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ABSTRACT 
 

Objective: Identify over-the-counter (OTC) therapies with 

best risk-adjusted effectiveness for autism. 

 

Method: Searched literature (Google Scholar and IMFAR 

meeting archives) for trials of OTC therapies for autism.  

Evaluated therapies based on biochemical rationale (as 

motivated by Table 1), behavioral efficacy, biochemical 

efficacy where available, possible side-effects, and risk.  

Then determined a composite rating for each therapy. 

 

Results: 

• 19 OTC therapies for which trials appear in the literature  

(Table 2). 

• 4 rated “Excellent” – Carnitine, Flavonoids, Folinic acid,  

Adams’  “Multivitamin”. 

• 6 rated “Good” – Methylcobalamin, NAC, Omega-3s, 

Probiotics, Sulforaphane and Vitamin C. 

 

Conclusion: Practitioners have a number of OTC therapies 

available for treatment of autism with solid biochemical 

rationale and behavioral efficacy. 

 

WHAT IS THE NATURE OF AUTISM? 
 

From the literature autism is characterized by dysbiosis, 

oxidative stress, vascular damage, sulfation and methylation 

deficits, autoimmunity, dysfunction of fatty acid metabolism, 

elevations in excitory amino acids, disordered 

neurotransmitters, and hormonal abnormalities (Table 1).  

Implications: 

• Autism is not typically just a neurological disease with 

respect to underlying etiology. 

• Autism is typically a biochemical disease, where 

neurological dysfunction results from the dysfunctional 

biochemistry. 

• OTC therapies that are effective should have some effect 

on this characteristic dysfunctional biochemistry. 

• “Biologic rationale” for candidate therapies will be 

motivated by what appears in Table 1. 

 

IMPLICATIONS OF RESULTS 
 

Four therapies that scored well for behavioral efficacy are 

sulfur containing compounds (NAC, DMSA, Sulforaphane, 

Adams’ Multivitamin [contains MSM & NAC]). 

• Suggests autism’s sulfur deficit from Table 1 is often key 

to its etiology.  Implications: 

• Free plasma sulfate as well as a ratio of free plasma 

sulfate to total sulfate in urine would make excellent 

autism biomarkers. 

• Future research on autism therapies should examine 

other sulfur containing and especially sulfate 

compounds (e.g. high sulfate mineral water, high sulfur 

foods, selenomethionine, ferrous sulfate for iron 

deficient, zinc sulfate for zinc deficient). 

• Avoid compounds where metabolism requires sulfate 

(chemicals, certain drugs such as acetaminophen, large 

doses of fat soluble vitamins).  

• Some widely used therapies scored poorly (pyridoxine & 

magnesium and vitamin D). 

COMMENTS ON SPECIFIC THERAPIES 
 

Flavonoids rated “Excellent” without a double-blind trial.  Why? 

Excellent biochemical rationale with strong open label results 

and low risk. 
 

Probiotics: Why rate as “Good” if no behavioral efficacy based on 

Parracho trial? 

• Low risk, strong biochemical rationale, biological efficacy, poor 

trial design?, impressive results of other trials in animals and 

related conditions. 

• Wrong strain in trial? Probiotic used was a strain of Lactobacilli 

Plantarum.  In fact, high Lactobacilli and low Bifido are 

common in autism (Table 1) -> Bifido may be more efficacious. 
 

Omega-3s: a recent trial (Mankad, 2015) showed no efficacy. 

Why rate as “Good”? 

• Other trials show modest efficacy (Bent, 2011; Bent, 2014; and 

especially Amminger, 2007).  

• Mankad trial had olive oil in placebo – deficiency of oleic acid is 

significant in autism (Table 1). 

• Low risk. 
 

Why not “Excellent” ratings for DMSA, NAC and Sulforaphane 

as they have demonstrated behavioral efficacy and should 

remedy autism’s sulfur deficit (Table 1)? 

• Higher risk.  From trial Sulforaphane may possibly increase 

risk of seizures, and NAC and DMSA can exacerbate 

dysbiosis which is already an issue in autism (Table 1).  GI 

events in Hardan trial: NAC 79% vs placebo 47%. 
 

Adams’ Multivitamin was designed for autism.  Its efficacy may 

not apply to traditional formulations of pediatric multivitamins 

which are widely used for autism and do not include high levels of 

sulfur compounds. 
 

Consider other forms of methylators: 

• Methylcobalamin in Widjaja trial delivered as shots – oral 

absorption well documented.  So why not oral delivery? 

• Methylfolate seems like a better option than Folinic acid for 

increased methylation.  Why not use it instead? 
 

A WORD OF CAUTION 
 

In practice risk minimization is critical – worst case negative 

reaction not comparable to probable positive reaction.  So in 

practice: 

• Be guided by individual biochemistry. 

• Use low doses. 

• Generally avoid therapies which have high risk. 
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