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Aspirin for pregnancies at high risk for preterm
pre-eclampsia
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SUMMARY

Thiswasadouble-blind, placebo-controlled trial, in which aspirin at
adoseof 150 mg/day wascompared to aplacebo that wasadministered
from 11to 14 weeksof gestation until 36 weeksof gestationinwomen
with singleton pregnancies who were at high risk for preterm pre-
eclampsia. The trial was conducted at 13 maternity hospitalsin the
United Kingdom, Spain, Italy, Belgium, Greece and Israel.

All women who had aroutine prenatal visit at 11 weeks 0 days of
gestation through 13 weeks 6 days of gestation in the participating
hospitals were offered screening for pre-eclampsia by means of an
algorithm that combined maternal factors, mean arterial pressure,
uterine-artery pulsatility index and maternal serum pregnancy-
associated plasma protein A and placental growth factor. Inclusion
criteriafor thetrial were: age 18 years or more, singleton pregnancy,
livefoetusat thetimethat scanning doneat 11-13 weeks of gestation
and ahighrisk (>1in100) for preterm pre-eclampsiaaccordingtothe
screening algorithm. Exclusion criteriawere: unconsciousor severely
ill status, learning difficulties or serious mental illness, major foetal
abnormality identified at the time that scanning was done at 11-13
weeks of gestation, regular treatment with aspirin within 28 days
before screening, bleeding disorder such asvon Willebrand disease,
peptic ulceration, hypersensitivity to aspirin, long-term use of non-
steroidal anti-inflammatory medication and participation in another
drug trial within 28 days before screening.

Eligible women were randomly assigned, in a 1:1 ratio, with the
useof aweb-based system (seal ed envel ope), toreceive either aspirin
or placebo. After randomization, the participantswere prescribed the
assigned trial product and received instructions to take one tablet
every night throughout thetrial and to stop taking tabletsat 36 weeks
of gestation or, in the event of early delivery, at the onset of labour.
The primary outcome measure was delivery with pre-eclampsia
before 37 weeks of gestation. Secondary outcomes were adverse
outcomesof pregnancy before 34 weeksof gestation, before 37 weeks
of gestationand at or after 37 weeksof gestation; stillbirth or neonatal
death; death and neonatal complications; neonatal therapy and poor
foetal growth.

A total of 26 941 women with singleton pregnancies underwent
screening,! of whom 2971 (11%) were found to be at high risk for
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preterm pre-eclampsia of which 1776 were eligible and underwent
randomization. Of these, 878 were assigned to receive aspirin and
898 to placebo. Preterm pre-eclampsia occurred in 13 of 798
participants (1.6%) in the aspirin group, compared with 35 of 822
(4.3%) inthe placebo group (adjusted oddsratio in the aspirin group,
0.38; 95% confidence interval 0.20-0.74, p=0.004). There was no
significant between-group differenceintheincidenceof any secondary
outcomes, but the trial was not powered for these outcomes.

COMMENT

Pre-eclampsiaisamajor causeof maternal mortality and morbidity.
The foetal and neonatal outcomes are also jeopardized. The
complications are more severe if the disease has an earlier onset
in pregnancy resulting in pre-term delivery and consequent
complications.

Theprediction of pre-eclampsiaand instituting anintervention
for prophylaxis of pre-eclampsia has been a topic of extensive
research with aspirin being the potential therapy. However, there
have been much speculation on the population, dose and timing
of aspirin administration to get the optimal maternal and neonatal
outcome.

This trial, aso caled the Combined Multimarker Screening
and Randomized Patient Treatment with Aspirin for Evidence-
Based Preeclampsia Prevention trial, is alandmark trial that can
bring considerable change in practice.

Unlike previous trials of strategies to reduce the risk of pre-
eclampsiaamong high-risk women, which werelargely based on
factorsin the history of the patient, the patientsin thistrial were
identified on the basis of combined screening with maternal
demographiccharacteristics, biophysical and biochemical markers.
This model has been shown to be superior to other methods in
various studies.®® Efficacy of intervention based on this model
reiterates the need for screening using the combined risk model.

Another important outcomeof thistrial istheearlier gestational
age range at the onset of treatment (11-14 weeks of gestation)
with aspirin. The latest meta-analysis suggested that aspirin
confers greater benefit if it is started at or before 16 weeks of
gestation and that prevention is confined to preterm pre-
eclampsia.5’ Thisisachange from the current practice of starting
aspirin even later in gestation. Currently, prophylactic aspirinis
given in a low dose of 81 mg/day. However, lately, robust
evidence suggests dose-dependent benefit of therapy.® The dose
of 150 mg of aspirin per day in thistrial has been proven to be
effective without any untoward effects. The primary outcome
measure of thistrial was preterm rather than term pre-eclampsia.
This is aso secondary to the fact that the algorithms for the
prediction of pre-eclampsia work better for the prediction of
preterm pre-eclampsia.

Inconclusion, inwomenidentified by first trimester combined
screening to be at high risk for preterm pre-eclampsia, the
administration of aspirin at a dose of 150 mg/day from 11 to 14
weekstill 36 weekssignificantly reducestheincidence of preterm
pre-eclampsia. There is no significant difference in the neonatal
outcome or adverse effects of aspirin.
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