYP enzymes are fairly common so exemptions to these rules are also
common." See below references.
https://www.ncbi.nlm.../pubmed/8930576
https://www.ncbi.nlm...les/PMC4139355/
https://pubchem.ncbi...nd/pantoprazole
http://dmd.aspetjour...ontent/32/8/821
Pantoprazole inhibits CYP3A4 as well as CYP2D6, CYP2C19 and CYP2C9,

• Member Comments and Information
• CES devices
Scoffy1209 ‐ That last one, LDN is a prescription low dose naltrexone which i take at
night and it boosts a natural endorphine response overnight and allows me to wake
up feeling pretty good and also helps with sleep. Here's a link:
https://www.ldnscience.org/resources/interviews/interview‐mark‐shukhman
• Escitalopram efficiency
IUN ‐ Noush ‐ here is some homework for you, handpicked from my bookmark library
on Escitalopram efficiency, comparisons and remission rates;
https://www.ncbi.nlm.nih.gov/pubmed/18922243
https://www.ncbi.nlm.nih.gov/pubmed/15107657
https://www.ncbi.nlm.nih.gov/pubmed/21206792
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https://www.ncbi.nlm.nih.gov/pubmed/22786497
https://www.ncbi.nlm.nih.gov/pubmed/19393384
https://www.ncbi.nlm.nih.gov/pubmed/16259540
https://www.ncbi.nlm.nih.gov/pubmed/15274172
https://www.ncbi.nlm.nih.gov/pubmed/17848424
https://www.ncbi.nlm.nih.gov/pubmed/22381728
• General SSRI/SNRI
IUN ‐
"Over half of UK patients coming off anti‐depressants feel suicidal"
"58% become agitated, 58% suffer insomnia... 71% become emotionally numb"
"Over 61% reported more than 10 withdrawal symptoms (of a given 20)"
"Less than 5% of patients were warned about the extreme side effects of withdrawal"
Huge news to hit the tabloids this week... and my thanks to Flower for initially
mentioning this in her post.
According to sources, there is to be a complete revisit of how NHS patients are to
come off, or switch, anti‐depressants. How long this will take for the UK to follow
suit, who can know, but it is a big step in the right direction.
https://www.nhs.uk/n...rawal‐symptoms/
The story was given coverage by the BBC, Daily Mail and the Guardian ‐ probably
others that I have not seen, but they were all kicked off following the publishing of
the below academic paper;
http://prescribeddru...Davies‐Read.pdf
This paper collates a number of other recent studies undertaken by researchers in the
last few months and summarises the shocking data. For those that want the link to
the one that mentions Duloxetine (aka Cymbalta), you can read the abstract here;
http://www.eurekasel.../162794/article
If anyone finds a copy online, please post, but for now it is a purchase‐only option,
and hope this gives some people a little hope over here on our tiny island.
• Topamax Withdrawal
http://healthquestio...drawal‐symptoms
This forum may givwe you some idea on the topamax withdrawal. I could not find
any research articles on it.
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http://mentalhealthd...long‐they‐last/
Good guidance document on topamax withdrawal. Looks accurate.
• Fludrocortisone Withdrawal
I suprised me to find out it reduces salt content in the blood and can reduce blood
volume. Not good for POTS, I would think.
http://www.researchg..._in_the_elderly
Notes withdrawal symptoms.
http://doublecheckmd...=12393&eid=1732
Symptoms of withdrawal include increase in BP.
http://www.drugs.com...ocortisone.html
General
Adverse reactions to corticosteroids may be produced by too rapid withdrawal or by
continued use of large doses. This same warning exists in manufacturer's literature.
• POTS (postural orthostatic tachycardia syndrome)
http://www.dinet.org...ace/pots‐causes
This is an excellent overview on the current research on the causes of POTS.
http://www.dinet.org...pots‐what‐helps
A good list of treatment options.
Be aware there are some POTS websites out there that put out some weird stuff.

Cymbalta Drug Interactions
• Wellbutrin
https://www.drugs.co...606‐979,440‐203
Drug Interaction Report
Ritalin (methylphenidate)
Wellbutrin (bupropion)
Major
buPROPion methylphenidate
Applies to: Wellbutrin (bupropion), Ritalin (methylphenidate)

621

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

BuPROPion may rarely cause seizures, and combining it with other medications that
can also cause seizures such as methylphenidate may increase that risk. You may be
more susceptible if you are elderly, undergoing alcohol or drug withdrawal, have a
history of seizures, or have a condition affecting the central nervous system such as a
brain tumor or head trauma.

• Adderall
https://www.drugs.co...9‐2273,190‐1645
Drug Interaction Report
Cymbalta (duloxetine)
Adderall (amphetamine / dextroamphetamine)
Major (2)
Interactions between your drugs
Major
amphetamine DULoxetine
Applies to: Adderall (amphetamine / dextroamphetamine), Cymbalta (duloxetine)
Talk to your doctor before using DULoxetine together with amphetamine.
DULoxetine may increase the effects of amphetamine, and side effects such as
jitteriness, nervousness, anxiety, restlessness, and racing thoughts have been
reported. Combining these medications can also increase the risk of a rare but
serious condition called the serotonin syndrome, which may include symptoms such
as confusion, hallucination, seizure, extreme changes in blood pressure, increased
heart rate, fever, excessive sweating, shivering or shaking, blurred vision, muscle
spasm or stiffness, tremor, incoordination, stomach cramp, nausea, vomiting, and
diarrhea. Severe cases may result in coma and even death. You should contact your
doctor immediately if you experience these symptoms while taking the medications.
FH ‐ Adderall works primarily by increasing the activity of the neurotransmitters
dopamine and norepinephrine in the brain. It also triggers the release of several
other hormones (e.g., epinephrine(adrenaline)) and neurotransmitters (e.g.,
serotonin and histamine).

• Diphenhydramine
Moderate
diphenhydramine ‐ Duloxetine
Applies to: diphenhydramine, Cymbalta (duloxetine)
DULoxetine may increase the blood levels and effects of diphenhydrAMINE. You may
need a dose adjustment or more frequent monitoring by your doctor to safely use
both medications. Contact your doctor if your condition changes or you experience
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increased side effects.

• Magnesium
https://www.ncbi.nlm...pubmed/30381673
although the serum duloxetine level was significantly decreased. However, the
antidepressant‐like effects of a duloxetine reagent were significantly attenuated by
the co‐administration of magnesium oxide. These results suggest that duloxetine and
magnesium oxide directly interact and that such interactions affect the absorption
and antidepressant‐like effects of duloxetine.

https://www.ehealthm...esium/cymbalta/
Magnesium and Cymbalta drug interactions ‐ a real‐world study
< 1 month:
Somnolence (a state of near‐sleep, a strong desire for sleep)
Condition ?
Drug ineffective
Neuralgia (pain in one or more nerves)
Dizziness
Diarrhea
Hypoaesthesia (reduced sense of touch or sensation)
Nerve compression
Peripheral swelling
Weight decreased

• Lansoprazole (Prevacid)
Lansoprazole (same as Prevacid) lists no drug interaction with Cymbalta.
Lansoprazole is eliminated from the body by the liver using the CYP2C19 and 3A4
metabolism while Cymbalta is eliminated by the liver using the CYP1A2 and CYP2D6
metabolism so there should be no drug interaction or effects on Cymbalta
absorption. I found no conclusive studies in the medical journals however.
FH ‐ lansoprazole should be OK. The two are metabolized by different enzymes.
(CYP2C19) and(CYP3A4) ‐ lansoprazole
CYP2D6 and CYP1A2 ‐ Cymbalta

• Cucurbitacins
Lovey ‐ Does anyone know of any negative reactions with butternut squash? I am
keeping a food journal and notice the coincidence of a bad mood plunge with
consumption of it last week, and again today following a bowl of it for dinner. I read
it has a very high percentage of Vitamin A. Could be a coincidence I suppose but I am
going to avoid eating it because of how poorly I feel this morning.
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Curcurbitacins are found in Zicchini, winter squash, cucumbers, pumpkins and
melons. Significant amounts in these foods will make them tase bitter.Phytates and
phytic acid bind minerals and inhibit many digestive enzymes. Do not eat high
amounts of grains, legumes and nuts. This especially applies to tofu. Toxic effects are
fairly common in vegetarians/ Soaking or fermentation can destroy the phytates.
Cucurbitacins impart a bitter taste in plant foods and any such food tasting bitter
should be discarded.
http://www.ohsu.edu/...ters/squash.pdf
Curcurbitacins can cause a condition called Toxic Squash Syndrome. See above
reference for details.
http://cuke.hort.ncs...06/cgc6‐37.html
A Report of Cucurbitacin Poisonings in Humans
This laboratory, however, was recently consulted about a number of cases of human
poisoning over the period of a year from the consumption of commercially produced
zucchini (Cucurbita pepo L.) in Australia. Characteristic symptoms included a bitter
taste in the mouth, stomach cramps, diarrhea and occasionally collapse (Mr. M.
Herrington, Horticulturist Redlands Horticultural Research Station, Queensland,
Australia, personal communication). In one case after five people consumed
approximately 700 g each of zucchini within a 6 hour period, two people collapsed
and the others suffered severe cramps and diarrhea. The consumption of bitter
tasting zucchini prior to the onset of symptoms implicated cucurbitacins.
https://www.thelocal...r‐in‐heidelberg
Pathologists found cucurbitacin in the stomach of a 79‐year‐old man who died in
Germany, shortly after eating a casserole containing zucchini he had received from a
neighbor.
https://www.research...eraria_Toxicity
Bitter Bottled Gourd Toxicity.
http://medind.nic.in...cat11i5p233.pdf
Gastrointestinal toxicity due to bitter bottle gourd
(Lagenaria siceraria)─a report of 15 cases
http://www.ptleader....04a407a6fa.html
In November, four local people became ill after eating a small amount of delicate
squash, a vegetable that looks like a small green‐and‐white‐striped pumpkin.
http://www.nzherald....bjectid=1090496
In January, a naturally occurring toxin, cucurbitacin, produced by zucchini plants to
deter pests, reached dangerous levels in some plants due to unusual weather.
And dozens more...
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BDNF/Nerve Cell Atrophy
Summary
Dendrites are branched extensions of a nerve cell (also known as a neuron) that
transfers the signal from another neural cell to the axon which transfers the signal
on to the dendrites of the next neve cell.

Nerve Cell

Chronic stress increases production of glucocorticoids (primarily cortosol) which
produces these reversible structural alterations in nerve cells These changes are
characterized by decreased dendrite lengths and reduced number of branches.

