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Unmetabolized folic acid 
(pteroylmonoglutamic acid)

9-79555-Methyltetrahydrofolic acid2.
18

Unlike folate which is found naturally in food, folic acid (pteroylmonoglutamic acid) is the synthetic form of the vitamin used commercially in fortified foods and 
supplements.¹ Excess folic acid supplementation can lead to a build-up of folic acid in serum, termed unmetabolized folic acid (UMFA). Folic acid 
supplmentation has been associated with cancer progression¹ and this may be due to high UMFA. Monitoring of UMFA has been recommended by 
researchers from the National Institutes of Health, Office of Dietary Suppplements.²
 
5-Methyltetrahydrofolate (5-MTHF or methyl-folate) is the predominant circulating form of folate in the body. It is naturally occurring in foods, is found in 
nutritional supplements, and it is a human metabolite of folic acid.³
 
High levels of UMFA may be a result of excessive folic acid supplementation, a diet high in enriched grain products, or poor enzymatic conversion by 
dihydrofolate reductase. Reducing supplemental folic acid and fortified foods is effective for lowering serum levels.
 
Low levels of 5-MTHF suggest inadequate folate intake, a well-known risk factor for disease.¹ Consumption of natural folate-rich foods or supplementation 
with 5-MTHF or folinic acid (5-formyltetrahydrofolic acid) can increase 5-MTHF levels. Low 5-MTHF may suggest poor function of the enzymes involved in 
folic acid metabolism (such as MTHF reductase) while high 5-MTHF may reveal vitamin B12 insufficiency.
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