Managing preterm birth in those at risk:
Expert strategies

Four experts share what they will do in their practice for pregnant women
with a history of preterm birth should the option of using
17 a-hydroxyprogesterone caproate be withdrawn

bstetricians face the potential prac-
O tice dilemma of having withdrawn

from the market the only drug ap-
proved by the US Food and Drug Adminis-
tration (FDA) for the prevention of preterm
birth in women with a singleton pregnancy
who have a history of singleton spontane-
ous preterm birth. In the recently published
PROLONG (Progestin’s Role in Optimiz-
ing Neonatal Gestation) study by Blackwell
and colleagues, the trial results revealed
that there were no significant differences
in preterm birth between women treated
with 17 «-hydroxyprogesterone caproate
(17P; Makena) and those who received pla-
cebo.! For study details and comments, see

“Progesterone supplementation does not
PROLONG pregnancy in women at risk for
preterm birth: What do we do now?” by
Michael House, MD, and Errol Norwitz, MD,
PhD, MBA, on page 36. Subsequently, the
FDA’s Bone, Reproductive and Urologic Drugs
Advisory Committee voted 9-7 to recommend
pursuit of approval withdrawal for 17P.

To assess how experienced obstetricians
would manage women with previous pre-
term birth if 17P became unavailable, OBG
MANAGEMENT conducted an informal sur-
vey. Here, 4 experts respond to the question,
“What are you going to do in your practice for
women with a history of a previous preterm
birth if 17P is no longer an option?”

Not ready to leave behind 17P
for recurrent preterm delivery

Patrick Duff, MD
Professor
Division of Maternal-Fetal Medicine

Gainesville, Florida

reterm delivery is arguably the most
important problem in perinatal medi-
cine. It occurs in 10% to 12% of all

obstetric patients in the United States, and
complications of prematurity account for the
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majority of neonatal deaths. A major risk fac-
tor for recurrent preterm delivery is a prior
history of spontaneous preterm delivery,
with or without preterm premature rupture
of membranes. Clearly, prevention of recur-
rence is of paramount importance.

In the Maternal-Fetal Medicine Units
(MFMU) Network trial, Meis and colleagues
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Participants in
PROLONG were
not at the same
increased risk for
recurrent preterm
delivery as those
in the MFMU trial,
and only a minority
of PROLONG
participants

were from the
United States

demonstrated a 34% reduction (relative risk
[RR], 0.66; 95% confidence interval [CI], 0.54-
0.81) in the risk of recurrent preterm delivery
in women who received weekly 250-mg in-
jections of 17P (also called 17-OHPC). After
publication of that trial, use of 17P became
accepted practice in the United States.?

The PROLONG study by Blackwell and
colleagues questions the value of 17P.! In
that international trial, which included
1,708 women from 41 centers in the United
States and 52 outside the United States, the
authors were unable to show any significant
difference in the frequency of preterm deliv-
ery < 35 weeks (11.0% in the women receiving
17P and 11.5% in women receiving placebo;
RR, 0.95; 95% CI, 0.71-1.26). Even when they
examined the subset of women treated at
US medical centers, they could not demon-
strate any significant difference in treatment
outcome.

At least 2 major explanations account
for the discrepancy between the MFMU and
the Blackwell studies. First, the participants
in the PROLONG trial were clearly not at the
same increased risk for recurrent preterm
delivery as those in the MFMU trial. Second,
in the PROLONG trial only the minority of

participants were from the United States. In
fact, given the relatively low rate of recurrent
preterm delivery in the PROLONG trial, the
study was underpowered to detect meaning-
ful differences in maternal outcome. There-
fore, I am not ready to abandon the use of
progesterone supplementation in women at
risk for recurrent preterm delivery.

If the FDA removes 17P from the market,
my approach with at-risk patients will be as
follows:

o I will encourage all at-risk women to elimi-
nate obvious risk factors, such as smoking, il-
licit drug use, and excessive physical activity.

o I will encourage optimal nutrition and ap-
propriate weight gain.

o I will test all patients for chlamydia, gon-
orrhea, and bacterial vaginosis and treat
women who are infected.

o After the patient completes the first tri-
mester, I will treat her with micronized
progesterone, 200 mg daily, intravaginally.
I will continue this medication until 36 to
37 weeks.

e I will perform an assessment of cervical
length at 16, 20, and 24 weeks’ gestation. In
patients with demonstrable cervical short-
ening, I will perform a cerclage.

Rational management options for
reducing risk of preterm delivery

Alex C. Vidaeff, MD, MPH
Professor
Division of Maternal-Fetal Medicine

Baylor College of Medicine and

Houston, Texas

ost women who experience a spon-
M taneous preterm delivery (sPTD)

do not deliver prematurely in
subsequent pregnancies.®> Two recent sys-
tematic reviews, in 2014 and 2017, found
an overall risk of recurrent sPTD of 20.2%
and 30%, respectively.** These numbers are
closer to the background event rate of 21.9%
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in the PROLONG trial, while only a few
women have a recurrence risk of more than
50%, as in the Meis MFMU trial.»? A public
health recommendation cannot be made for
an intervention that is expected to work only
in rare cases and fail in a majority of cases.
Therefore, 17P is no longer a viable op-
tion for preventing recurrence in pregnant

mdedge.com/obgyn



women with a history of sPTD, with only
rare possible exceptions.