Normal ‐‐‐‐> increasing stress

Stress decreases brain‐derived neurotrophic factor*.
Decreases in BDNF causes changes in genes in the synapses including the BDNF gene.
*Brain‐derived neurotrophic factor, (BDNF), is a protein that is responsible for nerve
growth and repair. BDNF acts on nerve cells helping to support the survival of
existing neurons, and encourage the growth and development of new neurons and
synapses.
Serotonin transport is influenced by BDNF levels.
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Lower BDNF will lower dopamine production and is closely linked to depression as
well as some links to anxiety. Low BDNF is common in major depressive disorder and
especially treatment resistant depression.
Neuron atrophy reduces the size of the amygdala, hippocampus and prefrontal
cortex in the brain.
Increased BDNF production reverses neuron atrophy and reduces anxiety and
depression symptoms.
Why is this important?
Stress in life limits our production of BDNF and makes us more susceptible to DNA,
nerve and synapse changes. This makes us more vulnerable to anxiety/depression.
Once we are on an antidepressant the BDNF levels raise and provide some relief
along with the drugs effects on serotonin and other neurotransmitters. If/when we
decide to taper of the drugs we enter a deep state of stress. We not only lose much
of our BDNF production dues to this stress but we also lose the BDNF production we
were getting from the antidepressant. This all makes the withdrawal worse. Nearly
all of the research on the compounds that raise BDNF say that the supplements are
better at preventing loss of BDNF if taken before the stress begins. For those who
are going to wean off of ANY medicine that has a withdrawal it would be wise to
raise the BDNF levels prior to starting the withdrawal. The one exception is the
withdrawal from addictive compounds which involve dopamine and BDNF
imbalances .
Best ways to increase BDNF, repair DNA damage, avoid cellular damage from
oxidation and reduce the effects of aging.
Increase BDNF and prevent loss of BDNF during stress
• 500 mg of ALA/DHA Omega 3 daily, 1000 mg of curcumin twice a day, L‐Theanine
at 400 mg per day, Astaxanthin at 12 to 18 mg/day.
• Routine Exercise
• Get plenty of sunlight
• Cut refined sugar
• Cut saturated fat
• Cut high fructose corn syrup
• 7 hours or more sleep
Volumes of research showing that by increasing BDNF one can reduce the risk of
developing Parkinson's, Alzheimer's Disease and dementia as well as bringing some
relief from symptoms of these diseases. It can also help treat nerve damage and
stroke symptoms if therapy is begun soon after the damage occurs. Omega 3 has
also been shown to reduce plague buildup in the brain in persons with Alzheimer's
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Disease.
Reverse/minimize DNA damage from sun and radioactive imaging as well as
extending life span
DNA damage is important. We have often discussed the gene mutations that are
associated with anxiety/depression but you may not have been born with those
mutations. They may have developed due to the agingf process, sun exposure,
radiation, etc. Being able to reverse some of that damage is a great asset.
600‐1200 mg N‐Acetyl Cysteine per day or 500 mg of Vitamin C per day. Shown to
reverse significant damage done by aging and radioactive imaging/sun and slow the
aging process.
Nicotinamide mononucleotide is an effective anti‐aging intervention that could be
translated to humans, recommended dose 100 to 200 mg/day.
Astaxanthin at 12 to 18 mg/day significantly reduces DNA damage from
radiation/sun and is anti‐aging.
Coenzyme q10, while not helping with DNA damage it does have anti‐aging effects.
Quercetin has anti‐aging effects and also improves BDNF levels but it does not show
signs of repairing DNA.
L‐Theanine slows the aging process and increases BDNF.
Recommendations;
I have NOT included dozens of supplements and herbal compounds that show signs
of these properties due to unknown or potential bad side effects, no human data
and even limited animal data. I have stuck with those compounds that are well
established as supplements and are considered relatively safe .
1) 600‐1200 mg N‐Acetyl Cysteine per day or 500 mg of Vitamin C per day. to reverse
DNA damage, limit further damage to DNA, raise BDNF and anti‐aging.
2) Astaxanthin, Quercetin and L‐Theanine are good alternatives.
Effects of antidepressants
Fluoxetine (Prozac) (more effective when taken with melatonin), mirtazapine
(Remeron), milnacipran (Savella), citalopram (Celexa) and Agomelatine have been
shown to renormalize dendrite atrophy and elevates BDNF. Administration of
serotonin uptake inhibitor tianeptine (Stablon/Coaxil) prevents atrophy during
stress.
Research results vary on whether Paroxetine (Paxil), sertraline (Zoloft), venlafaxine
(Effexor), escitalopram (Lexapro) or desvenlafaxine (Pristiq), raises serum BDNF
levels. Nortriptyline and fluvoxamine (Luvox) do not raise BDNF values.
BDNF*
Controls

MDD‐Baseline
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Treatment
Fluoxetine (Prozac)
12 week

2.54 ± 0.37

3.07 ± 0.33

+20.8%

12 week

775.32±30.38

850.3±24.92 +9.7%

Mirtazapine (Remeron)
28 Days

7.64±6.23 8.50±5.37

+11.3%

12 week

2.44 ± 0.38

2.87 ± 0.44

Agomelatine
+17.6%

Sertraline (Zoloft)
8 Week

20.91 ± 7.07

14.88 ± 5.41

20.77 ± 10.15 +39.6%

6 Weeks

1565 +/‐ 597

1331 +/‐ 786

1620 +/‐ 672

+21.7%

7.82±3.75

7.18±5.64

‐8.7%

469.93

957.80

+104%

Venlafaxine (Effexor)
28 Days
Duloxetine (Cymbalta)
15 weeks
Escitalopram (Lexapro)
8 Week

20.91 ± 7.07 14.88 ± 5.41 17.46 ± 3.96 +1.7%

2 Months

13.6 ± 3.4

11.5 ± 0.6

16.0 ± 2.7

+40.1%

Desvenlafaxine (Pristiq)
12 week

760.5±28.53 845.8±32.82 +11.3%

* From human studies only
Support Research
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3259683/
Cell Atrophy and Loss in Depression: Reversal by Antidepressant Treatment
Studies of chronic stress in animal models and postmortem tissue from depressed
subjects demonstrate that these structural alterations result from atrophy and loss
of neurons and glial cells.
Importantly, there is evidence that these structural alterations can be blocked or
even reversed by elimination of stress and by antidepressant treatments.
Brain imaging studies demonstrate that depression, and other mood disorders are
associated with structural alterations, including decreased volume of brain regions
that control emotion and mood and that contribute to stress‐related psychiatric
illnesses. Studies of postmortem tissue from depressed subjects and animal models
further detail alterations at the cellular level, including atrophy of dendrite processes
and loss of neurons as well as glial elements.
https://www.sciencedirect.com/science/article/pii/S0166432817318272
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Repeated social stress leads to contrasting patterns of structural plasticity in the
amygdala and hippocampus
Studies have demonstrated that repeated immobilization and restraint stress cause
contrasting patterns of dendritic reorganization as well as alterations in spine density
in amygdalar and hippocampal neurons.
https://www.ncbi.nlm.nih.gov/pubmed/27015693
Consequences of brain‐derived neurotrophic factor withdrawal in CNS neurons and
implications in disease.
https://www.ncbi.nlm.nih.gov/pubmed/25059794
Withdrawal of BDNF from hippocampal cultures leads to changes in genes involved
in synaptic function.
we identified a significant decrease in genes that are associated with vesicular
trafficking and synaptic function, as well as selective increases in MAP kinase
phosphatases. A comparison of these changes with recent studies of Alzheimer's
disease and cognitive impairment in postmortem brain tissue revealed striking
similarities in gene expression changes for genes involved in synaptic function. These
changes are relevant to a wide number of conditions in which levels of BDNF are
compromised.
Similar articles...
https://www.ncbi.nlm.nih.gov/pubmed/27886370
https://www.ncbi.nlm.nih.gov/pubmed/27435421
https://www.ncbi.nlm.nih.gov/pubmed/24704572
The serotonin‐BDNF duo: developmental implications for the vulnerability to
psychopathology.
The reduced BDNF levels, in turn, affect 5‐HT1A receptor‐mediated intracellular
signaling and thereby the serotonergic phenotype of the neurons. We propose that
such a negative spiral of modifications may affect brain development and reduce its
resiliency to environmental challenges during critical time windows, which may lead
to phenotypic alterations that persist for the entire life. The characterization of 5‐HT‐
BDNF interactions will eventually increase the understanding of mental illness
etiology and, possibly, lead to the identification of novel molecular targets for drug
development.
https://www.ncbi.nlm.nih.gov/pubmed/17882234
Interaction between BDNF and serotonin: role in mood disorders.
There is also evidence for synergism between the two systems in affective behaviors
and genetic epitasis between BDNF and the serotonin transporter genes.

629

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1512384/
What Is the Functional Significance of Chronic Stress‐Induced CA3 Dendritic
Retraction Within the Hippocampus?
Chronic stress produces consistent and reversible changes within the dendritic
arbors of CA3 hippocampal neurons, characterized by decreased dendritic length
and reduced branch number. This chronic stress‐induced dendritic retraction has
traditionally corresponded to hippocampus‐dependent spatial memory deficits.
Chronic administration of corticosteroids decreases serotonin receptor binding and
serotonin levels.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3405673/
A neurotrophic hypothesis of depression: role of synaptogenesis in the actions of
NMDA receptor antagonists
Molecular and cellular studies have demonstrated opposing actions of stress and
antidepressant treatment on the expression of neurotrophic factors, particularly
brain‐derived neurotrophic factor, in limbic structures of the brain. These changes in
neurotrophic factor expression and function result in structural alterations, including
regulation of neurogenesis, dendrite length and spine density in hippocampus and
prefrontal cortex (PFC).
Recent studies have identified a novel, rapid‐acting antidepressant, ketamine, in
treatment‐resistant depressed patients that addresses the limitations of currently
available agents (i.e. delayed onset of action and low response rates). We have
found that ketamine, an N‐methyl‐d‐aspartate (NMDA) receptor antagonist, causes a
rapid induction of synaptogenesis and spine formation in the PFC via stimulation of
the mammalian target of the rapamycin signalling pathway and increased synthesis
of synaptic proteins. These effects of ketamine rapidly reverse the atrophy of PFC
neurons caused by chronic stress and correspond to rapid behavioural actions of
ketamine in models of depression.
http://europepmc.org/abstract/MED/11749766
Fluoxetine inhibits dendrite atrophy of hippocampal neurons by decreasing nitric
oxide synthase expression in rat depression model.
Fluoxetine, an antidepressant, renormalizes dendrite atrophy of hippocampal
neurons by inhibiting nitric oxide synthase overexpression in rat chronic mild stress
model.
https://en.wikipedia.org/wiki/Apical_dendrite
apical dendrite
Dendritic spines, post‐synaptic structures receiving mainly excitatory input, are
sensitive to experiences in development including stress episodes or drugs. Studies
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have shown that prenatal stress reduces complexity, length, and spine frequency of
layer II/III pyramidal apical dendrites in rat and primate models. Dendritic atrophy
has been described in hippocampal formation and prefrontal cortex in both models.
Chronic stress has been shown to reduce the arbor complexity and total dendritic
length of apical dendrite trees of CA3 pyramidal neurons in the hippocampus as well.
Chronic stress‐induced changes in behavior have usually been attributed to changes
in the hippocampus which is a primary neural target of glucocorticoids and is
involved in many of the behaviors altered by corticosteroid administration. Both
chronic stress and corticosteroid administration result in extensive atrophy of apical
dendrites of pyramidal neurons in hippocampal area CA3, and these dendrites do
not atrophy when cyanoketone (a corticosteroid blocker) is given. This dendrite
atrophy is mediated by both glutaminergic and serotonergic systems (administration
of either NMDA receptor antagonist CGP 43487 or serotonin uptake inhibitor
tianeptine prevents atrophy). Cell death has been reported to prolonged treatment.
Damaging effects of stress in these neurons are thought to be related to expression
of brain‐derived neurotrophic the expression of which is reduced in stressed
conditions and increased with the administration of anti‐depressants.
The prefrontal cortex is also a target for the glucocorticoids in stress
([3H]dexamethasone binds to receptors in frontal and prefrontal cortex at about
75% of concentration of hippocampus). Endogenous regulation of corticosteroid
receptors is indicated by altered binding of the previously mentioned compound in
the prefrontal cortex with administration of corticosteroids.Furthermore, regulation
of stress activities involves the prefrontal cortex. Lesions in rat prefrontal cortices
impair spontaneous alternation, radial maze performance, and passive avoidance. In
primates these impair inhibition of line‐of‐sight responses. Chronic administration of
corticosteroids decreases 5‐HT1A receptor binding, 5‐HT2 receptor binding,
serotonin levels, and expression of neural cell adhesion molecule (a cell‐surface
macromolecule involved in regulating aspects of synapse stabilization).These
changes indicate structural change follows stress hormone elevation.
Studies of dendritic morphological changes indicate that elevation of stress
hormones in layer II‐III of the prefrontal cortex causes no observable change in the
structure or distribution of basal dendrites. The apical dendrites, however, show a
significant redistribution in stress‐hormone treated animal brains, which is measured
using Scholl analysis. Scholl analysis estimates the amount and distributions of
dendrite material by counting numbers of intersections of dendrites with an overlay
of concentric rings centered at the soma. Medial prefrontal cortex layer II‐III
pyramidal neurons showed significant reorganization with a 21% increase in
proximal apical dendrite arbors and a decrease of 58% in distal apical dendrite
arbors. These results are in contrast to the changes in the hippocampal CA3 dendritic
arbors, in which only regressive changes were observed. One possible explanation
proposed in these studies is that the atrophy of distal dendrites in II‐III layer
pyramidal neurons results directly from the loss of input from changed CA3
pyramidal neurons, as both CA1 and CA3 project directly into the medial prefrontal
cortex.
It has been determined from electrophysiological data that excitatory synapses on
proximal apical dendrites of prefrontal cortex pyramidal neurons serve to amplify
631

