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Abstract
Objective To assess the effectiveness and safety of
antiplatelet drugs for prevention of pre-eclampsia and
its consequences.
Design Systematic review.
Data sources Register of trials maintained by
Cochrane Pregnancy and Childbirth Group,
Cochrane Controlled Trials Register, and Embase.
Included studies Randomised trials involving women
at risk of pre-eclampsia, and its complications,
allocated to antiplatelet drug(s) versus placebo or no
antiplatelet drug.
Main outcomes measures Pre-eclampsia, preterm
birth, fetal or neonatal death, and small for gestational
age baby. Studies were assessed for quality of
concealment of allocation and losses to follow up.
Results 39 trials (30 563 women) were included, and
45 trials ( > 3000 women) excluded. Use of antiplatelet
drugs was associated with a 15% reduction in the risk
of pre-eclampsia (32 trials, 29 331 women; relative
risk 0.85, 95% confidence interval 0.78 to 0.92;
number needed to treat 100, 59 to 167). There was
also an 8% reduction in the risk of preterm birth (23
trials, 28 268 women; 0.92, 0.88 to 0.97; 72, 44 to 200),
and a 14% reduction in the risk of fetal or neonatal
death (30 trials, 30 093 women; 0.86, 0.75 to 0.98;
250, 125 to > 10 000) for women allocated
antiplatelet drugs. Small for gestational age babies
were reported in 25 trials (20 349 women), with no
overall difference between the groups (relative risk
0.92, 0.84 to 1.01). There were no significant
differences in other measures of outcome.
Conclusions Antiplatelet drugs, largely low dose
aspirin, have small to moderate benefits when used
for prevention of pre-eclampsia.

Introduction
Pre-eclampsia, defined as hypertension associated
with proteinuria,1 complicates 2-8% of pregnancies.2

Although the outcome for most women is good, severe
pre-eclampsia and eclampsia (the rare occurrence of
seizures superimposed on pre-eclampsia) are impor-
tant causes of maternal mortality, being associated with
10-15% of maternal deaths.3 4 Perinatal mortality is also
increased.5 There is little good quality information
about maternal and perinatal morbidity, but it also is
probably high. For the one in ten women who develop
pregnancy induced hypertension (raised blood pres-
sure without proteinuria), the outcome is similar to that
for women with normal blood pressure.6

The cause of pre-eclampsia remains unknown, but
the condition is associated with deficient intravascular
production of prostacyclin, a vasodilator, and excessive
production of thromboxane, a platelet derived
vasoconstrictor and stimulant of platelet aggregation.7

These observations led to the hypothesis that
antiplatelet drugs might prevent or delay the develop-

ment of pre-eclampsia. This hypothesis has been
widely tested in randomised trials. Exciting results from
early small trials led on to several large studies of low
dose aspirin. However, the collaborative low dose aspi-
rin study in pregnancy, the largest trial to date, failed to
confirm any worthwhile benefit.w11 Previous systematic
reviews, all now out of date, concluded that although
low dose aspirin seems safe, it is not effective for most
women.8–13 Issues such as whether there is greater ben-
efit for high risk women, what dose to use, and when to
start treatment remain controversial, and publication
bias has been suggested as a possible explanation of
the discrepancy between the results of early meta-
analyses and later large trials.14

This systematic review is published in full in the
Cochrane Library.15 The aim was to assess the effects of
antiplatelet drugs for the prevention of pre-eclampsia
and its complications. We also explored the extent to
which publication bias may have influenced speed and
accessibility of the results of these trials.

Methods
Search strategy
The full search strategy is described elsewhere.15 The
search included the Cochrane Pregnancy and Child-
birth Group register of trials, the Cochrane Controlled
Trials Register,16 Embase (1994-9), and hand searching
of conference abstracts. We included randomised trials
comparing antiplatelet agent(s) with placebo or no
antiplatelet agent for women at risk of developing pre-
eclampsia. Quasi random designs were excluded. Main
outcomes were pre-eclampsia, preterm delivery,
stillbirth or neonatal death, and a small for gestational
age baby.

