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Background

Folate testing is now uncommonly indicated in Canada. In November 1998, a national program was
mandated to fortify all flours and some corn and rice products with folic acid in order to provide an
additional daily average consumption of 0.1 to 0.2 mg of folic acid. The goal of this initiative was to
reduce the risk of fetal neural tube defects by providing higher amounts of dietary folate to all women of
childbearing age.

Both folic acid and vitamin B12 are necessary nutrients for normal human development and metabolism. A
deficiency of either vitamin can lead to megaloblastic anemia." ? B12 deficiency may lead to neurological
sequelae, including progressive subacute combined degeneration of the spinal cord."?

Following folic acid food fortification in Canada, there has been a significant decline in the prevalence of
folate deficiency, but not vitamin B12 deficiency.® Folate fortification has the potential of masking B12
deficiency. Accordingly, serum B12 testing should be considered in individuals in whom circumstances
might ordinarily suggest a suspicion of B12 deficiency. Equivocal serum B12 results may be resolved by
measuring serum methylmalonic acid levels (not currently OHIP-insured).

Presumably because all cereal-based foods in Canada are now fortified with folic acid, only 0.2 % of all
folate tests fall below the folate reference range.? Therefore, on a predictive-value basis there is little
benefit to the large volume of folate testing currently being performed in Ontario. Correspondingly, there
are several clinical situations in which folate supplementation is indicated, without the need to quantitate
serum or red blood cell folate.

This Guideline represents the consensus thinking of experts in the field and is intended to assist clinicians
in identifying those limited situations in which folate testing should be considered. Guidelines, of course,
cannot apply to every clinical situation, nor can they serve as a substitute for sound clinical judgment.

Indications for Testing in Primary Care

The following represent clinical situations in which folate deficiency should be suspected and folate
measurement may be warranted:

¢ malabsorptive states; e.g., celiac disease, Crohn’s disease;

e severe malnutrition, alcoholism;

e significant macrocytosis (mean red cell volume (MCV) > 105 fL) not explained by either vitamin
B12 deficiency, myelodysplasia, alcohol consumption, liver disease, chemotherapeutic agents,
certain medications for the treatment of HIV or certain antibiotics.

In Ontario, community laboratories report red cell folate, which is a better indicator of the body’s folate
stores than serum folate.



Folic Acid Supplementation

Folic acid supplementation is indicated for individuals with excessive ethanol intake, haemolytic anaemias
such as sickle cell disease, patients on long-term methotrexate therapy, and all women who are planning a
pregnancy or who are already pregnant.” These are situations which clearly call for folate
supplementation, but for which folate testing is unnecessary, as the results would rarely influence
treatment. The usual recommended dose of oral folic acid is 0.4 mg daily for an adult and 0.6 mg during
pregnancy.’

For those with recognized hyperhomocysteinemia, supplementation with folic acid (B6 and B12 may be
useful as well) has been shown to lower plasma homocysteine levels.® Evidence has linked reduced risk of
cardiovascular disease and thromboembolism with lower levels of plasma homocysteine.” However,
recent meta-analyses have shown no benefit to folate supplementation (with or without additional vitamin
B supplementation) in reducing the risk of cardiovascular disease or all-cause mortality in patients with
prior history of cardiovascular diseases, despite significant lowering of plasma homocysteine levels.®’
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Warning & Disclaimer

This Guideline was prepared to assist clinicians who order tests from community laboratories. Users must ensure that their own
practices comply with all specific legislative, government policies or accreditation requirements that apply to their organizations.
The Guideline is not meant to be construed as legal advice or be all inclusive on this topic. Given the complexity of legal
requirements, users are reminded that whenever there is uncertainty regarding whether some aspect of a Guideline is appropriate
for their practice or organization further direction should be obtained from the Laboratory Director, their own professional
association, college and/or legal counsel or appropriate government ministry.
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