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Newborn Vitamin A Dosing Reduces the Case
Fatality but Not Incidence of Common
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Abstract

Vitamin A supplementation reduces mortality in young children in areas of endemic vitamin A deficiency. However, it has
no impact on the incidence of common morbidities. This discrepancy has been explained by an impact on case fatality,
although with the exception of hospitalized measles cases, there is little direct evidence to support this hypothesis. We
assessed the impact of newborn dosing with vitamin A on the incidence and case fatality of common childhood
morbidities in early infancy in a community-based, randomized trial in South India. Morbidity for each day in the previous
2 wk was assessed for the first 6 mo of life. A total of 11,619 live-born infants were enrolled and randomized to receive
either 48,000 IU (50.4 uwmol retinol) of oral vitamin A or placebo following delivery. There was no difference between
treatment groups in the incidence of acute or chronic diarrhea, dysentery, or fever but a small increased incidence of acute
respiratory illness (ARI). Case fatality for diarrhea and fever were significantly reduced in the vitamin A group compared
with placebo (relative case fatality [95% CI] of 0.50 [0.27, 0.90] and 0.60 [0.40, 0.88], respectively). There was a trend
in reduction of case fatality for various definitions of ARI, but the evidence for this effect was modest. Survival
analysis among those with morbid episodes confirmed the case fatality analysis. This trial demonstrated that the

reduction in overall mortality due to newborn vitamin A dosing was driven primarily by a reduction in case fatality among

infants. J. Nutr. 137: 2470-2474, 2007.

Introduction

It is well accepted that both clinical and subclinical vitamin A
deficiency is associated with increased mortality in preschool-
aged children (1,2) and that universal supplementation of
populations with endemic vitamin A deficiency can significantly
reduce total mortality between 19 and 54% in children 6 mo-5y
old (3-8). More recently, it has been demonstrated that vitamin
A supplementation in the first few days of life can reduce early
infant mortality (0—6 mo) between 16 and 64% in South and
Southeast Asia (9-11), although this effect is not observed if
supplementation is delayed until after the first month of life
during infancy or if provided during pregnancy (12-14).
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Avariety of studies, including those trials that have shown an
effect on mortality, have demonstrated that vitamin A supple-
mentation to young children has little, if any, impact on the
incidence of illnesses such as diarrhea, measles, and acute re-
spiratory infections, which are the most common killers of young
children in developing countries (15-20). As a result, it has been
assumed that the mechanism of action of vitamin A on mortality
is mediated through a reduction in case fatality. The direct
evidence for this effect on case fatality is limited except for
measles, where case fatality in hospitalized measles is reduced
by ~50% with vitamin A supplementation (19-21). To directly
address this question for other common childhood illnesses, we
collected daily morbidity information during a community-
based trial of vitamin A supplementation of newborn infants in
south India.

Methods

The detailed methods of the Vitamin A Supplementation in Newborns
Study have been reported previously (10), a summary of which is provided
here. The Vitamin A Supplementation in Newborns Study was a
randomized, placebo-controlled, community-based clinical trial con-
ducted between June 1998 and March 2001 in 2 rural blocks of south
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