Assessment of validity
The studies were assessed independently by two
reviewers. There was no blinding of authors or results.
The four of us worked in pairs, one based in the United
Kingdom and the other in Australia. Differences were
resolved by discussion between the pair. If differences
could not be resolved, the other pair was consulted.

We assessed the validity of each included trial
according to the criteria outlined in the Cochrane
handbook,17 giving each trial a grade for concealment
of allocation: a (adequate), b (unclear), or c (clearly
inadequate). If the method of concealment was
unclear, we tried to contact authors for further details.
Losses to follow up were documented, and we
excluded studies or outcomes for which over 20% of
participants were not reported.

Abstraction and synthesis of data
We all independently extracted data from the papers,
working in pairs. Discrepancies were resolved by
discussion. If we could not agree, the data were
excluded until further clarification was available from

A table giving
details of included
studies and full
references for
included and
excluded studies is
available on the
BMJ’s website

Papers

Resource Centre
for Randomised
Trials, Institute of
Health Sciences,
Oxford OX3 7LF
Lelia Duley
obstetric
epidemiologist

Health Services
Research Unit,
Institute of Health
Sciences
Marian Knight
specialist registrar

New South Wales
Centre for Perinatal
Health Services
Research, Queen
Elizabeth II Institute
for Mothers and
Infants, Sydney,
Australia
David
Henderson-Smart
director

Perinatal
Epidemiology Unit,
Mater Hospital,
Brisbane, Australia
James King
director

Correspondence to:
L Duley
lelia.duley@
ndm.ox.ac.uk

BMJ 2001;322:329–33

329BMJ VOLUME 322 10 FEBRUARY 2001 bmj.com

 on 28 A
pril 2024 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

M
J: first published as 10.1136/bm

j.322.7282.329 on 10 F
ebruary 2001. D

ow
nloaded from

 

http://www.bmj.com/


the authors. Data in graphs and figures were included
only if the two reviewers independently had the same
result. All data entry was double checked manually.

Prespecified outcomes for the women were
pre-eclampsia, caesarean section, antepartum haemor-
rhage, serious maternal morbidity, and rare adverse

events. For the babies, outcomes were death (stillbirth,
neonatal, or infant), preterm birth ( < 37 completed
weeks), small for gestational age, bleeding episodes,
and measures of infant and child development. Assess-
ment of the use of health service resources included
antenatal hospital admission, and admission to a
special care baby unit.

We analysed the results with Cochrane Collabora-
tion RevMan software (Metaview 3.1) using a fixed
effects model. Results are presented as summary
relative risk, risk difference, and number needed to
treat, which is calculated as 1/risk difference. Graphs
were sorted by effect size to assess potential asymmetry
in their distribution.

Women were classified into prespecified subgroups
based on whether they were at high or moderate risk of
developing pre-eclampsia at trial entry, were before or
after 20 weeks gestation at trial entry, the dose of aspi-
rin was <75mg or > 75mg, and the study used a
placebo for the control group. High risk of pre-
eclampsia was defined as one or more of previous
severe pre-eclampsia, diabetes, chronic hypertension,
renal disease, or autoimmune disease. Moderate risk
was defined as any other risk factors. When risk was
unclear or unspecified, women were classified as mod-
erate risk.

Studies were divided by whether they were
published before or after the end of 1994, when the
collaborative low dose aspirin study in pregnancyw11

was published, and classified according to where the
main report was published and number of citations.
Date recruitment stopped was compared with date and
place of publication.

Results
The search strategy yielded 310 citations. Of these, 153
were excluded; 44 were duplicate citations and 109 did
not meet the eligibility criteria. Of the remaining 157,
99 referred to a total of 39 included trials and 58
referred to 45 excluded studies (fig 1).

