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abstractBACKGROUND AND OBJECTIVES: Vitamin B12 and folate are important for normal brain development.
Our objective for this study was to measure the effects of 6-month supplementation of vitamin
B12 and/or folic acid in early childhood on cognition when the children were 6 to 9 years old.

METHODS: The study is a follow-up of a factorial randomized, double-blind, placebo-controlled
trial in 1000 North Indian children. Children 6 to 30 months of age were randomly assigned to
receive a placebo or 1.8 µg of vitamin B12, 150 mg of folic acid, or both daily for 6 months.
After 6 years, we re-enrolled 791 of these children for cognitive assessments. We compared
the scores of the main outcomes (the Wechsler Intelligence Scale for Children, Fourth Edition
[India], the Crichton Verbal Scale, and subtests of the NEPSY-II) between the study groups. We
also measured the associations between markers of the B vitamins (plasma cobalamin, folate,
and total homocysteine concentrations) in early childhood and the cognitive outcomes.

RESULTS: There were no differences between the intervention groups and the placebo group on
the cognitive outcomes. Plasma cobalamin, folate, and total homocysteine concentrations in
early childhood were associated with the cognitive outcomes at follow-up in the unadjusted
models. These associations disappeared in models adjusted for relevant confounders.

CONCLUSIONS: Our findings, from both an observational and a randomized design suggest that
vitamin B12 and folate in children 6 to 36 months have limited public health relevance for
long-term cognition.

WHAT’S KNOWN ON THIS SUBJECT: Vitamin B12 and
folate are important for brain development, and
suboptimal status has been linked to poor
neurodevelopment. The evidence from randomized
trials suggests a positive effect of vitamin B12
supplementation in susceptible populations.

WHAT THIS STUDY ADDS: We find no persistent long-
term impacts of vitamin B12 or folate in early
childhood on cognitive outcomes in 6- to 9-year-old
children. Vitamin B12 and folate are probably of limited
public health relevance for cognitive functioning.
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