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Why do some individuals 
stop antidepressants 

without side effects or 
withdrawal while others 

suffer tremendously?
30 yo

6 years on 
Paxil

40 yo
1 year on 

Zoloft

50 yo
15 years 

on Prozac

HOW 

ARE WE 

DOING?

HOW DO YOU PRESCRIBE?
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PSYCHIATRY
REDEFINED

SIDE EFFECTS OF ANTIDEPRESSANTS

Anxiety

Agitation

Weight Gain

Sedation

Psychosis

Paranoia

Violent Thoughts Violent Actions

Suicidal Thoughts

SUICIDE

Criminal Behavior

Sexual Dysfunction

WARNING

Diagnosis and Treatment in Medicine

SYMPTOMS

Measure 
Physiology

“Anti”-
physiology 
treatment

Measure 
physiology

Symptoms

“Anti”-Symptom 
treatment given

Measure symptoms

IN WHAT OTHER 

MEDICAL SPECIALTY 

WOULD AN 

ASSESSMENT WITHOUT 

ANY PHYSICAL EXAM 

OR OBJECTIVE 

TESTING BE 

ACCEPTABLE?

BENZO DIAZEPINE

“…referring to these 
[withdrawal] 

reactions as part of a 
dependence 

syndrome in the case 
of benzodiazepines, 

but not selective 
serotonin re-uptake 
inhibitors, does not 

seem rational”

Neilsen M et al. Addiction. 2012;07(5):900-8.
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WHAT DID PSYCHIATRY DO?

Irritability

Increased 
depression

Emotional lability

Insomnia

Inability to focus

Migraines and 
headaches

Brain “zaps”

Profuse sweating

Racing heart, 
palpitations

Difficulty breathing

Sensory 
disturbances

ANTIDEPRESSANT DISCONTINUATION 
SYNDROME (ADS)

2015 meta-analysis of studies exploring best-methods 
practices for antidepressant discontinuation

➢5 clinical studies

➢1 case series

➢1 consensus panel report

➢11 literature reviews

Definitive 

consensus?

NONE.

2 articles suggest 
reducing dosage 
25% each week 

Another suggests 
tapering over 6-8 

weeks

Yet another 
recommends a 4 

month taper

Wilson E, Lader, M. Ther Adv Psychopharmacol. 2015 5(6):357 –368. Jha MK et al. Am J Psychiatry. 2018;175(12):1176-1184. 

“…as depression is a chronic disorder, 

we recommend continued, 

potentially indefinite treatment to 

reduce the risk of relapse or 

recurrence…”

SSRI Discontinuation

Rats that had received long-term SSRI treatment were 
abruptly discontinued from their medication

Serotonin levels in many regions of the 

rats’ brains had been reduced by over 

50%

“Increased behavioral reactivity” after SSRI 

cessation

Bosker FJ, et al. Neurochem Int. 2010;57(8):948-957.

Exposure to an agent that alters brain 

activity / function

Functional physiologic response

Extended exposure to that agent

Physiologic adaptations

Brain increasingly requires the agent 

in order to sustain the new 

physiologic and/or functional 

“normal”

Brain 

increasingly 

requires the 

agent in order to 

sustain the new 

physiologic 

and/or functional 

“normal”
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https://www-ncbi-nlm-nih-gov.ezproxy.library.tufts.edu/pubmed/?term=Jha+%2B+When+Discontinuing+SSRI+Antidepressants+Is+a+Challenge:+Management+Tips
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THERE IS A BETTER WAY

THE ZEEBRA APPROACH

T TAKE CARE OF YOURSELF

H HORMONES

E EXCLUDE

Z ZINC AND OTHER MINERALS

E ESSENTIAL FATTY ACIDS

E EXERCISE & ENERGY

B B VITAMINS & OTHER VITAMINS

R RESTORE THE MICROBIOTA

A AMINO ACIDS & PROTEIN
AMINO ACIDS AND 

PROTEIN

All psychotropic 
medications affect levels of 
certain neurotransmitters

Most neurotransmitters 
are under precursor

control  

DIGESTION

Muscle and 
soft tissue

ENZYMES

Cell 
receptors

NEUROTRANSMITTERS

Hormones Neuropeptides
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Serotonin Synthesis

L-tryptophan

5-HTP

serotonin (5-HT)

▪ folate
• vitamin B6

• zinc

• magnesium

Melatonin

TPH2

AADC

▪ Vitamin D

Why Are Amino Acid Levels So Low?

STOMACH 

ACID…

…IT’S 

IMPORTANT

HCl

Intrinsic cells

Carbonic anhydrase

Zinc

❖Mineral Absorption

❖Vitamin B12 Absorption

❖Resistance to infection

❖Satiety signals

❖Protein catabolism

Wright JV, Lenard L. Why stomach acid is good for you. Natural relief from heartburn, indigestion, reflux & 
GERD. Lanham, MD: M. Evans; 2001.

The Importance of Gastric Acid

PEPSINOGEN

PEPSIN

AMINO ACIDS

Can cross blood-brain barrier

NEUROTRANSMITTER 

SYNTHESIS

HCl

HCl TRIGGERS THE ENTIRE 

DIGESTIVE CASCADE

L-tryptophan

5-HTP

Serotonin
Serotonin

(1st messenger)

Serotonin

receptors

5-MTHF

P5P
Zinc

Relaxation and calming*

Moderate occasional stress*

Healthy eating behavior*

MAO

Serotonin 

degradation

Reuptake

5-HTP
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Clinical Pearls

Free-form amino acids are readily absorbed

Even if protein intake is sufficient, fasting amino 

acids may be low

The release of amino acids requires HCl, pepsin 

and other enzymes

Integration of 3 Nutritional Strategies

Protein Amino Acids Neurotransmitters

Stomach acid 
and digestive 

enzymes

Cofactors

Digestive Enzymes Free-Form Amino Acids Micronutrients

1 2

DL-phenylalanine

5-HTP

3

Digestive Enzymes Ultra®

To support the digestion of fats, proteins, carbohydrates

Amino Replete

Amino Replete is a 
complex of free-form 

amino acids in naturally 
occurring ratios, 

providing support for 
athletic activity, 
cognitive health, 

immune function and 
daily wellness.

