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Low-dose aspirin use is still debated due to a lack of adequate clinical trials. Here we
present our perspective on low-dose aspirin use in pregnancy and neonatal outcomes
based on previous clinical trials. The effect of low-dose aspirin on preterm delivery
needs to be clarified by the use of more appropriate participant inclusion criteria.
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Preterm delivery is a leading cause of newborn morbidity
and mortality. As per WHO rate of preterm birth ranges
from 4-16%. In 2020 an estimated 13.4 million babies
were delivered prematurely, and which resulted in 1
million deaths. It contributes to an array of chronic
medical issues ™. Low-dose aspirin is appealing as a
potential preventive measurement against preterm birth
since it is affordable, readily available, and has a
respectable safety profile during pregnancy. Reducing
uterine contractility and inflammation via
cyclooxygenase inhibition can prevent preeclampsia,
small gestational age, placental insufficiency, and
spontaneous premature birth."!

Only a few clinical trial data are available to help
enlighten this field of practice. Women with a history of
miscarriage at less than 20 weeks were randomly
assigned to receive either 81mg of aspirin and folic acid
or folic acid alone in a randomized control trial executed
in Israel. Preterm birth rates were 4% with low-dose
aspirin to 5.7% with placebo. In this randomized
controlled experiment, the implication on the fetus was
not explored.

When compared to placebo, a multicenter study
conducted in India, Kenya, Pakistan, Ghana, Congo, and
Zambia found that low dose 81mg aspirin initiated
between 6 weeks and 13 weeks and 6 days in nulliparous
women between the age of 14 and 40 reduced preterm
birthas well as fetal loss (stillbirth and abortion after 16
weeks). The likelihood of genetic and phenotypic
variations among the trial participants could be the cause
of the discrepancy in the result of the trials.™

The APRIL STUDY was conducted in the Netherlands
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in 26 hospitals. Women with singleton pregnancies and
histories ofspontaneous preterm birth between 22 and 37
weeks were assigned to receive 80mg aspirin between 8
weeks and 16 weeks of gestation which continued till 36
weeks of delivery. The study shows no significant effects
on preterm labour by aspirin compared to placebo. This
trial also shows composite poor neonatal outcomes in
4.6% of neonates of mothers on aspirin.®

The effects of aspirin on preterm delivery need to be
clarified with more randomized trials especially with
more randomized controlled trials especially focusing on
a group of pregnant women sharing similarcharacteristics
like age group, history of preterm labor before 37 weeksof
gestation, comorbidities, and race. They should also need
to answer if the treatment produces poor neonatal
outcomes or not. Conducting clinical trials with
emphasis on the above-mentioned aspects is
complicated.

There is also skepticism about the dose of aspirin and the
gestational period it needs to be started. The previous
clinical trial mostly used 81mg and 80mg doses. The use
of 75mg aspirin and its effect on preterm labour also
remains uncertain and questionable. Randomized
controlled trials fulfilling those aspects are required to
answer if the use of low-dose aspirin could reduce
preterm labour without poor neonatal outcomes.
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