The 39 included trials recruited 30 563 women.
Thirteen trials included fewer than 50 women, five
included 50-99 women, 13 included 100-999 women,
and eight included 1000 or more women. There was a
wide range in risk status between women in the differ-
ent studies and, often, between women in the same
trial. One study did not report outcomes separately for
treatment and prevention and so we included all
women.18

Details of the methods, participants, interventions,
and outcomes of the included studies are available on
the BMJ ’s website. Most studies compared aspirin
alone with placebo (28 802 women). Four studies used
a combination of aspirin and dipyridamole compared
with control, one used heparin with dipyridamole
compared with control, and another compared ozagrel
hydrochloride with placebo. Thirteen small trials used
> 75 mg aspirin (1264 women). Eight trials did not use
a placebo. Details of the 45 excluded studies have been
published.15 Figure 1 gives the reasons for exclusion.

Quantitative data synthesis
There was good agreement between reviewers for
selection and assessment of validity, and discrepancies
were quickly resolved. Concealment of allocation was

Identified and screened citations (n=310)

Randomised trials included in meta-analysis (n=39)

Potentially relevant randomised trials
for inclusion in meta-analysis (n=84)

Studies excluded (n=45):
No clinical data available (n=33)

Not adequately randomised (n=4)
No data for >20% participants (n=4)

Not a comparison of antiplatelet with placebo or no antiplatelet (n=2)
Participants very low risk for pre-eclampsia (n=1)

Retracted because of suspected fraud (n=1)

Citations excluded (n=153):
Duplicate citations (n=44)

Did not meet eligibility criteria (n=109)

Fig 1 Summary of the systematic review profile

Moderate risk women

Subtotal (95% CI)
χ2=44.27 (df=20) z=3.16

High risk women

Subtotal (95% CI)
χ2=11.62 (df=10) z=2.62

Total (95% CI)
χ2=56.00 (df=31) z=4.06

Netherlands 1986
Austria 1992
Tanzania 1995
UK 1990
Israel 1994
China 1999
EPREDA 1991
USA 1993
China 1996
South Africa 1988
Thailand 1996
Australia 1996
Colorado 1993
UK 1995
USA 1993a
Barbados 1998
CLASP 1994
Brazil 1996
Italy 1993
Jamaica 1998
Finland 1997

France 1985
Israel 1989
France 1990
Netherlands 1989
Japan 1999
USA 1994
Zimbabwe 1998
Finland 1993
Australia 1997
Italy 1999
USA 1998

0/23
0/22
0/64
1/48
0/24

3/118
5/156
5/302
4/40
4/30

9/651
4/52
6/48
5/58

69/1485
40/1819

267/3992
32/476
12/497

215/3023
4/13

685/12941

0/48
1/34
1/46
0/5

5/20
3/24

17/113
9/97
5/58

18/103
231/1254
290/1802

975/14743

7/23
6/19
6/63

10/52
2/23
7/75
8/73

17/302
12/44
4/14

19/697
7/50
9/42
7/60

94/1500
46/1822

302/3982
30/494
9/423

189/3026
2/13

793/12797

6/45
7/31
4/45
1/5

12/20
5/25

23/117
11/100

5/50
21/104

254/1249
349/1791

1142/14588

0.07 (0.00 to 1.10)
0.07 (0.00 to 1.11)
0.08 (0.00 to 1.32)
0.11 (0.01 to 0.81)
0.19 (0.01 to 3.80)
0.27 (0.07 to 1.02)
0.29 (0.10 to 0.86)
0.29 (0.11 to 0.79)
0.37 (0.13 to 1.05)
0.47 (0.14 to 1.60)
0.51 (0.23 to 1.11)
0.55 (0.17 to 1.76)
0.58 (0.23 to 1.50)
0.74 (0.25 to 2.20)
0.74 (0.55 to 1.00)
0.87 (0.57 to 1.32)
0.88 (0.75 to 1.03)
1.11 (0.68 to 1.79)
1.13 (0.48 to 2.67)
1.14 (0.94 to 1.38)
2.00 (0.44 to 9.08)
0.85 (0.77 to 0.94)

