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Over the last few years, there has been a concerted push by marketers 
towards specific forms of folate. Ultimately the clinician must consider 
current evidence to inform best practice when working with pregnancy 
and fertility matters.

Folate can be found in numerous forms including, natural folates 
from food, folic acid, folinic acid and 5-methyl-folate, the latter three 
representing the different supplemental forms of folate.

Folic acid has demonstrated efficacy across a broad range of 
conditions

Folic acid has well documented benefits for the prevention of neural tube 
defects (NTD’s) when supplemented before and during the first trimester 
of pregnancy.1 The introduction of mandatory fortification of folic acid in 
Australia in 2009 resulted in a 14% reduction in NTD incidence,2 and the 
most recent Cochrane review recommends that all women consume an 
additional 400mcg of folic acid from supplements prior to conception to 
further reduce NTD risk.1 Supplementation of folic acid before and during 
pregnancy may also protect against other congenital malformations such 
as cardiovascular defects, oral clefts, urinary tract defects and limb-
reduction defects.3

Clinical studies have found folic acid to have a number of other beneficial 
effects during pregnancy. Supplementation has been shown to reduce the 
risk of the development of Autism Spectrum Disorder in the offspring of 
healthy mothers,4 and in mothers exposed to epileptic drugs, pesticides or 
air pollution.5-7 Folic acid supplementation during pregnancy has also been 
shown to reduce the risk of some childhood cancers,3 increase cognitive 
performance in children in the first decade of life 8 and reduce the risk of 
postnatal depression.9

No studies have been conducted using 5-methyl folate on the above 
conditions and due to their differing pharmacological properties, they 
cannot be assumed bioequivalent.

Folic acid specificity and bioequivalence

The finding that exogenous folic acid can prevent many NTD cases is 
often interpreted as showing NTD’s to be a vitamin deficiency disorder. 
Indeed, both folate and vitamin B12 deficiency are statistical risk factors 
for NTD’s. However, maternal folate concentrations in most affected 
pregnancies are within the normal range, and not all cases of NTD’s are 
preventable by increasing folate intake. The protective effect seems to be 
more consistent with a therapeutic-type response rather than addressing 

a conventional folate deficiency.10 Exogenous folic acid probably prevents 
many NTD’s by regulating epigenetic modifications (methylation) and/or 
cell proliferation.11 Therefore the appropriateness of using alternative forms 
of folate which have differing effects on these pathways is brought into 
question. It is possible that folic acid could be exerting a pharmacological 
like effect in preventing NTD’s, effects which may not occur with 
alternative forms of folate such as 5-methyl-folate. 

Clinical summary

Folic acid has demonstrated a high safety and efficacy profile, across a 
broad population group, including those with MTHFR polymorphisms.12,13 
Whilst no herb, drug or nutrient poses zero risk when supplemented, the 
weight of evidence would suggest that the benefits of supplementing 
with at least 400mcg of folic acid leading up to and during pregnancy 
outweighs any current known or theoretical risks. By contrast, the risks of 
5-methyl-folate supplementation are largely unknown and the efficacy in 
reproductive medicine is also unproven. In serious conditions associated 
with reproductive outcomes, bioequivalence must be proven and not 
assumed. 

For more information, register for our upcoming lunch and learn at 
biomedica.com.au/lunch or contact Summer Andrusiak on  
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