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FDA Approved Treatments for Pediatric Psychiatric 
Disorders are Fraught With Annoying and Serious 

Side Effects, Which May Fuel Reluctance to 
Diagnose



Over-the Counter Dietary Supplements 
Marketed for Health are not Approved by the FDA
• intended to supplement diet 
• not represented as a food or sole item of a meal/diet
• contains vitamins, minerals, amino acids, herbs, natural substances
• could be a concentrate, metabolite, constituent, extract

natural nutraceutical complementay alternative

A fortified food or dietary supplement that provides some health benefit



Clinician Guidelines for the Treatment of 
Psychiatric Disorders With Nutraceuticals in Adults 

• Disorder

• Bipolar Depression

• OCD-related disorders

• Schizophrenia Negative 
Sx

• ADHD

• Unipolar Depression

• Anxiety Related 
Disorders

Disorder Treatment

Bipolar Depression Omega-3 (+)

OCD-related disorders NAC (+)

Schizophrenia Negative Sx NAC (++)
Methylfolate (++)
Ginko (+)
Vitamin D (+)

ADHD Micronutrients (+) 
Vitamin D (+)

Unipolar Depression St John's wort (+++)
Curcumin (++)
Saffron (++)
Lavender (+)

Anxiety Related Disorders Ashwagandha (++)
Lavender (++)
Galphimia (+)



Literature Search
Search Date: 3/4/2025

Criteria: Clinical Trial and Randomized Controlled Trial



Number of Nutraceutical Trials
for Each Treatment Type



Number of Nutraceutical Trials 
for Each Treatment Type



Number of Nutraceutical Trials by Targets
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Dark Green- 2+ positive trials (none negative)
Light Green- >50% positive trials
Orange- replication required
Red- pursue additional trials if warranted

Treatment        Positive trials/Total trials (percent +) 



Dark Green- 2+ positive trials (none negative)
Light Green- >50% positive trials

Omega-3s          24/38 (63%)  12/12 (100%)
Vitamins            10/11 (91%)
Micronutrients 7/7 (100%)
Melatonin          2/2 (100%)
NAC                     3/6 (50%)
L-Carnosine        3/3 (100%)

Treatment        Positive trials/Total trials (percent +) 



Omega-3 – Cell Membrane 
Component

• Types:                                                            
• ALA (found in plants)    
• DHA
• EPA (found in seafood

Sources:
fatty fish (salmon, 

mackerel)
Flaxseed
Chia seeds 
Fish oil supplements 



Omega-3 (ADHD-Positive trials)



Omega-3 (ADHD- Negative trials)



Omega-3 (ASD)



Omega-3 (Depression)



Omega-3 (Mood)



Omega-3 (other)



Omega-3 Combination



Omega-3 Grade



Vitamins- Varied Mechanisms of Action

• 13 types:
• Vitamin A

• Vitamin B complex (B1, B2, B3, B5, B6, B7, B9, B12)

• Vitamin C

• Vitamin D

• Vitamin E

• Vitamin K



Vitamins- ADHD



Vitamins- Depression



Vitamins- ASD



Vitamins- Tourette



Vitamins - Grade



Vitamins and Minerals Micronutrients
• Essential micronutrients (vitamins & minerals) needed in small 

amounts for healthy development and function

• Given small improvements, combinations of natural treatments with 
synergistic mechanisms of action are promising

• Easy to take just one supplement

• Child friendly formats (gummies, drops)



Vitamin & Minerals Micronutrients- ASD



Vitamin & Minerals Micronutrients- ADHD



Vitamin & Minerals Micronutrients:
Vitamins Dose



Vitamin & Minerals 
Micronutrients: Minerals Dose



Vitamin & Minerals Micronutrients:
Other Nutrients Dose



Vitamin & Minerals
 Micronutrients- Grade



Melatonin



N-Acetylcysteine (NAC)

• Synthetic L-cysteine

• Precursor for GSH

• Modulates oxidative 
stress, mitochondrial 
dysfunction, 
apoptosis, and 
inflammation



NAC- ASD



NAC- Other



NAC- Grade

•  



L-Carnosine



Others—One Trial



Studies With Biomarkers



Long Term Effects

• Outcomes of Vitamin and Mineral micronutrient supplement for 
ADHD 52 weeks post baseline

• 84% of participants who stayed on supplement reported 
“much” or “very much” improved

• Those who stayed were more likely to have a history of failed 
medication trials

• Most common reason for stopping was cost and number of pills 
to swallow

Darling, K. A., Eggleston, M. J. F., Retallick-Brown, H., & Rucklidge, J. J. (2019). Mineral-vitamin treatment associated with remission in attention-deficit/hyperactivity disorder symptoms and related 

problems: 1-year naturalistic outcomes of a 10-week randomized placebo-controlled trial. Journal of Child and Adolescent Psychopharmacology, 29(9), 688–704. https://doi.org/10.1089/cap.2019.0036 



Long Term Effects

• Outcomes of Omega-3 for pediatric bipolar or depression 2 to 5 years 
after RCT

• 50% of youth commenced or continued Ω3
• Suggests some degree of consumer satisfaction
• Majority of parents and youth reported improved youth 

emotion regulation skills and family communication

Fristad, M. A., Roley-Roberts, M. E., Black, S. R., & Arnold, L. E. (2021). Moody kids years later: Long-term outcomes of 

youth from the omega-3 and therapy (OATS) studies. Journal of Affective Disorders, 281, 24–32. 

https://doi.org/10.1016/j.jad.2020.11.115 



Summary

• There are challenges in applying the GRADE system to natural 
treatments

• Risks associated with natural treatments are very low, hence even for treatments with 
weak recommendation with low quality or quantity evidence, it is frequently true that: 
[potential] benefits clearly outweigh risks and can apply to most patients without reservations

• Studies with small improvements are considered ‘positive’ 

• We have difficulty measuring the risk associated with discouraging, delaying or 
neglecting the use of an FDA approved treatment with known robust efficacy in an 
individual patient



Summary

• We need more studies of promising products 
• Omega-3 Fatty Acids (EPA, DHA) is the natural treatment that has the most RCT evidence for use in pediatric 

psychiatry?

• We need study for more indications 
• Autism is the most common indication for RCTs for natural treatments in pediatric psychiatry studied is autism. 

• We need study of biomarkers to guide treatment and understand 
mechanisms of action

• Polyunsaturated fatty acid blood levels is the most commonly reported biomarker outcome measure 
reported in RCTs of natural treatments in pediatric psychiatry 
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