0.07 (0.00 to 1.25)
0.13 (0.02 to 1.00)
0.24 (0.03 to 2.10)
0.33 (0.02 to 6.65)
0.42 (0.18 to 0.96)
0.62 (0.17 to 2.33)
0.77 (0.43 to 1.35)
0.84 (0.37 to 1.95)
0.86 (0.26 to 2.81)
0.87 (0.49 to 1.53)
0.91 (0.77 to 1.06)
0.83 (0.72 to 0.95)

0.85 (0.78 to 0.92)

Antiplatelet
No of events

/total

Control
No of events

/total
Relative risk

(95% CI)
Relative risk

(95% CI)

0.1 10.2 105
Favours

antiplatelet
Favours
control

Fig 2 Effect of antiplatelet drugs on pre-eclampsia (subgroups by risk status at trial entry
sorted by effect size)
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graded a for 14 trials, b for 24, and c for one study. Data
for all outcomes and subgroups are available.15

Maternal outcomes
There was no overall difference in the risk of
pregnancy induced hypertension in the 27 trials
(18 147 women) reporting this outcome (relative risk
0.97, 95% confidence interval 0.89 to 1.05). The 15%
reduction in risk of pre-eclampsia associated with
antiplatelet drugs (32 trials, 29 331 women; relative risk
0.85 95% confidence interval 0.78 to 0.92; risk
difference − 0.01, 95% confidence interval − 0.017 to
− 0.006; number needed to treat 100, 95% confidence
interval 59 to 167) was consistent regardless of risk sta-
tus (fig 2), dose of aspirin, gestation at trial entry, or use
of a placebo. It was greater for women allocated > 75
mg aspirin (relative risk 0.35, 0.24 to 0.52), but the
numbers in this subgroup are small (13 trials, 1264
women).

There were no significant differences between
treatment and control groups in the risk of eclampsia
(nine trials, 14 623 women), maternal death (two trials,
9438 women), caesarean section (17 trials, 25 827
women), induction of labour (three trials, 15 935
women), antenatal admission (one trial, 6049 women),
or placental abruption (12 trials, 22 309 women).

Outcomes for babies
In 23 trials (28 268 women) that reported preterm
birth there was a small (8%) reduction in the risk of
being born too early (relative risk 0.92, 0.88 to 0.97; risk
difference − 0.014, − 0.023 to − 0.005; number needed
to treat 72, 44 to 200; fig 3). The size of this reduction
was consistent across all subgroups, except those
receiving > 75 mg aspirin (557 women; relative risk
0.58, 0.38 to 0.88).

Thirty trials (30 093 women) reported fetal, neo-
natal, or infant deaths. Overall there was a 14% reduc-
tion in deaths in the antiplatelet group compared with
the control group (relative risk 0.86, 0.75 to 0.98; risk
difference –0.004,–0.008 to 0.000; number needed to
treat 250, 125 to > 10 000; fig 4).

In 25 trials (20 349 women) there was no clear dif-
ference in the risk of small for gestational age births
(relative risk 0.92, 0.84 to 1.01; fig 5). In two subgroups
the difference was significant: women randomised
before 20 weeks (8401 women, 0.82, 0.71 to 0.96) and
those given > 75 mg aspirin (934 women, 0.68, 0.52 to
0.88).