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

excitatory post‐synaptic potential (EPSP) signals generated in distal apical
dendrites.This suggests that reduction in distal dendrite mass due to the stress
hormone elevation may result in an increase in proximal apical dendrite complexity
as the proximal apical dendrites attempt to offset the reduced distal apical dendrite
signals.
Serotonergic alterations and alterations in glutamate release in the prefrontal cortex
indicate that the neurochemical mechanisms altering structure in both the
hippocampus and prefrontal cortex are similar.
In studies of hierarchical animals, it was observed that the dominant and
subordinate animals show the same degree of dendritic reorganization, indicating
that the dendritic atrophy with stress is not degree‐dependent.
5. Dendritic Reorganization in Pyramidal Neurons in Medial Prefrontal Cortex after
Chronic Corticosterone Administration. Journal of Neurobiology. 2001;49:245–253.
15. Murmu MS SS, Biala Y, et al. Changes of spine density and dendritic complexity in
the prefrontal cortex in offspring of mothers exposed to stress during pregnancy.
European Journal of Neuroscience. 2006;24:1477–1487.
16. McKittrick CR MA, Blanchard DC, et al. Chronic Social Stress Reduces Dendritic
arbors in CA3 of Hippocampus and Decreases Binding to Serotonin Transporter Sites.
Synapse. 2000;36:85‐942006;24:1477‐1487.
17. Reith MEA, ed. Cerebral Signal Transduction: From First to Fourth Messengers.
Totowa, NJ: Humana Press, Inc.; 2000.

