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Folic acid and risk of prostate cancer: results from a
randomized clinical trial.
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OBJECTIVE: Data regarding the association between folate status and risk of prostate cancer are
sparse and conflicting.

METHODS: We studied prostate cancer occurrence in the Aspirin/Folate Polyp Prevention Study, a
placebo-controlled randomized trial of aspirin and folic acid supplementation for the chemoprevention
of colorectal adenomas conducted between July 6, 1994, and December 31, 2006. Participants were
followed for up to 10.8 (median = 7.0, interquartile range = 6.0-7.8) years and asked periodically to
report all ilinesses and hospitalizations.

RESULTS: Aspirin alone had no statistically significant effect on prostate cancer incidence, but there
were marked differences according to folic acid treatment. Among the 643 men who were randomly
assigned to placebo or supplementation with folic acid, the estimated probability of being diagnosed
with prostate cancer over a 10-year period was 9.7% (95% confidence interval [CI] = 6.5% to 14.5%)
in the folic acid group and 3.3% (95% CI = 1.7% to 6.4%) in the placebo group (age-adjusted hazard
ratio = 2.63, 95% Cl = 1.23 to 5.65, Wald test P = .01). In contrast, baseline dietary folate intake and
plasma folate in nonmultivitamin users were inversely associated with risk of prostate cancer,
although these associations did not attain statistical significance in adjusted analyses.

CONCLUSIONS: These findings highlight the potential complex role of folate in prostate cancer and
the possibly different effects of folic acid-containing supplements vs natural sources of folate.
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