
In the Health Professionals Follow-Up Study, the
hypothesis was that alcohol, which antagonizes methyl
group metabolism, and low dietary intake of factors
(folate and methionine) that facilitate methyl group
donation, would increase the risk of colon cancer.13 The
relative risk for these methyl donor-deficient conditions
was 3.30, again supporting the indication that high-
folate diets or supplement use can reduce the risk of
colon cancer. 

Other studies conducted for other purposes or that
were less well-controlled support the indication that
high-folate intake reduces the risk of clinically evident
colon and rectal cancers.9,10,14 Even a study of a genetic
mutation that limits methyl group availability showed an
increased risk of colon cancers in the presence of sub-
stantial alcohol intake.15 Thus, it appears likely that
obtaining folate at a level of about 800 mcg/d from diet
or supplements for 15 years decreases the risk of clini-
cally evident colon and rectal cancers by 30-60%. 

Adverse Effects
Supplementation with folic acid is safe. Folate toxici-

ty is so rare that I could not find case reports of such
when folate is taken in concert with vitamins B6 and B12.
No human toxicity has been reported with intakes of less
than 2,000 mcg/d. 

There have been rare cases of exacerbation of vitamin
B

12
deficiency reported with high doses of folic acid.16

This may be a concern in the elderly patient: Some 
data suggest that many elderly people have evidence of
early vitamin B

12
, B

6
, or folate deficiency despite hav-

ing normal serum vitamin concentrations.17 Folic acid
supplementation may make it more difficult to diag-
nose vitamin B

12
deficiency using screening blood cell

panels. 

Drug Interactions
There are several drugs that can interact with folic

acid. Patients treated with the antiseizure medication
phenytoin may have a decrease in phenytoin levels,
although at supplement doses this is unlikely to increase
seizure frequency. 16 Folic acid may reduce the efficacy
of methotrexate used for rheumatoid arthritis and other
medical conditions. 

Conclusion
If reduction of arterial aging and homocysteine levels

were not enough motivation to supplement the diet with
800 mcg of folic acid a day, reduced risk of clinical
colon and rectal cancer should be. I believe these data
support this level of supplementation, at least pending
intervention studies that indicate risk greater than bene-
fit.18,19 The available data are strong enough to make 
the burden of disproving the hypothesis necessary
before the recommendation to supplement with folate is
withdrawn. 

Recommendation
We should be taking and prescribing vitamin B

9
(folate), and vitamins B6 and B12 to decrease homocys-
teine levels. Supplementation decreases the risk of all
arterial aging-phenomena heart disease, stroke, memory
loss, impotence, and probably wrinkling of the skin as
well.20-22 The recommended daily dose of folate from
diet and supplements for this preventive benefit is about
800 mcg (plus about 5 mg of B6 and at least 25 mcg 
of B

12
).   v

Dr. Roizen is Professor of Anesthesia and Critical Care
and Professor of Medicine, SUNY Upstate Medical Uni-
versity, Syracuse, NY. 

Alternative Medicine Alert 103

Table  2 

Studies indicating that folate may reduce colon cancer risk 

Study Study Group Patients Relative Risk Limitations 
(Confidence Interval) 

Giovannucci et al11 Nurses’ Health Study 88,756 women 0.69 (0.52-0.93) Prospective cohort 
> 400 mcg vs. 200 mcg/d
0.25 (0.13-0.51) after 
15 years

Su et al12 NHANES I 14,407 0.40 (0.18-0.88) males Cohort
Follow-Up 0.74 (0.36-1.51) females Did not account for 

> 239 vs. < 103.3 mcg/d vitamins or smoking

Giovannucci et al13 Health Professionals 47,931 men 3.3 (1.58-6.88) for low- Prospective cohort
Follow-Up Study folate, low-methionine,

high-alcohol intakes


