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Dear Editor,

It is with great interest that we read the research protocol published by the team of
Hantoushzadeh et al. (1). The proposed randomized trial aims to answer a very important
question in the field of obstetrics: What is the optimal gestational age for starting
aspirin to prevent pre-eclampsia? Indeed, the publication of several meta-analyses and
a multicenter randomized trial demonstrated that aspirin started at the end of the 1%
trimester (between 11 and 16 wk gestation) reduced the risk of preterm pre-eclampsia
and other placenta-mediated complications in high-risk women. The use of aspirin has
become increasingly common, with the belief that the earlier the aspirin is started,
the more effective it is (2—4). However, the authors of this study have clearly stated
that currently there are no studies that have adequately investigated starting aspirin
in the early weeks of pregnancy (before the 9" or 10" wk), and a meta-analysis of
small randomized trials concluded that starting aspirin before the 11" wk does not better
prevent pre-eclampsia (5). The largest study on the subject by Hoffman et al., involved
commencing aspirin on average at 10 wk and 1 day (6).

The mechanism by which aspirin reduces the risk of preterm pre-eclampsia and other
complications is not well understood. However, we strongly suspect that it improves
invasion and transformation of the spiral arteries by cytotrophoblastic cells, which is
typically reduced or absent in almost all cases of preterm pre-eclampsia (7). In the Aspirin
versus Placebo in Pregnancies at High Risk for Preterm Preeclampsia trial, aspirin at 150
mg daily was shown to be effective in improving uterine artery pulsatility index in the
second trimester (3). Moreover, the uterine pulsatility index and placental growth factor
(PIGF) are the 2 most important markers for estimating the risk of pre-eclampsia in the 1%
trimester of pregnancy. In this context, we believe it is very important to measure these
2 markers at the 11-13 wk visit, to verify whether or not these 2 markers are improved
by early aspirin intake. Pregnancy-associated plasma protein-A is a less reliable marker
than PIGF for assessing deep placental dysfunction (8).
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Finally, previous studies have demonstrated that platelet aggregation tests, notably the Platelet
Function Testing-100 test, determine which patients respond best to aspirin, thus identifying those who
require a dose greater than 80 mg (9). In the absence of such a test, if a study fails to demonstrate
a significant impact of aspirin commenced before week 11, a major trial may still raise unanswered
questions, such as could aspirin at a dose greater than 80 mg have a beneficial effect? There is a growing
body of scientific evidence suggesting that the prevention of pre-eclampsia with aspirin requires a dose
of at least 100 mg per day, or even 150-160 mg (10—12). We still do not know how to identify women for
whom a dose of 80 mg a day will be sufficient, but the current trend is to start a dose of 150 or 160 mg
at the 11-13 wk visit when the patient is identified as being at risk. Moreover, the protocol proposed by
the authors recommends increasing the dose to 160 mg per day if the patient is at high risk at the 11-13
wk visit, a definite strength of the study.

In summary, we are extremely pleased that the proposed trial has gone ahead. However, we believe
that to fully benefit from the project, it would be important for platelet aggregation to be assessed by
Platelet Function Testing 100 at the 11-13 wk visit, along with PIGF measurement. It would be possible
for the beneficial effect to be observed only in patients whose platelet aggregation is modified, bearing
in mind that 30—60% of pregnant women may be “resistant” to a dose of 80 mg.

Once again, we congratulate Hantoushzadeh et al., on their project, which has the potential to
significantly improve the health of women and children worldwide.
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