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Abstract

Background: Pre-eclampsia and Eclampsia are relatively common complications of pregnancy, leading to
considerable maternal and fetal mortality and morbidity. We sought to review the effect of aspirin, calcium
supplementation, antihypertensive agents and magnesium sulphate on risk stillbirths.

Methods: A systematic literature search was conducted to identify studies evaluating the above interventions. We
used a standardized abstraction and grading format and performed meta-analyses where data were available from
more than one studies. The estimated effect on stillbirths was determined by applying the standard Child Health
Epidemiology Reference Group (CHERG) rules for multiple outcomes. For interventions with insufficient evidence
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The assessment of statistical heterogeneity in the
pooled analysis was done by visual inspection i.e. the
overlap of the confidence intervals among the studies,
Chi square (P-value) of heterogeneity in the meta-ana-
lyses and I2 statistics. A low P value (less than 0.10) or
a large chi-squared statistics relative to its degree of
freedom and I2 values greater than 50% were taken as
substantial and high heterogeneity. In situations of
substantial or high heterogeneity being present, causes
were explored by sensitivity analysis and random
effects model were used.

Results
We identified 2069 titles from the first search strategy
and 1022 titles from the second, in searches conducted
in databases including PubMed and the Cochrane
Library (Figure 1). After initial screening of these titles
and abstracts, we reviewed 121 papers to identify out-
comes of interest and included 82 papers in the final
database. All the included studies were blinded, rando-
mized, controlled treatment trials. The detailed data
extraction with the limitation of studies is shown in
Additional File 1. In tables 1, 2, 3, 4, we report the
quality assessment of studies of each intervention by
outcome, as well as results from corresponding
meta-analyses.

Aspirin in high-risk pregnancy
To estimate the effect of aspirin in high-risk pregnancies
for prevention of preeclampsia, we found 21 studies
which reported data on the effect of aspirin alone on still-
births [1,4,9,12,13,15-19,27-37] and 3 studies reporting
combined effects of aspirin and diypyramidole on still-
births [38-40]. A total of 13 studies reported perinatal
mortality [1,4,15,17,27,29,31,33,35,36,39,41-43] (Table 1).
The effect of aspirin alone showed no significant effect
on risk of stillbirths (RR= 1.15; 95% CI: 0.88 to 1.49)
(Figure 2). Combining studies of aspirin with dipyrami-
dole with aspirin alone yielded similar results (RR= 1.06;
95% CI: 0.82 to 1.37).

Calcium supplementation in low-intake population
To estimate the effect of calcium supplementation in
pregnant women in low-intake population, we found
3 studies which reported data on stillbirths, [55-57]
and 4 studies which reported perinatal mortality
(Table 2). Our analysis suggested that calcium sup-
plementation during pregnancy could potentially
reduce stillbirths by 19%, however results were not
statistically significant (RR 0.81, 95 % CI 0.63-1.03)
(Figure 3). These data suggest the need for further
large scale studies of calcium supplementation in
populations with specifi
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Study or Subgroup
1.1.1 Aspirin alone vs. placebo or no treatment
August 1994
Caspi 1994
Dekker 1989
ECPPA 1996
Gallery 1997
Hauth 1993
Italian study 1993
Kincaid-Smith 1996
McParland 1990
Rotchell 1998
Schiff 1989
Schrocksnadel 1992
Sibai 1993
Subtil 2003
Uzan 1991
Vainio 2002
Viinikka 1993
Wallenburg 1986
Wallenburg 1991
Yu 2003
Zimmermann 1997
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 13.19, df = 15 (P = 0.59); I² = 0%
Test for overall effect: Z = 1.02 (P = 0.31)

1.1.2 Aspirin and dipyramidole vs. placebo or no treatment
Azar 1990
Beaufils 1985
Railton 1988
Rogov 1993
Subtotal (95% CI)
Total events
Heterogeneity: Chi² = 1.93, df = 2 (P = 0.38); I² = 0%
Test for overall effect: Z = 2.11 (P = 0.03)

Total (95% CI)
Total events
Heterogeneity: Chi² = 18.12, df = 18 (P = 0.45); I² = 1%
Test for overall effect: Z = 0.44 (P = 0.66)
Test for subgroup differences: Not applicable
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M-H, Fixed, 95% CI

1.04 [0.07, 15.73]
0.19 [0.01, 3.89]

Not estimable
1.27 [0.74, 2.17]

7.78 [0.43, 141.05]
1.00 [0.06, 15.91]
0.79 [0.37, 1.66]

Not estimable
0.54 [0.05, 5.78]
1.08 [0.64, 1.81]

Not estimable
0.29 [0.01, 6.72]
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Not estimable
3.09 [0.13, 74.98]
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Not estimable
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Not estimable
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