https://onlinelibrary.wiley.com/doi/abs/10.1002/neu.1079
Dendritic reorganization in pyramidal neurons in medial prefrontal cortex after
chronic corticosterone administration
Abstract
Chronic stress produces deficits in cognition accompanied by alterations in neural
chemistry and morphology. For example, both stress and chronic administration of
corticosterone produce dendritic atrophy in hippocampal neurons (Woolley C, Gould
E, McEwen BS. 1990. Exposure to excess glucocorticoids alters dendritic morphology
of adult hippocampal pyramidal neurons. Brain Res 531:225–231; Watanabe Y,
Gould E, McEwen BS, 1992b. Stress induces atrophy of apical dendrites of
hippocampal CA3 pyramidal neurons. Brain Res 588:341–345). Prefrontal cortex is
also a target for glucocorticoids involved in the stress response (Meaney MJ, Aitken
DH. 1985. [3H]Dexamethasone binding in rat frontal cortex. Brain Res 328:176–180);
it shows neurochemical changes in response to stress (e.g., Luine VN, Spencer RL,
McEwen BS. 1993. Effect of chronic corticosterone ingestion on spatial memory
performance and hippocampal serotonergic function. Brain Res 616:55–70; Crayton
JW, Joshi I, Gulati A, Arora RC, Wolf WA. 1996. Effect of corticosterone on serotonin
and catecholamine receptors and uptake sites in rat frontal cortex. Brain Res
728:260–262; Takao K, Nagatani T, Kitamura Y, Yamawaki S. 1997. Effects of
corticosterone on 5‐HT1A and 5‐HT2 receptor binding and on the receptor‐mediated
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behavioral responses of rats. Eur J Pharmacol 333:123–128; Sandi C, Loscertales M.
1999. Opposite effects on NCAM expression in the rat frontal cortex induced by
acute vs. chronic corticosterone treatments. Brain Res 828:127–134), and mediates
many of the behaviors that are altered by chronic corticosterone administration
(e.g., Lyons DM, Lopez JM, Yang C, Schatzberg AF. 2000. Stress‐level cortisol
treatment impairs inhibitory control of behavior in monkeys. J Neurosci 20:7816–
7821). To determine if glucocorticoid‐induced morphological changes also occur in
medial prefrontal cortex, the effects of chronic corticosterone administration on
dendritic morphology in this corticolimbic structure were assessed. Adult male rats
received s.c. injections of either corticosterone (10 mg in 250 μL sesame oil; n = 8) or
vehicle (250 μL; n = 8) daily for 3 weeks. A third group of rats served as intact
controls (n = 4). Brains were stained using a Golgi‐Cox procedure and pyramidal
neurons in layer II‐III of medial prefrontal cortex were drawn; dendritic morphology
was quantified in three dimensions. Sholl analyses demonstrated a significant
redistribution of apical dendrites in corticosterone‐treated animals: the amount of
dendritic material proximal to the soma was increased relative to intact rats, while
distal dendritic material was decreased relative to intact animals. Thus, chronic
glucocorticoid administration dramatically reorganized apical arbors in medial
prefrontal cortex. This reorganization likely reflects functional changes and may
contribute to stress‐induced changes in cognition. © 2001 John Wiley & Sons, Inc. J
Neurobiol 49: 245–253, 2001
https://www.ncbi.nlm.nih.gov/pubmed/21749907
Serum BDNF levels before treatment predict SSRI response in depression.
Pre‐treatment BDNF levels were lower in the depressed subjects than the controls
but were not significantly correlated with pre‐treatment depression severity.
Depression ratings improved with SSRI treatment (escitalopram or sertraline), and
BDNF levels increased with treatment. Changes in BDNF levels were not significantly
correlated with changes in depression ratings. However, pre‐treatment BDNF levels
were directly correlated with antidepressant responses, and "Responders" to
treatment (≥ 50% improvement in depression ratings) had higher pre‐treatment
BDNF levels than did "Non‐responders".
https://www.ncbi.nlm.nih.gov/pubmed/16924103
Transgenic brain‐derived neurotrophic factor expression causes both anxiogenic
and antidepressant effects.
Moreover, anxiogenesis and amygdalar spinogenesis are also triggered by chronic
stress in control mice but are occluded by BDNF overexpression, thereby suggesting
a role for BDNF signaling in stress‐induced plasticity in the amygdala. BDNF
overexpression also causes antidepressant effects, because transgenic mice exhibit
improved performance on the Porsolt forced‐swim test and an absence of chronic
stress‐induced hippocampal atrophy.
https://www.ncbi.nlm.nih.gov/pubmed/29086908
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Melatonin Augments the Effects of Fluoxetine on Depression‐Like Behavior and
Hippocampal BDNF‐TrkB Signaling.
We found that the antidepressant effects of combined treatment were associated
with the normalization of brain‐derived neurotrophic factor (BDNF)‐tropomyosin
receptor kinase B (TrkB) signaling in the hippocampus, but not in the prefrontal
cortex. Our findings suggest that combined fluoxetine and melatonin treatment
exerts synergistic antidepressant effects possibly by restoring hippocampal BDNF‐
TrkB signaling.
https://www.ncbi.nlm.nih.gov/pubmed/29050222
Beneficial effect of fluoxetine treatment aganist psychological stress is mediated
by increasing BDNF expression in selected brain areas.
The results suggest that the enhancement in BDNF levels induced by chronic
fluoxetine treatment mediates the therapeutic effect against psychological stress.
https://www.ncbi.nlm.nih.gov/pubmed/28137660
Effects of moderate treadmill exercise and fluoxetine on behavioural and cognitive
deficits, hypothalamic‐pituitary‐adrenal axis dysfunction and alternations in
hippocampal BDNF and mRNA expression of apoptosis ‐ related proteins in a rat
model of post‐traumatic stress disorder.
Moderate treadmill exercise, fluoxetine and the combined treatment alleviated the
SPS‐induced alterations in terms of anxiety levels, HPA axis inhibition, IA conditioning
and extinction, hippocampal BDNF and apoptosis markers. Furthermore, the
combined treatment was more effective than fluoxetine alone, but in most tests, the
effects of the combined treatment were similar to those of exercise alone,
suggesting that exercise is the main factor in the beneficial effects of the combined
therapy in PTSD patients.
https://www.ncbi.nlm.nih.gov/pubmed/26844865
Developmental fluoxetine exposure increases behavioral despair and alters
epigenetic regulation of the hippocampal BDNF gene in adult female offspring.
Use of fluoxetine during developmental years increases feeli ngs of depression and
lowers BSNF production.
https://www.ncbi.nlm.nih.gov/pubmed/28833192
Effect of Agomelatine and Fluoxetine on HAM‐D Score, Serum Brain‐Derived
Neurotrophic Factor, and Tumor Necrosis Factor‐α Level in Patients With Major
Depressive Disorder With Severe Depression.
The BDNF level was significantly increased posttreatment with both drugs, and TNF‐
α level fell significantly more with agomelatine compared to fluoxetine. Thus,
chronic neuroinflammatory biomarkers contribute to circuitry dysregulation in
depression. Trophic factors repair dysfunctional circuits in depression. Both
treatments were found to be safe and well tolerated.
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https://www.ncbi.nlm.nih.gov/pubmed/28624596
Repeated co‐treatment with antidepressants and risperidone increases BDNF
mRNA and protein levels in rats.
Co‐treatment with risperidone and fluoxetine or mirtazapine increased the protein
levels of BDNF and p‐CREB in both examined regions of the brain.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5591905/
Brain‐Derived Neurotrophic Factor, Depression, and Physical Activity: Making the
Neuroplastic Connection
Antidepressants and exercise both increase BDNF.
https://www.ncbi.nlm.nih.gov/pubmed/26514447
Comparison of efficacy, safety and brain derived neurotrophic factor (BDNF) levels
in patients of major depressive disorder, treated with fluoxetine and
desvenlafaxine.
The efficacy and the safety profile of desvenlafaxine is comparable to fluoxetine in
patients of MDD. BDNF levels were significantly increased post‐treatment with both
the antidepressive agents.
https://www.ncbi.nlm.nih.gov/pubmed/21638327
Association between plasma paroxetine concentration and changes in plasma
brain‐derived neurotrophic factor levels in patients with major depressive
disorder.
These results suggest that paroxetine treatment increases plasma BDNF levels and
that plasma paroxetine levels play an important role in changes in plasma BDNF
levels.
https://www.ncbi.nlm.nih.gov/pubmed/19934779
Paroxetine increases brain‐derived neurotrophic factor in postmenopausal women.
The present data suggest that a low dose of paroxetine is effective in enhancing
plasma BDNF levels, and this increase might have a role in improving climacteric
symptoms, highlighting the possible role of BDNF in endocrinological and cognitive
functions.
https://www.ncbi.nlm.nih.gov/pubmed/22344744
Differential effects of diazepam, tandospirone, and paroxetine on plasma brain‐
derived neurotrophic factor level under mental stress.
Plasma BDNF levels under the placebo, diazepam, and tandospirone conditions
significantly decreased after the stress task compared with before the task.
Conversely, no significant differences in plasma BDNF levels were detected under
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the paroxetine condition.
https://www.ncbi.nlm.nih.gov/pubmed/17459550
Effects of paroxetine or milnacipran on serum brain‐derived neurotrophic factor in
depressed patients.
Serum BDNF levels in responders were significantly increased 2.6‐ and 1.8‐fold 8
weeks after treatment with paroxetine or milnacipran, respectively. These results
suggest that both drugs improve the depressive state by increasing BDNF levels.
https://www.ncbi.nlm.nih.gov/pubmed/26573431
No effect of escitalopram versus placebo on brain‐derived neurotrophic factor in
healthy individuals: a randomised trial.
We found no statistically significant difference between the escitalopram and the
placebo group in the change in BDNF mRNA expression and whole‐blood BDNF
levels. Post hoc analyses showed a statistically significant negative correlation
between plasma escitalopram concentration and change in whole‐blood BDNF levels
in the escitalopram‐treated group.
https://www.ncbi.nlm.nih.gov/pubmed/24435333
Effects of escitalopram on serum BDNF levels in elderly patients with depression: a
preliminary report.
The serum BDNF levels in patients (T0) and controls were 11.5 ± 0.6 and 13.6 ± 3.4
ng/ml (m ± SD), respectively. At T2, the patients showed a significant improvement
of depressive symptoms (p < 0.05), with a not significant increase of MMSE. The
serum BDNF concentrations increased to 16.0 ± 2.7 ng/ml at T2 (p < 0.05), beyond
the levels of BDNF in controls.
https://www.ncbi.nlm.nih.gov/pubmed/23793276
Brain derived neurotrophic factor (BDNF) levels in depressed women treated with
open‐label escitalopram.
At baseline, low serum levels of BDNF were associated with MDD. In women with
MDD, escitalopram seems to have a positive effect on BDNF serum levels in parallel
with the clinical response.
https://www.ncbi.nlm.nih.gov/pubmed/30529313
The roles of brain‐derived neurotrophic factor (BDNF) and glial cell line‐derived
neurotrophic factor (GDNF) in predicting treatment remission in a Chinese Han
population with generalized anxiety disorder.
Both baseline BDNF/GDNF levels in remission and nonremission showed no
statistically significant differences. No significant correlation was found between
baseline BDNF level and the HAMA reduction rate or between baseline GDNF levels
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and the HAMA reduction rate. Both serum BDNF and GDNF were demonstrated to
be potential biomarkers of GAD, it seems that serum BDNF and GDNF levels can be
used to assess the baseline anxiety severity of GAD \
https://www.ncbi.nlm.nih.gov/pubmed/24690945
Escitalopram or novel herbal mixture treatments during or following exposure to
stress reduce anxiety‐like behavior through corticosterone and BDNF
modifications.
We found that (1) exposure to stress in childhood and adolescence increased
anxiety‐like behavior in adulthood; (2) the herbal treatment (Crataegus Pinnatifida,
Triticum Aestivu, Lilium Brownie and Fructus Zizyphi Jujubae were purchased as
freeze‐dried granules from KPC Products, Inc (Irvine, CA, USA)) reduced anxiety‐like
behavior, both when treated during or following exposure to stress; (3) blood
corticosterone levels were reduced following treatment with the herbal treatment or
escitalopram, when treated during or following exposure to stress; (4) brain derived
neurotrophic factor levels in the hippocampus of mice treated with the herbal
treatment or escitalopram were increased, when treated either during or following
exposure to stress. This study expands our previous findings and further points to
the proposed herbal compound's potential to be highly efficacious in treating anxiety
disorders in humans.
https://www.ncbi.nlm.nih.gov/pubmed/23583029
Additional ECT increases BDNF‐levels in patients suffering from major depressive
disorders compared to patients treated with citalopram only.
Data from the present study suggest that, in patients suffering from severe MDD,
treatment with citalopram was associated both with an increase of plasma BDNF and
amelioration of depression, while additional ECT was associated with even higher
plasma BDNF levels.
https://www.ncbi.nlm.nih.gov/pubmed/21262856
Dissociation of antidepressant‐like activity of escitalopram and nortriptyline on
behaviour and hippocampal BDNF expression in female rats.
We conclude that the antidepressant effects of escitalopram and nortriptyline, two
common drugs with different pharmacological profiles, appear to be unrelated to
the regulation of hippocampal BDNF expression in female rats.
https://www.ncbi.nlm.nih.gov/pubmed/21458451
Pre‐ and post‐treatments with escitalopram protect against experimental ischemic
neuronal damage via regulation of BDNF expression and oxidative stress.
In addition, 20 mg/kg pre‐ and 30 mg/kg post‐treatments with escitalopram
increased brain‐derived neurotrophic factor (BDNF) protein levels
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https://www.ncbi.nlm.nih.gov/pubmed/24880240
Citalopram protects against cold‐restraint stress‐induced activation of brain‐
derived neurotrophic factor and expression of nuclear factor kappa‐light‐chain‐
enhancer of activated B cells in rats.
Citalopram (0.1 mg/kg) diminished CRS‐induced increase in plasma corticosterone,
but not plasma norepinephrine level in the chronic study indicating its effect on
hypothalamic‐pituitary‐adrenal axis function. Repeated citalopram (0.1 mg/kg)
pretreatment attenuated CRS‐induced changes in serotonin turnover in the
hippocampus and amygdala. Moreover, repeated pretreatment with citalopram (0.1
mg/kg) mitigated the CRS‐induced increase in the expression of brain‐derived
neurotrophic factor (BDNF) and nuclear factor kappa‐light‐chain‐enhancer of
activated B cells (NFκB) in the hippocampus and amygdala. These results suggest
that there is a region‐ and a dose‐specific effect of citalopram on CRS‐induced BDNF‐
NFκB activation.
https://www.ncbi.nlm.nih.gov/pubmed/21308467
Changes in plasma and platelet BDNF levels induced by S‐citalopram in major
depression.
A significant decrease in severity of depressive symptoms was observed from the
first month of treatment with S‐citalopram, and symptoms continued decreasing
until the 6th month. Plasma BDNF levels in untreated patients appeared significantly
increased (p<0.01) but reached values similar to those of controls at the 24th week.
https://www.ncbi.nlm.nih.gov/pubmed/21385602
Influence of citalopram and environmental temperature on exercise‐induced
changes in BDNF.
Performance on the time trial was 20% worse in 30°C compared to 18°C (p<0.01),
without influence of citalopram. Serum BDNF was found to be lower under
citalopram treatment, while basal cortisol levels were increased (p<0.05). Exercise
triggered an increase in both BDNF and cortisol (p<0.001). BDNF followed the same
pattern as core temperature during exercise, with higher levels of both variables in
30°C. Cortisol was also increased in 30°C compared to temperate conditions
(p<0.01).
https://www.ncbi.nlm.nih.gov/pubmed/25089150
Serum proBDNF/BDNF and response to fluvoxamine in drug‐naïve first‐episode
major depressive disorder patients.
These results suggest that there is no association between serum proBDNF/BDNF
and fluvoxamine response in MDD patients at least within 4 weeks of the treatment.
https://www.ncbi.nlm.nih.gov/pubmed/17254018
Serotonin transporter function, but not expression, is dependent on brain‐derived
neurotrophic factor (BDNF): in vivo studies in BDNF‐deficient mice.
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Serotonin transport is influenced by BDNF levels.
https://www.ncbi.nlm.nih.gov/pubmed/16522641
Chronic antidepressants potentiate via sigma‐1 receptors the brain‐derived
neurotrophic factor‐induced signaling for glutamate release.
BDNF has been shown by us to reinforce excitatory glutamatergic transmission in
cultured cortical neurons
https://www.ncbi.nlm.nih.gov/pubmed/27825855
Effect of co‐administration of memantine and sertraline on the antidepressant‐like
activity and brain‐derived neurotrophic factor (BDNF) levels in the rat brain.
Our results indicate that co‐administration of antidepressant memantine with
sertraline may induce a more pronounced antidepressant activity than treatment
with each antidepressant alone. Antidepressant properties using the combination of
memantine and sertraline could be attributed to increased levels of BDNF. This
finding may be of particular importance in the case of drug‐resistant patients and
could suggest a method of obtaining significant antidepressant actions whereas
limiting side effects.
https://www.ncbi.nlm.nih.gov/pubmed/24702987
BDNF plasma levels after antidepressant treatment with sertraline and transcranial
direct current stimulation: results from a factorial, randomized, sham‐controlled
trial.
Thus, in one of the few placebo‐controlled trials evaluating BDNF changes over an
antidepressant treatment course, we did not observe BDNF increase regardless of
clinical improvement in depressed patients.
https://www.ncbi.nlm.nih.gov/pubmed/18096160
The antidepressant sertraline improves the phenotype, promotes neurogenesis
and increases BDNF levels in the R6/2 Huntington's disease mouse model.
These beneficial effects of sertraline are associated with enhanced neurogenesis and
increased BDNF levels in brain treated with sertraline.
https://www.ncbi.nlm.nih.gov/pubmed/25197330
Venlafaxine inhibits apoptosis of hippocampal neurons by up‐regulating brain‐
derived neurotrophic factor in a rat depression model.
Behavioral test showed that venlafaxine effectively improved the behavioral abilities
of depressed rats. Immunohistochemistry showed that venlafaxine markedly
increased the BDNF expression in the rat hippocampus. TUNEL showed that
venlafaxine markedly inhibited apoptosis of hippocampal neurons, which was also
confirmed by electron microscopic observation of the pathologic sections.
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https://www.ncbi.nlm.nih.gov/pubmed/22961097
Changes of serum concentrations of brain‐derived neurotrophic factor (BDNF)
during treatment with venlafaxine and mirtazapine: role of medication and
response to treatment.
There was a significant "treatment" by "medication" interaction effect on BDNF
serum concentrations that indicated a decline of BDNF in venlafaxine‐treated
patients (7.82±3.75‐7.18±5.64 ng/mL), while there was an increase in mirtazapine‐
treated patients (7.64±6.23‐8.50±5.37 ng/mL).
https://www.ncbi.nlm.nih.gov/pubmed/19464349
Venlafaxine treatment stimulates expression of brain‐derived neurotrophic factor
protein in frontal cortex and inhibits long‐term potentiation in hippocampus.
Venlafaxine stimulation of BDNF and inhibition of LTP may be related to the reported
effectiveness of venlafaxine in treatment of depression.
https://www.ncbi.nlm.nih.gov/pubmed/24096053
BDNF, interleukin‐6, and salivary cortisol levels in depressed patients treated with
desvenlafaxine.
Although median increase in BDNF was not significantly different between
desvenlafaxine (13.7%) and placebo (5.7%) groups, the increase was significantly
greater (33.4% vs 4.3%; P=0.003) in patients with more severe depression at baseline
(HAM‐D17>22) vs those with less severe depression (HAM‐D17≤22).
https://www.ncbi.nlm.nih.gov/pubmed/19894036
Opposite effects of milnacipran, a serotonin norepinephrine reuptake inhibitor, on
the levels of nitric oxide and brain‐derived neurotrophic factor in mouse brain
cortex.
Milnacipran (10 mg/kg, 14 days) increased the levels of BDNF protein and mRNA in
the cerebral cortex.
https://www.ncbi.nlm.nih.gov/pubmed/25501804
BDNF plasma levels variations in major depressed patients receiving duloxetine.
Laboratory analysis showed significant lower baseline BDNF levels among patients
compared to controls. During duloxetine treatment, in ENR BDNF levels increased,
reaching values not significantly different compared to controls, while in ER BDNF
levels remained nearly unchanged.
https://www.ncbi.nlm.nih.gov/pubmed/23313564
Brain‐derived neurotrophic factor in generalized anxiety disorder: results from a
duloxetine clinical trial.
BDNF levels significantly increased with duloxetine treatment for GAD, but response
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and remission outcomes were not clearly related to an increase in plasma BDNF
level.
https://www.ncbi.nlm.nih.gov/pubmed/18172756
BDNF level in the rat prefrontal cortex increases following chronic but not acute
treatment with duloxetine, a dual acting inhibitor of noradrenaline and serotonin
re‐uptake.
Animals treated with the Duloxetine at all concentrations and examined after 1 and
24 h (single treatment) did not reveal a significant change in the total BDNF level. In
animals treated for 14 days with Duloxetine at 30 and 100 mg/kg, the total BDNF
level increased significantly in the prefrontal cortex and CSF, but not in the plasma
and serum.
https://www.ncbi.nlm.nih.gov/pubmed/20159945
Long‐Term duloxetine treatment normalizes altered brain‐derived neurotrophic
factor expression in serotonin transporter knockout rats through the modulation
of specific neurotrophin isoforms.
Research on Increasing BDNF.
Also exercise increases BDNF...
http://www.ncbi.nlm.nih.gov/pubmed/21282661
http://www.ncbi.nlm.nih.gov/pubmed/21722657
https://www.ncbi.nlm.nih.gov/pubmed/29057125
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5625797/
https://www.ncbi.nlm.nih.gov/pubmed/25455510
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4314337/
and many many more...
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6135088/
Physical exercise produced a significant increase in BDNF levels; the mean post‐
intervention BDNF level was 22.5±0.99 ng/mL after the physical exercise session,
compared to 19.2±1.17 ng/mL at baseline (p = 0.004, paired t‐test, a 14.7% increase.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4975542/
Exercise as Gene Therapy: BDNF and DNA Damage Repair
Table 1
Effects of physical activity on brain‐derived neurotrophic factor (BDNF).
Sample