What evidence-based alternatives can
be offered to pregnant women who had a
previous sPTD?

Ultrasound assessment of cervical
length has emerged as an effective prognos-
ticator for recurrence in women with a prior
sPTD, being able to predict 65.4% of sPTDs
at a false-positive rate of 5%.5” Furthermore,
sonographic cervical length measurements
identify high-risk women who may not need
any intervention. It has been shown that,
among women with prior sPTD who main-
tain a normal cervical length up to 24 weeks,
more than 90% will deliver at 35 weeks or af-
ter without intervention.®

In the United States, interventions to
reduce sPTD, once a short cervix has been
identified, include vaginal progesterone sup-
plementation and cerclage. The benefit from
vaginal progesterone has been documented
by an individual patient data meta-analysis,
while the benefit of cerclage has been high-
lighted in a Cochrane Review.>!° The results
of an adjusted indirect comparison meta-
analysis suggest that both interventions are
equally effective.!’ Therefore, the decision

on how best to minimize the risk of recurrent

sPTD must be individualized based on his-

torical and clinical circumstances, as well as
the woman'’s informed choice.

Based on current data, the following ap-
proach appears rational to me:

e Cervical ultrasound surveillance between
16 and 24 weeks’ gestation to identify the
subgroup of women at significantly in-
creased risk of sSPTD recurrence.

e With cervical length < 25 mm, vaginal
progesterone supplementation may be
considered. Preferential consideration for
progesterone may be given when lower
genital tract inflammation is suspected,
given the possible anti-inflammatory ac-
tion of progesterone.'**?

« If cervical shortening progresses to 15 to
20 mm, cerclage may be considered. Wait-
ing for a cervix < 15 mm may be unadvis-
able. In conditions of a very short cervix,
frequently dilated, with exposure of the fetal
membranes, ascending subclinical intra-
amniotic infection already may be present,
reducing the efficacy of cerclage. Preferen-
tial consideration for cerclage also may be
given with 2 sPTDs or mid-trimester losses
or with a history of a successful cerclage.

Screen cervical length early,
and use cerclage or vaginal
progesterone as appropriate

Michael G. Ross, MD, MPH

Los Angeles, California

n patients with a history of a previous pre-
term birth, if 17P is no longer an option, I
would revert to screening for short cervix
with transvaginal ultrasound.
Screen all high-risk patients at the first
prenatal visit, so as not to miss a short cervix
before 16 weeks’ gestation. Then, beginning
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at 16 weeks, screen every 2 weeks until ap-
proximately 24 weeks.

If the cervix shortens to 25 mm or less,
offer cerclage or vaginal progesterone.
If the cervix shortens to 20 mm or less, I
would strongly support cerclage or vaginal
progesterone.
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It has been shown
that, among
women with prior
SPTD who maintain
a normal cervical
length up to 24
weeks, more than
90% will deliver
at 35 weeks or
after without
intervention
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Given that preterm
birth is a syndrome
and not a single
diagnosis, it is still
possible that there
is a subgroup of
women who may
benefit from 17P

Use of 17P is still an option, for now

Tufts University School of Medicine
Chief Scientific Officer

Tufts Medical Center
Boston, Massachusetts

he way in which 17P was handled by

the FDA is exactly the way the system

is designed to work; this should be
seen as a success, not a failure.

Given the urgent need for an intervention
to prevent preterm birth, the lack of any alter-
native, and a single, well-designed random-
ized controlled trial that confirmed safety and
suggested some benefit, the FDA approved
17P supplementation in February 2011 for a
limited indication only—one or more prior
unexplained sPTD—using the expedited re-
view mechanism.? Under this mechanism, a
follow-up clinical trial is required to confirm
efficacy. This was the PROLONG trial, which
failed to show any significant benefit of 17P
supplementation in terms of either preterm
birth prevention or neonatal outcome.!

In October 2019, an FDA advisory com-
mittee met again to review these and other
data. After presentations from a range of stake-
holders and a robust discussion, the advisory
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committee voted to pursue approval with-
drawal of 17P due to the lack of consistent
evidence of benefit (it is important to note that
this was not because of safety concerns). This is
exactly the way the process is designed to work.

Where does this leave physicians and
patients? It is clear that progesterone supple-
mentation is not a panacea for preterm birth
prevention and is not indicated for all women
at high risk, even those with one or more prior
unexplained sPTDs. Given that preterm birth
is a syndrome and not a single diagnosis, it
is still possible that there is a subgroup of
women who may benefit from this interven-
tion. For this reason—and because there is
no clear alternative and no known downside
to the administration of this drug (other than
cost)—physicians still may choose to discuss
this option with their patients and, after coun-
seling, patients still may choose to accept it. If
in doubt, engage the “shared decision-making
model”; talk to your patients. @
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