There were no significant differences between
treatment and control groups in the risk of birth
weight < 2500 g (4 trials, 7391 women), admission to

special care baby unit (12 trials, 25 641 women), intra-
ventricular haemorrhage (eight trials, 22 793 women),
or other neonatal bleeding (six trials, 23 591 women).
One large trial assessed child health and development
at 12-18 months, no difference was apparent between
treatment and control groups.19

Potential publication bias
Twenty three included studies were published before
the end of 1994 and 16 after the start of 1995 (table).
The early trials were more likely to be published in a
high profile general journal (11/23 v 1/16) and to be
available only as an abstract (6/23 v 1/16). In compari-
son, 36 excluded studies were published before the end
of 1994 and nine after the start of 1995. Early excluded
studies were more likely to be published as an abstract
only (12/36 v 0/9) and to be known about only
through prospective registration (6/36 v 0/9). Only 18
of the 39 included trials reported when recruitment

Moderate risk women

Subtotal (95% CI)
χ2=9.08 (df=15) z=2.52

High risk women

Subtotal (95% CI)
χ2=6.64 (df=5) z=2.13

Total (95% CI)
χ2=15.74 (df=21) z=3.18

UK 1992
Netherlands 1986
China 1999
Australia 1996
Israel 1994
China 1996
Brazil 1996
Austria 1992
USA 1993
CLASP 1994
Italy 1993
Barbados 1998
Jamaica 1998
Finland 1997
UK 1995
Thailand 1996
USA 1993a

Israel 1989
Italy 1989
Japan 1999
Australia 1997
Zimbabwe 1998
USA 1998

0/10
0/23

4/118
3/52

11/24
4/40

106/476
1/22

26/302
686/3992
171/565

255/1819
447/3023

1/13
1/58

35/651
157/1485

1908/12673

2/34
2/17
6/20
6/58

21/113
502/1254
539/1496

2447/14169

0/8
4/23
6/75
5/50

15/23
6/44

129/494
1/19

30/302
761/3982
154/477

270/1822
463/3026

1/13
1/60

36/697
147/1500

2029/12615

6/32
5/16

11/20
8/50

30/117
532/1249
592/1484

2621/14099

Not estimable
0.11 (0.01 to 1.95)
0.42 (0.12 to 1.45)
0.58 (0.15 to 2.29)
0.70 (0.41 to 1.19)
0.73 (0.22 to 2.41)
0.85 (0.68 to 1.07)

0.86 (0.06 to 12.89)
0.87 (0.53 to 1.43)
0.90 (0.82 to 0.99)
0.94 (0.78 to 1.12)
0.95 (0.81 to 1.11)
0.97 (0.86 to 1.09)

1.00 (0.07 to 14.34)
1.03 (0.07 to 16.15)
1.04 (0.66 to 1.64)
1.08 (0.87 to 1.34)
0.93 (0.88 to 0.98)

0.31 (0.07 to 1.44)
0.38 (0.08 to 1.67)
0.55 (0.25 to 1.19)
0.65 (0.24 to 1.74)
0.72 (0.44 to 1.19)
0.94 (0.86 to 1.03)
0.91 (0.83 to 0.99)

0.92 (0.88 to 0.92)

Antiplatelet
No of events

/total

Control
No of events

/total
Relative risk

(95% CI)
Relative risk

(95% CI)

0.1 10.2 105
Favours

antiplatelet
Favours
control

Fig 3 Effect of antiplatelet drugs on preterm delivery (subgroups by risk status at trial entry,
sorted by effect size)

Publication factors influencing the accessibility and impact of antiplatelet trials included in systematic review

No (%) of included trials No (%) of excluded trials

Published before 1995
(n=23)

Published 1995 or
later (n=16)

Published before 1995
(n=36)

Published 1995 or
later (n=9)

Main report in high profile general journal* 11 (48) 1 (6) 2 (6) —

Main report in high profile specialist journal† 4 (17) 4 (25) 6 (17) 2 (22)

Published as abstract only 6‡ (26) 1 (6) 12 (33) —

Main report not in English — 1 (6) 4 (11) 2 (22)

>3 citations/study 8 (35) 3 (19) 1 (3) —

Prospective registration only — — 6 (17) —

*Lancet, BMJ, New England Journal of Medicine, or JAMA.
†American Journal of Obstetrics and Gynecology, Obstetrics and Gynecology, or British Journal of Obstetrics and Gynaecology.
‡Includes one MD thesis.
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started and stopped, and so assessment of potential
bias in the speed with which results were published is
not possible.