Treatment

Assessment outcome
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13 young,
healthy men

Moderate‐intensity aerobic PA
4 d/wk for 5 wks

↑ plasma BDNF

7 healthy,
Aerobic PA 7 d/wk for 12 wks
sedentary males

↑ plasma BDNF

60 older adults

↑ BDNF and ↑ hippocampal volume

Aerobic PA 3 d/wk for 60 wks

47 healthy,
Aerobic PA 3 d/wk for 5 wks
sedentary males

↑ serum BDNF following PA and ↑
memory on face name matching

62 healthy,
Moderate‐intensity aerobic PA for ↑ serum BDNF following PA and ↑
sedentary males 2 wks
memory on face name matching
104 persons with
Add‐on high (16 kcal/kg/week) or
partial response
low (4 KKW) PA for 12 wks to
to
standard depression care
antidepressants

Persons entering with ↑ BDNF levels
exhibited ↑ rate of response to
antidepressants

Add‐on aerobic PA 16 kcal/kg/week
15 severely
for 3 d/wk for 3 wks to standard
depressed adults care for depression or medication‐
only group

Similar ↑ in BDNF in aerobic PA and
medication‐only group, but ↓ in
oxidative stress markers seen only in
PA group

Supplements that raise serum BDNF
Omega 3 but it is specifically the DHA (docosahexaenoic acid) responsible for
increasing levels of BDNF.
http://www.ncbi.nlm.nih.gov/pubmed/15672635
http://www.ncbi.nlm.nih.gov/pubmed/21721919
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3208643/
https://academic.oup.com/cercor/article/24/11/3059/304487
Long‐Chain Omega‐3 Fatty Acids Improve Brain Function and Structure in Older
Adults
BDNF, pg/mL Pre Omega 3 4051.7 ± 296.2 and post Omega 3 4316.1 ± 422.8 (6.5%
increase.
https://www.ncbi.nlm.nih.gov/pubmed/25789320
Alpha‐linolenic acid: an omega‐3 fatty acid with neuroprotective properties‐ready
for use in the stroke clinic?
This review highlights how chronic administration of ALA protects against rodent
models of hypoxic‐ischemic injury and exerts an anti‐depressant‐like activity, effects
that likely involve multiple mechanisms in brain, and may be applied in stroke
prevention. One major effect may be through an increase in mature brain‐derived
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neurotrophic factor (BDNF), a widely expressed protein in brain that plays critical
roles in neuronal maintenance, and learning and memory.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4353682/
Oral consumption of α‐linolenic acid increases serum BDNF levels in healthy adult
humans
500mg of ALA, daily for one week.
29% increase in BDNF in women and a 23.5% increase in men.
Note ‐ People with existing cardiac arrhythmia should not exceed 3000 mg of Omega
3 a day as it may make the arrhythmia worse.
Omega 3's may cause upset stomachs in some individuals.
This is a viable option for raising BDNF, the only human study shows significant
improvement in BDNF.
Curcumin
researchers supplemented low concentrations of unfractionated green tea
polyphenols as well as EGCG (their active ingredient) resulted in an increase in
BDNF.
http://www.ncbi.nlm.nih.gov/pubmed/24508265
http://www.ncbi.nlm.nih.gov/pubmed/19879308
https://www.ncbi.nlm.nih.gov/pubmed/26608718
https://www.ncbi.nlm.nih.gov/pubmed/31279955
https://www.ncbi.nlm.nih.gov/pubmed/26652155
Examining the potential clinical value of curcumin in the prevention and diagnosis
of Alzheimer's disease.
However, clinical studies of curcumin have revealed limited effects to date, most
likely because of curcumin's relatively low solubility and bioavailability.
https://www.ncbi.nlm.nih.gov/pubmed/26066335
Chronic Supplementation of Curcumin Enhances the Efficacy of Antidepressants in
Major Depressive Disorder: A Randomized, Double‐Blind, Placebo‐Controlled Pilot
Study.
The subjects were asked to take 2 capsules containing either 1000 mg of curcumin or
placebo soybean powder daily for 6 weeks.
31.3% increase in BDNF
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May upset the stomach. Viable option to increase BDNF.
Prebiotics
Bacteria convert prebiotics into butyrate, a substance that has been shown to
increase BDNF. Prebiotic‐rich foods include sweet potatoes, carrots, onions,
asparagus and squash.
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3858812/
http://www.ncbi.nlm.nih.gov/pubmed/19549282
Astaxanthin
https://www.ncbi.nlm.nih.gov/pubmed/29216762
https://www.ncbi.nlm.nih.gov/pubmed/24326685
https://www.ncbi.nlm.nih.gov/pubmed/30200858
a very viable option.
Crataegus Pinnatifida
https://www.ncbi.nlm.nih.gov/pubmed/?term=Crataegus%20Pinnatifida%20BDNF
Little to no scientific evidence.
Resveratrol
http://www.ncbi.nlm.nih.gov/pubmed/21221775
https://www.ncbi.nlm.nih.gov/pubmed/28261618
https://www.ncbi.nlm.nih.gov/pubmed/24503118
https://www.ncbi.nlm.nih.gov/pubmed/23850968
and many more
No human studies found.
Decreases the advantages in exercise, lowers bp, decreases liver enzymes, and many
other effects.
Not enough data that relates to BDNF in humans and its effects can be detrimental.
Piracetam, phenotropil, meclophenoxate, pantocalcine, semax, and nooglutil
https://www.ncbi.nlm.nih.gov/pubmed/?term=phenotropil%20BDNF
Piracetam, phenotropil, meclophenoxate, pantocalcine, semax, and nooglutil have
been linked to increased BDNF levels.
No human studies found.
No enough research on their side effects have been done.
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Ketamine
Ketamine has been shown to rapidly reverse the changes in nerve cells by stress.
There are many many research documents documenting the increase in BDNF in
animals.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3992942/
Plasma brain derived neurotrophic factor (BDNF) and response to ketamine in
treatment‐resistant depression
Ketamine produces rapid antidepressant effects in treatment‐resistant depression
(TRD), but the magnitude of response varies considerably between individual
patients.
Human study ; Approximately a 36% increase in BDNF.
https://www.ncbi.nlm.nih.gov/pubmed/27165402
BDNF‐ERK1/2 signaling pathway in ketamine‐associated lower urinary tract
symptoms.
Long‐term ketamine abuse reduces expression of BDNF, while inducing
phosphorylation of ERK1/2 in the bladder wall. This may play an important role in
the pathogenesis of ketamine‐associated lower urinary tract symptoms.
https://www.ncbi.nlm.nih.gov/pubmed/29736744
Antidepressant Efficacy and Tolerability of Ketamine and Esketamine: A Critical
Review.
Tolerability seems acceptable in the short term, with transient elevation of blood
pressure and mild and transient dissociative and psychotomimetic effects. Intranasal
esketamine has shown a comparable antidepressant effect, which has resulted in the
US FDA granting the drug a "breakthrough therapy" designation, and theoretically it
may offer an improved tolerability profile. However, major concerns remain
regarding an effective protocol to maintain the clinical antidepressant effect of
ketamine seen with acute administration and the safety of ketamine and esketamine
in the long term, specifically related to potential neurocognitive and urologic toxicity,
together with the potential induction of substance use disorders. Ketamine and
esketamine are not currently approved treatments for depression, but the clinical
use of ketamine is increasing in a variety of practice settings internationally.
A viable option for intermittent use but not for continuous use due to its
addictiveness.
Acetyl‐L‐Carnitine
This amino acid lowers blood sugar and cholesterol. It helps build muscle mass. It
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also helps our mitochondria to regenerate. It’s been shown to increase levels of
BDNF in several animal studies.
https://www.ncbi.nlm.nih.gov/pubmed/25463525
https://www.ncbi.nlm.nih.gov/pubmed/28822835
No human studies found.
N‐Acetyl Cysteine (NAC) is the precursor to the powerful antioxidant glutathione; it
probably augments BDNF production because of increasing glutathione levels.
https://www.ncbi.nlm.nih.gov/pubmed/28318471
Adjunctive N‐acetylcysteine in depression: exploration of interleukin‐6, C‐reactive
protein and brain‐derived neurotrophic factor.
12‐week clinical trial of NAC (2000 mg/day compared with placebo. NAC treatment
significantly improved depressive symptoms
However, we found no significant changes in BDNF levels following NAC treatment.
Strong antioxidant, found to decrease genetic damage due to radiation, effective in
helping treat many addiction withdrawals.
Little evidence that it helps with BDNF levels.
Bacopa
http://www.ncbi.nlm.nih.gov/pubmed/25110503
https://www.ncbi.nlm.nih.gov/pubmed/28096878
https://www.ncbi.nlm.nih.gov/pubmed/23824529
https://www.ncbi.nlm.nih.gov/pubmed/27445807
And many more.
No human studies found.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5804326/
Botanicals as Modulators of Neuroplasticity: Focus on BDNF
Botanicals considered were Bacopa monnieri (L.) Pennell, Coffea arabica L., Crocus
sativus L., Eleutherococcus senticosus Maxim., Camellia sinensis (L.) Kuntze (green
tea), Ginkgo biloba L., Hypericum perforatum L., Olea europaea L. (olive oil), Panax
ginseng C.A. Meyer, Rhodiola rosea L., Salvia miltiorrhiza Bunge, Vitis vinifera L.,
Withania somnifera (L.) Dunal, and Perilla frutescens (L.) Britton. The effect of the
active principles responsible for the efficacy of the extracts is reviewed and
discussed as well. The high number of articles published (more than one hundred
manuscripts for 14 botanicals) supports the growing interest in the use of natural
products as BDNF modulators.
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Limited information on effectiveness and side effects.
Ginseng has been shown to prevent stress‐induced decline of BDNF.
http://www.ncbi.nlm.nih.gov/pubmed/24975446
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5622691/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5804326/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3786787/
https://www.ncbi.nlm.nih.gov/pubmed/21094185
Administration of BDNF/ginsenosides
development in human neural stem cells.

