Examining the EVIDENCE

sFIt-1:PIGF ratio normal at
24 to 28 weeks: Discontinue aspirin
for preterm preeclampsia prevention?

No, discontinuation of aspirin at 24 to 28 weeks’ gestation
for women who initiated aspirin in the first trimester due to a
high risk for preterm preeclampsia should not be universally
adopted just yet. Although noninferiority of this practice was
demonstrated in a multicenter randomized trial that included
data from 936 participants, this extremely limited study
population may not represent the full scope of patients who
benefit from varying degrees and doses of aspirin exposure

in pregnancy.
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spirin is, to date, the only proven
A preventative treatment to reduce the

risk of preeclampsia in pregnancy.
While aspirin initiation, optimally prior to
16 weeks, generally is accepted, the best
timing for discontinuation remains uncer-
tain due to conflicting data on risk of bleed-
ing and different doses used. The American
College of Obstetricians and Gynecologists
recommends a broad range of patients
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eligible for low-dose aspirin with continua-
tion through delivery, citing data that sup-
port no increase in either maternal or fetal/
neonatal complications, including bleeding
complications.! Other guidelines recom-
mend reduction in pregnancy exposure
to aspirin with strict guidelines for which
patients are considered “high risk” as well
as discontinuation at 36 weeks prior to
labor onset to reduce the risk of potential
bleeding complications.

Recently, Mendoza and colleagues
tested the hypothesis that, in patients at
high risk for preterm preeclampsia (based
on high-risk first-trimester screening fol-
lowed by a low risk of preeclampsia at 24 to
28 weeks based on a normal sFlt-1:PIGF [sol-
uble fms-like tyrosine kinase-1 to placental
growth factor] ratio), discontinuing aspirin
is noninferior in preventing preterm pre-
eclampsia compared with continuing aspirin
until 36 weeks.”

Details of the study
Mendoza and colleagues conducted a
multicenter, open label, randomized,
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For the primary
outcome, the
incidence of
preeclampsia at
less than 37 weeks
was 1.48% in the
intervention group
and 1.73% in the
control group
(absolute difference,
-0.25%, which
meets study criteria
for noninferiority)

phase 3, noninferiority trial that randomly
assigned 968 participants prior to stopping
recruitment based on the findings from a
planned interim analysis.?

The patient population included women
with singleton pregnancies between 24 and
28 weeks who had initiated aspirin 150 mg
daily by 16 6/7 weeks due to high-risk first-
trimester screening for preterm preeclamp-
sia. Additionally, these patients also had
an sFIt-1:PIGR ratio of 38 or less between
24 and 28 weeks’ gestation, which prior stud-
ies have demonstrated to exclude the diag-
nosis of preeclampsia.

Patients were randomly assigned to
either discontinue aspirin at 24 to 28 weeks’
gestation (intervention group) or continue
aspirin until 36 weeks’ gestation (control
group). The primary outcome was delivery
due to preeclampsia at less than 37 weeks,
with secondary outcomes of preeclamp-
sia at less than 34 weeks, preeclampsia at
37 or more weeks, or other adverse preg-
nancy outcomes.

Results. For the primary outcome
(936 participants’ data analyzed), the
incidence of preeclampsia at less than
37 weeks was 1.48% in the intervention group
and 1.73% in the control group (absolute
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difference, -0.25%, which meets study criteria
for noninferiority).

No difference occurred in the secondary
outcomes of adverse outcomes at less than
34 weeks or at less than 37 weeks. While there
was no difference in the incidence of the
individual adverse outcomes at 37 or more
weeks, the intervention group had a decrease
in the incidence of having “any” adverse out-
come (-5.04%) as well as a decrease in minor
antepartum hemorrhage (nose and/or gum
bleeding) (-4.7%).

The authors therefore concluded that
aspirin discontinuation at 24 to 28 weeks’
gestation in pregnant patients at high risk
for preterm preeclampsia and a normal
sFlt-1:PIGF ratio is noninferior to aspirin
continuation for prevention of preterm pre-
eclampsia. They also suggested that this dis-
continuation may reduce the risk of adverse
pregnancy outcomes at 37 or more weeks as
well as minor bleeding complications.

Study strengths and limitations

The authors cited the novelty of this study at
considering using aspirin for the prevention
of preterm preeclampsia in a specific patient
group for the shortest amount of time needed
to achieve this goal. Potential benefits could
be decreased bleeding complications, cost,
anxiety, and visits.

They also noted the following study limi-
tations: open-label design, a predominantly
White patient population, early termination
duetotheinterim analysis, inadequate power
for more rare complications, and a query as
to the appropriate choice for the threshold
for noninferiority. Noninferiority trials have
inherent weaknesses as a group that should
be considered before major practice changes
occur as a result of their findings.

Several other factors in the study limit
the generalizability of the authors’ recom-
mendations, especially to patient popula-
tions in the United States. For example, the
study used an aspirin dose of 150 mg daily,
which is almost double the dose recom-
mended in the United States (81 mg). The
reasoning for this was that doses higher than
100 mg have been shown to be the most
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effective for preeclampsia prevention but
also may have higher rates of bleeding com-
plications, including placental abruption.
The demonstrated increase in complications
may not hold at a lower dose.

Additionally, patients in this study were
selected for aspirin by a first-trimester algo-
rithm that may not be in general use every-
where (and differs from the US Preventive
Services Task Force recommendations for
low-dose aspirin use in pregnancy). Finally,
although extremely interesting, the use of the
sFIt-1:PIFG ratio at 24 to 28 weeks is not in
widespread use in the United States and may
incur an additional cost not equivalent to the
low cost of a daily aspirin.

Essentially, this is an extremely limited
study for a very specific population. Before
globally discontinuing low-dose aspirin in
high-risk patients, the different doses and
eligibility criteria should be studied for effect
of early discontinuation. ®
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WHAT THIS EVIDENCE
MEANS FOR PRACTICE

Low-dose aspirin should continue to be
used for prevention of preeclampsia in
high-risk pregnant patients, optimally start-
ing at 12 to 16 weeks’ gestation and con-
tinuing either through 36 weeks or delivery.
Further study is needed to determine the
optimal timing for earlier discontinuation
of aspirin based on dose, risk factors, and
other measures of preeclampsia risk as the
pregnancy progresses.
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