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Letter to the Editor

Folic Acid and Miscarriage: An Unjustified Link

To the Editor:

The letter by Windham et al., [2000] cannot be taken
as showing that folic acid causes miscarriage, and Pro-
fessor Hook’s interpretation of the results to this effect
in his editorial comment [Hook, 2000] is unjustified.

Windham and her colleagues compare the rates of
miscarriage in women who took multivitamins early in
pregnancy with women who did not. The rates were,
respectively, 10.3% and 9%, a difference that was not
statistically significant (reported relative risk 1.14,
with a 95% confidence interval of 0.96-1.36). In his
editorial, Professor Hook gives a P value for this dif-
ference of 0.06 but this is based on a one-tailed test,
which is inappropriate. Even if there were a result that
could not be explained by chance, there would be no
reason to conclude that this was due to folic acid be-
cause many other vitamins were included in the mul-
tivitamin preparation.

The MRC Vitamin Study [Wald et al., 1991] is the
only large randomized, controlled trial capable of ex-
amining the specific effect of folic acid on miscarriage,
and overall it provided no suggestion of an effect (rela-
tive risk of 1.06 with a 95% confidence interval of 0.79—
1.43, P = 0.70) [Wald and Hackshaw, 1997]. If the data
were restricted to compare those women who were only
given folic acid with those given neither folic acid nor
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multivitamins, the relative risk is 0.98 (95% confidence
interval 0.64-1.49, P = 0.91). There is not even a sug-
gestion that folic acid supplementation is a cause of
miscarriage. The negative evidence is all the more com-
pelling given that the MRC trial used a high dose of
folic acid (4 mg), approximately 10 times greater than
that used in supplements available over the counter.
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