Discussion
Our review of data from over 30 000 women suggests
that antiplatelets drugs are associated with a moderate
(15%) reduction in the risk of pre-eclampsia, a 14%
reduction in the risk of a stillbirth or neonatal death,
and an 8% reduction in the risk of preterm birth. There
was some evidence that there may be greater benefits
for women given > 75 mg aspirin, although the num-
bers of women in the subgroup were small and so
there is potential for random error. Also, the risks of
this dose may be increased as current data on safety
applies largely to 60 mg aspirin.

The relatively large number of subgroups, although
pre-specified, means that some of the significant results
may reflect the play of chance. In addition, there is
potential for misleading bias in analyses for which only
a proportion of eligible trials reported the outcome
and large numbers of women were missing.

For aspirin to prevent pre-eclampsia it may need to
be started well before trophoblast invasion is complete.
We presented data before and after 20 weeks, as this is
how they are reported in the trials, but there is little
evidence of clinically worthwhile differences. The crucial time for starting treatment may be before 16 or

even 12 weeks.
This review includes women with a wide range of

clinical risk. Although this enhances the generalisabil-
ity of the results, it is not possible to disentangle the
effects for women with specific conditions or risk
factors. Such an analysis requires data from individual
women and is now being planned.

The discrepancy between the results of early meta-
analyses of antiplatelet drugs and later large trials has
been quoted as an example of a misleading
meta-analysis.20 One plausible explanation for this dis-
crepancy is publication bias. For example, only four of
the 32 included trials that reported pre-eclampsia have
a point estimate favouring the control group.
Publication bias may be the reason for this lack of
negative trials. Eighteen excluded studies are available
only through abstracts or prospective registration.
These may be missing negative results. An alternative
explanation for the discrepancy is a different case mix
in small and large trials.21 The small trials included only
high risk women who really benefited from antiplatelet
drugs, whereas in the later large trials these effects were
diluted by moderate risk women with little potential for
benefit.22

Implications
As most of the evidence relates to aspirin ( < 75 mg),
this is the antiplatelet drug of choice. Data from this
review should be made available to pregnant women as
well as clinicians and policy makers. As the reductions
in risk are moderate, relatively large numbers of
women will need to be treated to prevent a single
adverse outcome. For example, the point estimate is
that 250 women need to be treated to prevent the
death of one baby, but the true number could be
anywhere between 125 and 10 000 women. From a
public health perspective, however, even these
moderate benefits may be worth while. Starting

Moderate risk women

Subtotal (95% CI)
χ2=11.75 (df=16) z=1.27

High risk women

Subtotal (95% CI)
χ2=6.60 (df=7) z=2.24

Total (95% CI)
χ2=15.74 (df=21) z=3.18

Australia 1988
UK 1995
China 1996
Austria 1992
Finland 1997
UK 1990
UK 1992b
EPREDA 1991
CLASP 1994
Italy 1993
Jamaica 1998
South Africa 1988
USA 1993
Netherlands 1986
Israel 1994
Barbados 1998
Brazil 1996
USA 1993a
Thailand 1996

Netherlands 1991a
Netherlands 1989
Israel 1989
France 1985
Italy 1989
Zimbabwe 1998
USA 1998
France 1990
USA 1994
Australia 1997
Finland 1993

0/22
0/58
0/40
0/22
0/13
1/48
0/10

7/156
77/4123
18/629

86/3023
2/30

1/302
1/23
2/48

44/1834
35/482

22/1505
1/651

297/13019

0/17
0/5

0/34
0/48
0/17

5/114
72/1612

2/46
1/24
4/58
2/97

86/2072

383/15091

0/24
0/60
4/44
1/19
1/13
3/52
1/16
6/73

97/4134
19/532

103/3026
1/14

1/302
1/23
2/48

38/1841
30/503

14/1519
0/697

322/12940

0/18
0/5

0/32
5/45
1/16

13/122
93/1604

2/45
1/25
2/50

0/100
117/2062

439/15002

Not estimable
Not estimable

0.12 (0.01 to 2.20)
0.29 (0.01 to 6.72)
0.33 (0.01 to 7.50)
0.36 (0.04 to 3.35)