combination

enhanced

synaptic

Effects of cell density on neural differentiation were also examined. Results have
shown that administration of BDNF/ginsenosides (Rg1 and Rb1) combination in
differentiation medium promoted cell survival, enhanced neurite outgrowth and
synaptic marker expression during differentiation. High cell density enhanced
synaptic marker expression in BDNF/ginsenosides combination medium.
Possible benefit but no data on how much improvement in humans.
Baicalin
https://www.ncbi.nlm.nih.gov/pubmed/26300488
https://www.ncbi.nlm.nih.gov/pubmed/23749289
No human studies found
Ashwagandha
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3214041/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5804326/
No human testing found.
Gotu kola (Centella asiatica )
https://www.ncbi.nlm.nih.gov/pubmed/23876367
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6431365/
Centella asiatica Prevents Increase of Hippocampal Tumor Necrosis Factor‐α
Independently of Its Effect on Brain‐Derived Neurotrophic Factor in Rat Model of
Chronic Stress.
lower TNF‐α and higher BDNF in the hippocampus support the hypothesis that these
factors independently contribute to Centella asiatica's neuroprotective effect in
chronically stressed rats.
No human studies found.
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Magnolia officinalis
https://www.ncbi.nlm.nih.gov/pubmed/22223265
https://www.ncbi.nlm.nih.gov/pubmed/26598917
https://www.ncbi.nlm.nih.gov/pubmed/27510271
No human studies found.
L‐theanine
https://www.ncbi.nlm.nih.gov/pubmed/21604187
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5804326/
https://www.ncbi.nlm.nih.gov/pubmed/21617527
Serum levels of brain‐derived neurotrophic factor and cortisol to sulfate of
dehydroepiandrosterone molar ratio associated with clinical response to L‐
theanine as augmentation of antipsychotic therapy in schizophrenia and
schizoaffective disorder patients.
40 schizophrenia and schizoaffective disorder patients during an 8‐week, double‐
blind, randomized, placebo‐controlled trial with L‐Theanine (400 mg/d).
Increases in BDNF levels accounted for a 26.2% of the total variance in reduction of
dysphoric mood and 38.2% reduction in anxiety.
A viable option.

Rhodiola
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5804326/
No human studies found.
Zinc
All the research below was performed on humans.
https://www.ncbi.nlm.nih.gov/pubmed/24621065
Zinc monotherapy increases serum brain‐derived neurotrophic factor (BDNF) levels
and decreases depressive symptoms in overweight or obese subjects: a double‐
blind, randomized, placebo‐controlled trial.
The trial was completed with 46 subjects. After a 12‐week supplementation, serum
zinc and BDNF levels increased significantly in the zinc‐supplemented group
compared with the placebo group.
https://www.ncbi.nlm.nih.gov/pubmed/23383172
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High dose zinc supplementation induces hippocampal zinc deficiency and memory
impairment with inhibition of BDNF signaling.
https://www.ncbi.nlm.nih.gov/pubmed/23602205
Effects of zinc supplementation on efficacy of antidepressant therapy,
inflammatory cytokines, and brain‐derived neurotrophic factor in patients with
major depression.
Twenty patients in zinc group and 17 patients in placebo groups completed the
study. The zinc‐supplemented group received zinc sulfate (25 mg elemental Zn/day)
orally.
No significant differences were observed in plasma levels of IL‐6, TNF‐α, and BDNF‐a
between zinc‐supplemented and placebo‐supplemented group.
https://www.ncbi.nlm.nih.gov/pubmed/29421993
Zinc supplementation does not influence serum levels of VEGF, BDNF, and NGF in
diabetic retinopathy patients: a randomized controlled clinical trial.
...receive 30 mg Zn gluconate/day. Forty‐five patients completed the intervention.
Levels of VEGF, BDNF and NGF were not affected by the Zn supplementation.
https://www.ncbi.nlm.nih.gov/pubmed/18574758
Zinc induces motor neuron death via a selective inhibition of brain‐derived
neurotrophic factor activity.
http://www.ncbi.nlm.nih.gov/pubmed/15145706
Zinc treatment induces cortical brain‐derived neurotrophic factor gene expression.
We now report that chronic treatment with zinc induced an increase in cortical but
not hippocampal BDNF mRNA level (Northern blot).
http://www.ncbi.nlm.nih.gov/pubmed/18766297
Antidepressant‐like activity of zinc: further behavioral and molecular evidence.
Chronic treatment with zinc induced a 17‐39% increase in the BDNF mRNA and
protein level in the hippocampus.
Very inconsistent results. Zinc performance in our body is greatly effected by other
nutrient levels (such as copper). I would only use Zinc if serum blood tests show low
levels.
Quercetin
https://www.ncbi.nlm.nih.gov/pubmed/28110104
https://www.ncbi.nlm.nih.gov/pubmed/29405727
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https://www.ncbi.nlm.nih.gov/pubmed/28865131
https://www.ncbi.nlm.nih.gov/pubmed/22936120
and many other animal research articles. No human studies found.
Oleuropein
https://www.ncbi.nlm.nih.gov/pubmed/28884427
https://www.ncbi.nlm.nih.gov/pubmed/24865115
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5804326/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6158998/
No human studies found.
Saffron
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3927874/
https://www.ncbi.nlm.nih.gov/pubmed/29464125
https://www.ncbi.nlm.nih.gov/pubmed/24696423
Many articles show an increase in animal BDNF.
https://www.ncbi.nlm.nih.gov/pubmed/30151303
Showed no increase in cerebral BDNF.

https://www.ncbi.nlm.nih.gov/pubmed/30914350
Protective properties of the aqueous extract of saffron (Crocus sativus L.) in
ischemic stroke, randomized clinical trial.
Patients with acute ischemic stroke were randomly allocated to receive either
routine stroke care (control group, n = 20) or routine care plus aqueous extract of
saffron capsule (200 mg/day) (saffron‐treated group, n = 19). Both groups were
monitored during their four‐day hospital stay and the three‐month follow‐up period.
BDNF concentration was increased in the saffron‐treated group on the fourth day.
Note ‐ Taking large amounts of saffron by mouth is POSSIBLY UNSAFE. High doses of
5 grams or more can cause poisoning. Doses of 12‐20 grams can cause death.
There is a concern that it might trigger excitability and impulsive behavior (mania) in
people with bipolar disorder. Don't use saffron if you have this condition.
Saffron might affect how fast and how strong the heart beats. Taking large amounts
of saffron might worsen some heart conditions.
Saffron might lower blood pressure. Taking saffron might make blood pressure
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become too low in people with low blood pressure. ‐ Webmd
Lion's Mane Mushroom
https://www.ncbi.nlm.nih.gov/pubmed/26853959
There were about a dozen other animal studies showing that Lion's Mane Mushroom
raised pro‐BDNF and/ or BDNF in animals.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6500611/
Hericium erinaceus Improves Mood and Sleep Disorders in Patients Affected by
Overweight or Obesity: Could Circulating Pro‐BDNF and BDNF be Potential
Biomarkers?
Seventy‐seven volunteers. eight weeks of oral H. erinaceus supplementation
decreased depression, anxiety, and sleep disorders. H. erinaceus supplementation
improved mood disorders of a depressive‐anxious nature and the quality of the
nocturnal rest. H. erinaceus increased circulating pro‐BDNF levels without any
significant change in BDNF circulating levels.
Patients in the intervention group received three capsules/day for 8 weeks of an H.
erinaceus dietary supplement (“Micotherapy Hericium”) provided by A.V.D. Reform
s.r.l. (Noceto, Parma, Italy). A significant increase in Pro‐bdnf was noted but not
serum BDNF in the Lion's Mane Mushroom recipients.
The supplement composition was 80% bulk mycelia and 20% fruiting body extract.
Extraction conditions from fruiting bodies were the following: biomass/solvent ratio
was 1/15; extraction time was 3 h. Solvents for distinct extractions were water and
pure ethanol,
A viable option but with limited human data available.
Riparin III and IV
https://www.ncbi.nlm.nih.gov/pubmed/25846646
https://www.ncbi.nlm.nih.gov/pubmed/30041016
https://www.ncbi.nlm.nih.gov/pubmed/30904544
No Human studies found.
Vitamin C
https://onlinelibrary.wiley.com/doi/abs/10.1002/pmic.200300924
The presence of ascorbate induces expression of brain derived neurotrophic factor
in SH‐SY5Y neuroblastoma cells after peroxide insult, which is associated with
increased survival
Enhanced expression of BDNF may contribute to the protective effects of ascorbate
against oxidative stress in neuronal cells.
As this compound also protects against DNA damage by age and radiation it is a
viable solution.
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Drugs
ssri/snri typically raise BDNF
Life Style Changes
Adequate sunlight exposure
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3487856/
Serum BDNF Concentrations Show Strong Seasonal Variation and Correlations with
the Amount of Ambient Sunlight
Analyses by month of sampling showed pronounced seasonal variation in serum
BDNF concentrations with increasing concentrations in the spring‐summer period
and decreasing concentrations in the autumn‐winter period.
Dietary modifications
Cut refined sugar:
https://www.ncbi.nlm.nih.gov/pubmed/12088740
Cut saturated fat
https://www.ncbi.nlm.nih.gov/pubmed/12088740
Cut high fructose corn syrup
7 hours or more sleep raises BDNF.
https://www.ncbi.nlm.nih.gov/pubmed/26758201
https://www.ncbi.nlm.nih.gov/pubmed/28656632
https://www.ncbi.nlm.nih.gov/pubmed/24146812
https://www.ncbi.nlm.nih.gov/pubmed/27038292
and many more.
Stay socially engaged
http://www.ncbi.nlm.nih.gov/pubmed/16533499
http://www.ncbi.nlm.nih.gov/pubmed/16477619
Cold stress have been shown to decrease BDNF as well as raise it temporarily.
https://www.ncbi.nlm.nih.gov/pubmed/29375393
Heat stress can decrease or increase BDNF but both high temps (30C) and low temps
(5C) also raise cortisol.
https://www.ncbi.nlm.nih.gov/pubmed/28828079
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Exercise above 32C decreases BDNF .
Diet
The best dietary evidence for BDNF elevation is present in blue‐purple fruits
(blueberries and blackberries) and cocoa flavanols.

• BDNF during withdrawal
https://www.ncbi.nlm.nih.gov/pubmed/28215305
BDNF During Withdrawal.
High serum BDNF occurs during addictive drug withdrawal.
Dozens of other articles support the fact that BDNF is increased in the reward areas
of the brain during use of addictive drugs.

