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ABSTRACT

Background Previous trials have suggested that
calcium supplementation during pregnancy may re-
duce the risk of preeclampsia. However, differences
in study design and a low dietary calcium intake in
the populations studied limit acceptance of the data.

Methods We randomly assigned 4589 healthy nul-
liparous women who were 13 to 21 weeks pregnant
to receive daily treatment with either 2 g of elemental
calcium or placebo for the remainder of their preg-
nancies. Surveillance for preeclampsia was conduct-
ed by personnel unaware of treatment-group assign-
ments, using standardized measurements of blood
pressure and urinary protein excretion at uniformly
scheduled prenatal visits, protocols for monitoring
these measurements during the hospitalization for
delivery, and reviews of medical records of unsched-
uled outpatient visits and all hospitalizations.

Results Calcium supplementation did not signifi-
cantly reduce the incidence or severity of preeclamp-
sia or delay its onset. Preeclampsia occurred in 158
of the 2295 women in the calcium group (6.9 percent)
and 168 of the 2294 women in the placebo group (7.3
percent) (relative risk, 0.94; 95 percent confidence
interval, 0.76 to 1.16). There were no significant dif-
ferences between the two groups in the prevalence
of pregnancy-associated hypertension without pre-
eclampsia (15.3 percent vs. 17.3 percent) or of all hy-
pertensive disorders (22.2 percent vs. 24.6 percent).
The mean systolic and diastolic blood pressures dur-
ing pregnancy were similar in both groups. Calcium
did not reduce the numbers of preterm deliveries,
small-for-gestational-age births, or fetal and neona-
tal deaths; nor did it increase urolithiasis during preg-
nancy.

Conclusions Calcium supplementation during preg-
nancy did not prevent preeclampsia, pregnancy-asso-
ciated hypertension, or adverse perinatal outcomes
in healthy nulliparous women. (N Engl J Med 1997;
337:69-76.)
©1997, Massachusetts Medical Society.

BOUT 5 percent of all pregnant women

have preeclampsia, defined as hyperten-

sion and proteinuria beginning during

the second half of gestation.! Preeclamp-
sia is a leading cause of maternal death throughout
the world and is accompanied by substantial perina-
tal morbidity and mortality.2 The search for an ef-
fective preventive therapy has therefore been a major
focus of obstetrical investigation.

The results of 13 clinical trials*!> and several
meta-analyses!6-20 have suggested that calcium sup-
plementation reduces the incidence of preeclampsia.
Critical review of these reports, however, reveals im-
portant differences in study design that limit accept-
ance of these past trials.}719.21.22 Many were conduct-
ed in countries where, unlike the United States, the
usual diet contains little calcium.3-5791114 In response
to the need for a more definitive evaluation of calci-
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