0.52 (0.02 to 11.54)
0.55 (0.19 to 1.57)
0.80 (0.59 to 1.07)
0.80 (0.42 to 1.51)
0.84 (0.63 to 1.11)
0.93 (0.09 to 9.45)

1.00 (0.06 to 15.92)
1.00 (0.07 to 15.04)
1.00 (0.15 to 6.81)
1.16 (0.76 to 1.79)
1.22 (0.76 to 1.95)
1.59 (0.81 to 3.09)

3.21 (0.13 to 78.70)
0.90 (0.78 to 1.06)

Not estimable
Not estimable
Not estimable

0.09 (0.00 to 1.50)
0.31 (0.01 to 7.21)
0.41 (0.15 to 1.12)
0.77 (0.57 to 1.04)
0.98 (0.14 to 6.65)

1.04 (0.07 to 15.73)
1.72 (0.33 to 9.02)

5.15 (0.25 to 105.98)
0.73 (0.56 to 0.96)

0.86 (0.75 to 0.98)

Antiplatelet
No of events

/total

Control
No of events

/total
Relative risk

(95% CI)
Relative risk

(95% CI)

0.1 10.2 105
Favours

antiplatelet
Favours
control

Fig 4 Effect of antiplatelet drugs on stillbirth and neonatal death (subgroups by risk status at
trial entry, sorted by effect size)

What is already known on this topic

Early systematic reviews of antiplatelet drugs,
largely low dose aspirin, included only small trials
and reported promising reductions in the risk of
developing pre-eclampsia and its complications

Subsequent large trials have failed to confirm a
large reduction in the risk of pre-eclampsia

Successive meta-analyses have concluded that
aspirin is not effective

What this study adds

Data from over 30 000 women show that
antiplatelet drugs are associated with a 15%
decrease in the risk of pre-eclampsia

These drugs also have a small effect on the risk of
stillbirth, neonatal death, and prematurity

Data from individual women need to be reviewed
to identify which women are most likely to benefit,
when treatment should be started, and at what
dose
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treatment before 12 weeks and using higher doses can-
not be recommended until more information is
available about safety.

Remaining questions are whether small subgroups
of high risk women might have greater benefit and
whether earlier treatment or a higher dose would have
additional benefits without an increase in adverse
effects. These unresolved questions would be most effi-
ciently answered by a review pooling data from
individual women in the trials presented here rather
than undertaking further trials.

The antiplatelet trialists formed a collaborative group in July
2000. Any new trialists interested in collaboration should
contact LD or DH-S. We thank Sonja Henderson, Lynn Hamp-
son, and Claire Winterbottom at the Cochrane Pregnancy and
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Fig 5 Effect of antiplatelet drugs on small for gestational age babies (subgroups by risk
status at trial entry, sorted by effect size)

Endpiece
A local celebrity
It was an element in Doctor Sloper’s reputation
that his learning and his skill were very evenly
balanced; he was what you might call a scholarly
doctor, and yet there was nothing abstract in his
remedies—he always ordered you to take
something. Though he was felt to be extremely
thorough, he was not uncomfortably theoretic; and
if he sometimes explained matters rather more
minutely than might seem of use to the patient, he
never went so far (like some practitioners one had
heard of) as to trust to the explanation alone, but
always left behind him an inscrutable prescription.
There were some doctors that left the prescription
without offering any explanation at all; and he did
not belong to that class either, which was after all
the most vulgar. It will be seen that I am describing
a clever man: and this is really the reason why
Doctor Sloper had become a local celebrity.

Henry James, Washington Square, 1880

Submitted by D R Laurence, emeritus professor of
pharmacology and therapeutics, London
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