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[Abstract] Objective To evaluate the effect of the combined supplementation of folic acid,
vitamin B12 and B6 on the risk of cardio-cerebrovascular diseases. Methods The literatures of
randomized control trials about the relationship between the combined supplementation of folic acid,
vitamin B12 and B6 and risk of cardio-cerebrovascular diseases from 1980 to 2014 were retrieved, and
the eligible studies were screened for a Meta-analysis. The study indicators were the incidences of
cardiovascular disease events, myocardial infarction and stroke. The cffect indicators were relative risk
(RR) and 95% confidence interval (C/). Jadad score was used for the quality evaluation of the trials
used in the study. Results The literatures of 11 randomized control trials, involving 26 395 patients,
were used in the Meta-analysis. The combined supplementation of B vitamins had no effect on the
incidence of cardiovascular disease events (RR=1.00, 95% CI: 0.94-1.07) based on 8 studies. The
combined supplementation of B vitamins had no effect on the incidence of myocardial infarction (RR=
1.03, 95% CI: 0.94-1.13) based on 9 studies. The combined supplementation of B vitamins could
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reduce the incidence of stroke by 14% (RR=0.86, 95%CI: 0.78-0.95) based on 9 studies. Compared
with the control group, Taking folic acid combined with vitamin B12 and B6 could reduce the level of
homocysteine by 2.53 pmol/L (95%CI: -3.93 ——1.12). Subgroup analysis indicated that the follow-up
time, the dosage of folic acid and vitamin B12 and B6, the history of diseases had no confounding
effect on the incidence of cardio-cerebrovascular disease events. But the subgroup analysis for stroke
showed that with the extension of follow-up time, the supplementation of B vitamins could reduce the
risk of stroke. The effect of folic acid and B12 in small dosage seemed more significant in the
prevention of stroke, while the preventive effect of B6 increased with increasing dosage. The
preventive effect of combined supplementation of B vitamins was more significant for the patients
with a history of cardio-cerebrovascular diseases. Conclusion Taking folic acid combined with
vitamin B6 and B12 might have no significant effect on the incidences of cardio-cerebrovascular
disease events and myocardial infarction, but could lower the risk of stroke and the level of
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homocysteine.
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