• BDNF related diseases
There are numerous articles that talk about the use of some of the above regimes in
treating the conditions below. Most have had positive effects.
Parkinson's
Literally hundreds of articles related to low BDNF and Parkinson's.
https://www.ncbi.nlm.nih.gov/pubmed/26439945
Exercise‐induced neuroplasticity in human Parkinson's disease: What is the
evidence telling us?
we present data on 8 human PD studies (published between 2008 and 2015) with
144 adults with PD of varying disease severity (Hoehn and Yahr stage 1 to stage 3),
using various experimental (e.g., randomized controlled trial) and quasi‐
experimental designs on the effects of cognitive and physical activity on brain
structure or function in PD. We focus on plasticity mechanisms of intervention‐
induced increases in maximal corticomotor excitability, exercise‐induced changes in
voxel‐based gray matter volume changes and increases in exercise‐induced serum
levels of brain derived neurotrophic factor (BDNF).
An emerging body of evidence suggests exercise triggers several plasticity related
events in the human PD brain including corticomotor excitation, increases and
decreases in gray matter volume and changes in BDNF levels.
Alzheimer's Disease
https://www.ncbi.nlm.nih.gov/pubmed/30337800
Panax ginseng as an adjuvant treatment for Alzheimer's disease.
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6128436/
A promising connection between BDNF and Alzheimer’s disease
https://www.ncbi.nlm.nih.gov/pubmed/25354497
Brain‐Derived Neurotrophic Factor in Alzheimer's Disease: Risk, Mechanisms, and
Therapy.
Again, literally hundreds of articles related to low BDNF and Alzheimer's Disease as
well as dementia.
Stroke
https://www.ncbi.nlm.nih.gov/pubmed/23907078
It is concluded that the effects of aerobic exercise on BDNF and motor learning may
be better exploited if aerobic exercise is paired more closely in time with motor
training. Additionally, information about BDNF genotype could provide insight into
the type and magnitude of effects that aerobic exercise may have across individuals
and potentially help guide an individualized prescription of aerobic exercise to
enhance motor rehabilitation poststroke.
Again, literally hundreds of articles related to low BDNF and stroke.

Anti‐aging
Nicotinamide mononucleotide
https://www.cell.com/cell‐metabolism/fulltext/S1550‐4131(16)30495‐8
NMN suppresses age‐associated body weight gain and enhances energy metabolism
NMN improves insulin sensitivity, eye function, and other features with no toxicity
NMN prevents age‐associated gene expression changes in a tissue‐specific manner
NMN is an effective anti‐aging intervention that could be translated to humans
Astaxanthin
https://www.ncbi.nlm.nih.gov/pubmed/22214255
https://www.ncbi.nlm.nih.gov/pubmed/29745467
https://www.ncbi.nlm.nih.gov/pubmed/25678261
https://www.ncbi.nlm.nih.gov/pubmed/30312390
Astaxanthin is thought to be the most powerful antioxidant found in nature.
According to recent research it may even provide limited protection against gamma
radiation‐induced DNA damage. Provides good protection from tissue damage from
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UV rays.
https://www.ncbi.nlm.nih.gov/pubmed/25110808
These findings support that AST protects glucocorticoid‐induced cataract in chick
embryo
https://www.ncbi.nlm.nih.gov/pubmed/24152963
These findings suggest that astaxanthin has protective effects against light‐induced
retinal damage via the mechanism of its antioxidative effect.
https://www.ncbi.nlm.nih.gov/pubmed/23519150
Astaxanthin may be developed as an antioxidant drug to treat diabetic retinopathy
https://www.ncbi.nlm.nih.gov/pubmed/22393271
Amelioration of ultraviolet‐induced photokeratitis in mice treated with astaxanthin
eye drops
Topical AST administration may be a candidate treatment to limit the damages by UV
irradiation with wide clinical applications.
https://www.ncbi.nlm.nih.gov/pubmed/20457203
The presented data confirm the role of oxidative injury in EIOP and highlight the
protective effect of ASX in ocular hypertension.
https://www.ncbi.nlm.nih.gov/pubmed/18812030
Astaxanthin had neuroprotective effects against retinal damage in‐vitro and in‐vivo,
and that its protective effects may have been partly mediated via its antioxidant
effects
https://www.ncbi.nlm.nih.gov/pubmed/19193053
This interaction is supported by an in vitro assay and may be partially responsible for
the ASTX observed in vivo protection against selenite‐induced cataractogenesis.
Astaxanthin is a keto‐. It belongs to a larger class of chemical compounds known as
terpenes, which are built from five carbon precursors.
The following sources are used for the commercial production of astaxanthin:
Xanthophyllomyces dendrorhous, formerly Phaffia rhodozyma (yeast)
As a natural source, the following can be found in nature (or a production facility)
with the approximate astaxanthin concentrations:
Source

Astaxanthin concentration (ppm)
~5
~ 60
~ 120
~ 1,200

655

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

Phaffia yeast

~ 10,000
~ 40,000

Nearly all commercial astaxanthin for aquaculture is produced synthetically, with an
annual turnover of over $200 million and a selling price of roughly $5000–6000 per
kilo as of July 2012. However, synthetic production of astaxanthin is not preferred in
some cases because synthetic astaxanthin contains a mixture of stereoisomers.
Astaxanthin is fairly abundant and obtainable from natural sources, and some
consumers prefer natural products over synthetic ones. Doses of up to 50mg have
been tolerated. An upper toxicity limit is not known. Note not all astaxanthin is
biosynthesized by living microalgae. Synthetic astaxanthin made in laboratories from
petrochemicals has not been approved for human consumption, natural source
astaxanthin is FDA approved as a food additive.
Crawfish
Crab
Lobster
Shrimp (warm water varieties)
Red snapper
The legit and trusted astaxanthin supplement brands all derive it naturally from H.
pluvialis.
Doctor’s Best brand uses a plant‐based (vegan) capsule. However a brand we like
even more for the pure form is Sports Research, who uses AstaReal (the best natural
source) in a higher dose than EyeAstin (Sports Research is 12 mg).
Calorie restriction/frequent fasting deactivates mTOR (a gene)and increases life
span.
Rapamycin
https://www.ncbi.nlm.nih.gov/pubmed/28548953
https://www.ncbi.nlm.nih.gov/pubmed/23454761
Vitamin C
https://www.ncbi.nlm.nih.gov/pubmed/26333284
1250 mg/day
https://www.ncbi.nlm.nih.gov/pubmed/22843416
Vitamin E
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https://www.ncbi.nlm.nih.gov/pubmed/29181487
Coenzyme q10
https://www.ncbi.nlm.nih.gov/pubmed/26111777
https://www.ncbi.nlm.nih.gov/pubmed/26302815
https://www.ncbi.nlm.nih.gov/pubmed/23694931
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6627360/
https://www.ncbi.nlm.nih.gov/pubmed/14706236
https://www.ncbi.nlm.nih.gov/pubmed/19096119
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4348608/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3776107/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5807419/
Quercetin
https://www.ncbi.nlm.nih.gov/pubmed/28966753
https://www.ncbi.nlm.nih.gov/pubmed/26343116
https://www.ncbi.nlm.nih.gov/pubmed/31484470
https://www.ncbi.nlm.nih.gov/pubmed/29542424
https://www.ncbi.nlm.nih.gov/pubmed/18046879
Epicatechin
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6355074/
https://www.ncbi.nlm.nih.gov/pubmed/27623718
https://www.ncbi.nlm.nih.gov/pubmed/29415712
L‐Theanine
https://www.ncbi.nlm.nih.gov/pubmed/27623718
https://www.ncbi.nlm.nih.gov/pubmed/22422488

Things that make withdrawal worse
DON'T ...
take Omeprazole (Prilosec)
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Significant drug interactions.
omeprazole ↔ citalopram
Applies to omeprazole and Celexa (citalopram)
Talk to your doctor before using citalopram together with omeprazole. Combining
these medications may increase the blood levels of citalopram and increase the risk
of certain side effects, including an irregular heart rhythm that may be serious or life‐
threatening.
Caution ‐ Omeprazole causes the increased absorbtion of nearly 500 medications. It
should NOT be taken with.....
Benzos, Atenolol, Celexa, Lexapro and many other ssri and snri, st. john's wort, etc.
DON'T ...take St. John's Wort, 5HTP, tryptophan, SAMe, Dextromethorphan (a
cough syrup/cold medicine) with an antidepressant ‐ Serotonin Syndrome.
Don't take Stimulants (Make anxiety worse)
Caffeine
Over‐the‐counter
pseudoephedrine*

cold

preparations

Sleep deprivation
Marijuana*
Magnesium*
MSG
Alcohol
Stress
amphetamines
ecstasy
nicotine
Ginseng
L‐Tyrosine
B Vitamins*
aspartame
Coconut Oil
Taurine
DHEA
Ginkgo
Iodine
Arginine
Sugar
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Kava
* ‐ Only some people have this reaction.
Things containing caffeine..
Coffee, Espresso, Cappuccino, some Teas, Low calorie, non‐cola soda containing
aspartame, Low calorie colas containing aspartame or saccharine, Energy drinks,
Some types of alcoholic drinks.
Chocolate ....Baking, Dark, Sweet and semisweet, Pudding, Cereals, Fudge , Milk
chocolate, Syrup, Mousse, Soymilk, Fat free cookies, Cookies, Cake, Frozen Yogurt,
Ice cream, Frosting, and Shakes .
Java Pops, Chai Mints, Green Tea, Warp Mints, Penguin mints, and cinnamons.
Caffeinated Energy Strips, Caffeinated Fruity Lollipops, HyDrive Energy Chews,
Caffeinated Nixie Tubes, Foosh Energy Mints, Atomic Energy Bites, Buzz Bites,
KickBricks, Energy Chews, Reload Energy Strips, Movit Gummies, Caffeinated
jellybeans, Morning Spark, Oatmeal, Sumseeds (caffeinated sunflower seeds),
Lightning Rods (beef sticks), Engobi "Energy Go Bites" (crispy snacks), Jolt Gum, Blitz
Energy Gum, Think Gum Stay Alert, Vibe Black, Black Go Fast!, Dozens and dozens of
herbal supplements.
https://www.caffeineinformer.com/the‐caffeine‐database
List of energy drinks with caffiene. (over 100)
DON'T take Depressants (Make depression worse)
Oxalic acid is found in members of the spinach family and cabbage, broccoli,
brussels sprouts, chives and lamb's quarters are high in oxalates, as are sorrel and
parsley. Rhubarb leaves contain about 0.5% oxalic acid.
Can cause depression, lack of minerals, kidney stones, and more. Cooking does not
affect oxalic acid. People with kidney disease, a history of kidney stones or suffer
from depression should avoid these foods.
other depressants:
Aspartame
Gluten
High Fat Dairy
Sugar
alcohol
Trans fats
Sodium
Caffiene
Pesticide residue on foods
GHB
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exposure to organic solvents (paint, varnish, stains, cleaning solvents, paint thinner,
etc).
Special note on alcohol...
Did you know that ethanol (drinking alcohol) has been shown to effect at least 11
different neurotransmitters AND can be either a stimulant or a depressant
depending on the person?
List of known actions of ethanol
Ethanol has been reported to possess the following actions in functional assays at
varying concentrations:[54]
GABAA receptor positive allosteric modulator (primarily of δ subunit‐containing
receptors)[66]
NMDA receptor negative allosteric modulator[58][66]
Increased levels of dopamine and endogenous opioids in the mesolimbic pathway,
secondary to other actions[63][66]
AMPA receptor negative allosteric modulator[58]
Kainate receptor negative allosteric modulator[58]
Glycine receptor positive allosteric modulator[55]
Nicotinic acetylcholine receptor positive allosteric modulator[56][73]
5‐HT3 receptor positive allosteric modulator
Glycine reuptake inhibitor[74]
Adenosine reuptake inhibitor[75]
L‐type calcium channel blocker
GIRK channel opener
Wiki