Seroplus

Wellbutrin Augmentation
Stimulant Augmentation

Depression
Anxiety

OCD
SSRI Withdrawal

Boderline Personality

There is no FDA 

approval

Integration of 3 Nutritional Strategies

Protein Amino Acids Neurotransmitters

Stomach acid 
and digestive 

enzymes

Cofactors

Digestive Enzymes 
Ultra With Betaine 
HCl

Amino 
Replete

Seroplus

1
2

3
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Why do some individuals 
stop antidepressants 

without side effects or 
withdrawal while others 

suffer tremendously?

“There is a hidden epidemic of 

vitamin B12 deficiency among 

vegetarian and vegan populations. . . 

-Professor Martin Warren, PhD, Quadram Institute (UK)

Hippocratic Post. Warning of vitamin B12 deficiency. https://www.hippocraticpost.com/integrative/warning-
of-vitamin-b12-deficiency/ Published January 10, 2022. 

Enzyme 
modulation 
& reuptake 

balance

CURCUMIN

• More than 1,300 studies have shown 
that curcumin has a range of health 
benefits, protecting against cancer 
cell proliferation    and inflammation

• Reducing inflammation is key in 
preventing cognitive damage as 
inflammation leads to build up of 
toxic beta-amyloid

ANTI-INFLAMMATORY PROPERTIES

Greenblatt, JM, Integrative Medicine for Alzheimer’s, 2018.

Antidepressant Mechanisms

MAO 
inhibition

CB1 receptor 
antagonist

Modulation of 
5-HT, NA, 5-

HIAA, DOPAC

Increases SER, 
NA, DOPA in 

frontal cortex

Enhancement 
of AC-cAMP 

pathway

Enhancement 
of BDNF 

expression

Lopresti, J Psychopharmacol.Dec;26(12):1512-24.
Whitkin. CNS Neurol Disord Drug Targets. 2013; 12(4):498.
Xu. Pharmacol Biochem Behav. 2005 Sep; 82(1):200-6

Li. Prog Neuropsychopharmacol Biol Psychiatry. 
2009;33 (3):435-4
Wang. Brain Res. 2008;1210:84-91
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https://www.hippocraticpost.com/integrative/warning-of-vitamin-b12-deficiency/
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Oligomeric proanthocyanidins (OPCs)

Polyphenols are often plant pigments

OPCs are a type of polyphenol, a compound 
plants produce to protect themselves from 

environmental harm

Regulate enzymes 
that help control 

catecholamine 
levels

Act as a 
vasodilator 
improving 

cerebral blood 
flow

Stimulate 
activity of 

antioxidant 
enzyme Cu/Zn 

superoxide 
dismutase

OPC 
Mechanisms

Carper J. Miracle cures. New York, NY: Harper Perennial;1998

PSYCHIATRY
REDEFINED

OPCs Improve Brain Function

Pre- and post-baseline cognitive testing battery in 
fMRI

Double-blind RCT with 26 adults, mean age 68 years

Consumed 30ml blueberry concentrate (387 mg 
anthocyanidins) or placebo 1x/day for 12 weeks

Bowtell JL et al. Appl Physiol Nutr Metab. 2017 Jul;42(7):773-779. 

Significant increases in brain activity 
and gray matter perfusion were 

observed in the OPC group, along with 
working memory improvements

Curcumin & OPC’s

43 44

45 46

47 48

https://www-ncbi-nlm-nih-gov.ezproxy.library.tufts.edu/pubmed/?term=Bowtell.+Appl+Physiol+Nutr+Metab.+2017+Mar+1.
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“Takes the 

‘ouch’ out 

of  ‘grouch’”

ADHD

DMDD

Conduct 
Disorder

Substance 
Use Disorder

Mood Disorders
▪ Depression with 

irritability

Therapeutic Applications of Low-Dose Lithium

Bipolar II

Autism

Alzheimer’s 
with irritability

Antidepressant
Withdrawal

Antidepressant 
Withdrawal

Lithium’s Effects on Neurotransmission

Promotion of GABA
Promotion of serotonin

LITHIUM

Reduction of dopamine
Reduction of glutamate

Digestive Enzymes 
and Amino Acids

Seroplus and 
Lithium

Vitamin D and 
OPC’s
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Gut 

Dysbiosis

Vitamin 

B12

MTHFR T/T

Vitamin 

D

OMEGA-3s

https://books.friesenpress.com/

PSYCHIATRY REDEFINED

COURSES WEBINARS CONFERENCES

PSYCHIATRY
REDEFINED

Continuing Education and 
Fellowships in Functional 
& Integrative Psychiatry

COURSES
PROFESSIONAL 

FELLOWSHIP

BOOKS

INTENSIVE 

PROGRAMS

WEBINARS
All-Access 

Subscription

www.psychiatryredefined.org

CONFERENCES
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Thank you!

www.psychiatryredefined.org

www.jamesgreenblattmd.com
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