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Question
In children born to women infected with
HIV, is in utero and perinatal exposure
to zidovudine for the prevention of
mother-to-child HIV transmission safe?

Design
Randomised, double-blind, placebo-
controlled trial with 3.2 to S .6 years of
follow-up (median 4,2 y).

Setting
Centres in the United States.

Participants
234 uninfected children (53% boys)
who were born to 230 mothers with
HIV infection (median age 25 y, 49%
African American, 34% Hispanic, 16%
white, median gestation 27 wk). Data
were available on cognitive and devel-

Commentary

In 1994, the Pediatric AIDS Clinical Trials
Group Protocol 076 Study Group showed
that die use of zidovudine reduced the ver-
tical transmission of HIV from 25.5% to
8.3% (1). The use of antepartum, anti-
retrovitral medications either alone or in
combination has subsequently become
common (2), Because this practice results
in more uninfected children being exposed
to antiretrovitral agents, the long-term safety
of these medications needs to be assessed.

Follow-up safety data through the first 18
months of Ufe were previously published by
the Protocol 076 Group; those data sug-
gested no adverse effects of zidovudine on
infant growth measures or immune function
(3). This report by the same group extends
the safety data to children at a median age of
4.2 years. Because this study involves the

opmental function for 89% of children
and on cardiac findings for 80% of
children. Follow-up was 86%.

Assessment of risk factors
Children were allocated to zidovudine
(« = 122) or placebo (n ~ 112). (Preg-
nant women received zidovudine, 100
mg 5 times/d orally prepartum. During
the intrapartum period, the dose was
changed to 2 mg/kg of body weight in-
travenously for 1 hour and 1 mg/kg per
hour until delivery. Newborn infants
received 2 mg/kg orally every 6 hours
for 6 weeks.}*

Main outcome measures
Death, malignant conditions, growth,
cognitive and developmental function
(assessed by Bayley Scales of Infant
Development and McCarthy Scales of
Children's Ability), immunologies 1
function, and cardiac findings (by 36
months of age). Ophthalmological find-
ings were also assessed, but < 80% of
participants were examined.

Main results
At a median follow-up of 4.2 years, no
deaths or malignant conditions occurred

in either group. Children in both groups I
had normal mean weight and mean j
height, showed normal cognitive and I
developmental function, had similar 3
mean CD4+ and CD8+ cell counts, and I
had similar incidence of abnormal re-
suits on echocardiography(16% vs 15%. ;
for zidovudine and placebo, respec- (
lively;? = 0.84). \ A

Conclusion !
In children born to women infected I
with HIV, in utero and perinatal expo-.-\
sure to zidovudine for the prevention T.
of mother-to-child HTV transmission. [
was safe.
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longest-studied cohort for die safety of ante-
partum monotherapy for HIV, these data
provide reassurance that early adovudine
exposure is not associated with death,
growth abnormalities, malignant conditions,
or developmental delays. This updated in-
formation is essential for the counselling of
pregnant women with HIV infection.

In this study, 10% of the participants are
lost to follow-up every year; therefore, the
ability to detect clinically important differ-
ences between treatment groups in this co-
hort will soon be lost. Further, antepartum
mukidrug regimens have become standard
in patients with high viral loads or advanced
maternal disease. A small observational
study from Switzerland reported that, in
pregnant women infected with HIV who
received reverse-transcriptase inhibitors

with or without protease inhibitors, 29 of.:. •
3 7 women and 14 of 3 0 infants had adverse: ;
effects (4). Continued monitoring I
long-term safety effects of all HIV media- ;:
tions is mandatory while patterns of use are
being refined. :: ;w
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