Pharmacobezoars
Pharmacobezoars (or medication bezoars) are mostly tablets or semiliquid masses of
drugs which block or partly block the GI tract.
http://www.thefreeli......‐a0136387734
http://www.ncbi.nlm..../pubmed/8590522
Aluminum hydroxide gel, enteric‐coated aspirin, sucralfate, guar gum,
cholestyramine, enteral feeding formulas, psyllium preparations, nifedipine XL, and
meprobamate.
Physillium, guar gum and enteric coated aspirin contribute heavily.
http://www.ncbi.nlm....les/PMC3151403/
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Caused by venlafaxine (Effexor)
http://informahealth...650.2013.856442
Quetiapine
https://www.ncbi.nlm...pubmed/25083252
Curse of the ghost pills: the role of oral controlled‐release formulations in the
passage of empty intact shells in faeces. Two case reports and a literature review
relevant to psychiatry.
https://www.ncbi.nlm...pubmed/19405260
Dissolution of pharmacobezoar using carbonated beverage.
https://www.ncbi.nlm...pubmed/21370943
Pharmacobezoars described and demystified.
http://onlinelibrary....12679/abstract
Forensic related pharmacobezoars.
http://curriculum.to...ugs In Overdose
Time release coatings causing pharmacobezoars.
http://curriculum.to...ugs In Overdose
Can be caused by any time release slow release medicine.
http://www.ncbi.nlm....0,f1000m,isrctn
Pharmacobezoars consist of medication bezoars, such as cholestyramine, kayexalate
resin, carafate and antacids, which adhere when in bulk.
http://www.sciencedi...214750014000146
Extended release potassium salts.
http://www.ncbi.nlm....pubmed/21370943
http://informahealth...650.2011.559472
Review, These include enteric‐coated aspirin, activated charcoal, clomipramine, iron,
theophylline, and venlafaxine, as well as verapamil‐SR and nifedipine‐XL
preparations. There are 84 references.
See more at: http://www.thepoison...h.vC0lJlHs.dpuf
http://link.springer...?no‐access=true
http://www.medscape....warticle/781850
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http://www.giendo.th...(06)00015‐8/pdf
Enteric coatings and time release coatings.
http://www.ulusalcer...‐metin/1168/eng
Heavy doses of multiple medications.
http://www.ijccm.org...1;aulast=Tawfic
Eosopageal pharmacobezoars
http://europepmc.org...cles/PMC3966178
https://www.ncbi.nlm...les/PMC4485820/

Enteric Coatings And Time Release Coatings and other Excipients that contribute to
pharmacobezoars.
Methyl acrylate‐methacrylic acid copolymers ‐ The methacrylates have numerous
uses, most notably in the manufacture of polymers such as Lucite and Plexiglas. The
production of Methyl acrylate‐methacrylic acid copolymers can involve the use of
acetone cyanohydrin (contains cyanide) and formaldehyde.
Hypromellose ‐ (Hydroxypropyl Methylcellulose, Hydroxy propyl methyl cellulose
acetate succinate, hypromellose acetate succinate, cellulose acetate succinate) is a
synthetic polymer also used in adhesives and eye drops.
Polyvinyl acetate phthalate (PVAP) synthetic polymer. Polyvinyl acetate phthalate ‐
symthetic polymer for enteric coatings/time release. The gastrointestinal tract
appears to be the target organ and effects seen (irritation, laxation, colitis with
erosions and submucosal fibrosis in the dog and ulcers, polyps, and cecal wall
thickening in rats) were dose dependent.
http://www.researchg...imental_animals
Evaluation of the toxicity of polyvinylacetate phthalate in experimental animals.
http://www.preventio...es‐pill‐coating
Shellac is a resin secreted by the female lac bug. Shellac, edible, is used as a glazing
agent on pills and candies. Because of its acidic properties (resisting stomach acids),
shellac‐coated pills may be used for a timed enteric or colonic release. Shellac is used
as a 'wax' coating on citrus fruit to prolong its shelf/storage life. It is also used to
replace the natural wax of the apple, which is removed during the cleaning process.
Cellulose acetate trimellitate is soluble in mild aqueous acid and readily dissolve in
neutral or aqueous base. A polybenzene compound.
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Sodium alginate is an synthetic anionic polysaccharide.
Zein a corn protein.
Polyvinyl acetate (Poly(vinyl acetate) (PVA, PVAc, poly(ethenyl ethanoate) is
commonly referred to as wood glue, white glue, carpenter's glue, school glue,
Elmer's glue and is is an aliphatic rubbery synthetic polymer.
http://www.ncbi.nlm....pubmed/20643750
transaminase elevations
Povidone (Polyvinylpyrrolidone (PVP), also commonly called polyvidone, is a water‐
soluble synthetic polymer made from the monomer N‐vinylpyrrolidone.
Polysorbates are oily liquids derived from PRG(polyethylene Glycol)‐ylated sorbitan
(a derivative of sorbitol) esterfied with fatty acids.
Polyethylene glycol (macrogol) is a polyether compound. Used in coatings and time
release.
Polydextrose is a synthetic polymer of glucose.
Polyvinyl alcohol is a watersoluble synthetic polymer.
Croscarmellose Sodium is an internally cross‐linked sodium carboxymethylcellulose.
Medications that contribute to pharmacobezoars
Sucralfate (Carafate) is a sucrose sulfate‐aluminum complezx that binds to the
mucosa, thus creating a physical barrier that impairs diffusion of hydrochloric acid in
the gi tract and prevents degradation of mucus by acid.
Cholestyramine (colestyramine, Questran, Questran Light, Cholybar, Olestyr) a
quarternary ammonium group attached to an inert styrene‐divinylbenzene
copolymer.
Nifedipine XL (Adalat CC and Procardia)
Meprobamate (Miltown, Equanil, Meprospan) is a carbamate derivative.
Venlafaxine (Effexor)
Quetiapine (Seroquel)
Kayexalate resin (Polystyrene sulfonates are polymers derived from polystyrene but
containing sulfonic acid or sulfonate functional groups.
Clomipramine (Anafranil and Clofranil)
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Theophylline (1,3‐dimethylxanthine)
Verapamil‐SR
Most of the above drugs contain one or more of the above listed chemicals. There
are many more drugs as well.
https://www.ncbi.nlm...pubmed/30808405
J Med Case Rep. 2019 Feb 27;13(1):45. doi: 10.1186/s13256‐019‐1984‐0.
Endoscopic removal of a gastric pharmacobezoar induced by clomipramine,
lorazepam, and domperidone overdose: a case report.
Abstract
INTRODUCTION:
Gastric pharmacobezoars are a rare entity that can induce mechanical gastric outlet
obstructions and sometimes prolong toxic pharmacological effects. Certain
medications, such as sustained‐release forms, contain cellulose derivatives that may
contribute to the adhesion between pills and lead to the creation of an aggregate
resulting in a pharmacobezoar. Case reports are rare, and official guidelines are
needed to help medical teams choose proper treatment options.
CASE PRESENTATION:
Our patient was a 40‐year‐old Caucasian woman with borderline personality disorder
and active suicidal thoughts who was found unconscious after a massive drug
consumption of slow‐release clomipramine, lorazepam, and domperidone. On her
arrival in the emergency room, endotracheal intubation was preformed to protect
her airway, and a chest x‐ray revealed multiple coffee grain‐sized opaque masses in
the stomach. She was treated with activated charcoal followed by two endoscopic
gastric decontaminations 12 h apart in order to extract a massive gastric
pharmacobezoar by manual removal of the tablets.
CONCLUSION:
This case demonstrates that in the case of a massive drug consumption, a
pharmacobezoar should be suspected, particularly when cellulose‐coated pills are
ingested. Severe poisoning due to delayed drug release from the gastric aggregate is
a potential complication. Detection by x‐ray is crucial, and treatment is centered on
removal of the aggregate. The technique of decontamination varies among experts,
and no formal recommendations exist to date. It seems reasonable that endoscopic
evaluation should be performed in order to determine the appropriate technique of
decontamination. Care should be patient‐oriented and take into account the clinical
presentation and any organ failure, and it should not be determined solely by the
suspected medication ingested. Thus, serum levels are not sufficient to guide
management of tricyclic antidepressant intoxication.

664

Summary of Cymbalta Withdrawal Information ‐ www.cymbaltawithdrawal.com

https://www.ncbi.nlm...pubmed/30306811
Clin Toxicol (Phila). 2019 Apr;57(4):271‐281. doi: 10.1080/15563650.2018.1513138.
Epub 2018 Oct 11.
Potential pharmacobezoar formation of large size extended‐release tablets and their
dissolution ‐ an in vitro study.
Abstract
OBJECTIVE:
Extended release (ER) tablets/capsules in massive ingestion overdoses are prone to
form pharmacobezoars potentially increasing the risk of late‐appearing toxic effects
and prolonged symptoms. Oral activated charcoal is often sufficient to prevent drug
absorption, but in a recent massive ingestion of highly toxic substances, prior
orogastric lavage might be considered. The disintegration characteristics of ER
preparations in overdose situations is valuable to understand if the time line and
course of the intoxication might be prolonged, but information on these
characteristics are unavailable. Slow disintegration and/or pharmacobezoar
formation, and the large size makes ER preparation impossible to evacuate using a
30F orogastric lavage tube. This study evaluates the disintegration and
pharmacobezoar formation of a simulated massive ER tablet ingestion in an in vitro
model, using a selection of extended release tablets, with different disintegrating
characteristics when present in therapeutic numbers. Furthermore, the sizes of the
formed pharmacobezoars were compared with the dimensions of a 30F orogastric
lavage tube.
METHOD:
A standardized model mimicking the physical effects on pharmaceutical preparations
in simulated gastric fluid (SGF) was developed and tested on three mono‐depot ER
tablets (quetiapine/Seroquel®XR 50 mg, paracetamol/Pinex®Retard 500 mg,
verapamil/Isoptin®Retard
240 mg),
one
poly‐depot
ER
tablet
(carbamazepine/Tegretol®Retard 200 mg), and one immediate‐release tablet
(paracetamol/Panodil® 500mg). Thirty tablets were placed in polyamide mesh bags,
either together in one bag or in separate bags, immersed in 1 L SGF, and incubated
at 37 °C for 48 h. Released drugs were quantified at 0.5‐48 h.
RESULTS:
Visual inspection showed that Seroquel®XR, Pinex®Retard, and Isoptin®Retard
tablets formed firm pharmacobezoars stable for more than 4 h and intact fractions
remained for up to 24 h. Drug releases were reduced by 53%, 40%, and 31%,
respectively, for up to 8 h compared to separated tablets. Light microscopy showed
that contact with SGF transformed the coating of Seroquel®XR and Pinex®Retard to a
diffusion‐controlled swelled gel‐layer, and the Isoptin®Retard tablets into a rigid and
slow‐releasing matrix. Tegretol®Retard disintegrated into microspheres within
30 min, and Panodil® disintegrated within minutes.
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DISCUSSION:
The developed pharmacobezoars of mono‐depot ER tablets demonstrated prolonged
drug release. Neither the formed pharmacobezoars, nor the single tablets of the
tested mono‐depot ER preparations, would pass through the lumen of a standard
orogastric lavage tube, rendering this modality ineffective for tablet removal in
gastrointestinal decontamination.
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