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First series of 18 pregnancies after
ulipristal acetate treatment for
uterine fibroids
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Objective: To study the pregnancy rate after ulipristal acetate (UPA) therapy for fibroids.
Design: Retrospective analysis of a series of 52 patients prospectively included in the PGL4001 (ulipristal acetate) Efficacy Assessment

in Reduction of Symptoms Due to Uterine Leiomyomata (PEARL) II and III trials.

Setting: Academic hospital.

Patient(s): Among the 52 patients, 21 wished to conceive upon treatment completion.

Intervention(s): None.

Main Outcome Measure(s): Pregnancy rate and live birth rate.
Result(s): Twenty-one patients attempted to get pregnant, among whom 15 (7 1%) succeeded, totaling 18 pregnancies. Among these 18 preg-
nancies, 12 resulted in the birth of 13 healthy babies and 6 ended in early miscarriage. No regrowth of fibroids was observed during pregnancy.
Conclusion(s): We report the first series of pregnancies achieved after UPA treatment. Our data

confirm a sustained long-term effect after UPA therapy. (Fertil Steril® 2014;102:1404-9. ©2014

by American Society for Reproductive Medicine.)
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lipristal acetate (UPA), a selec-
U tive P receptor modulator

(SPRM) with pharmacokinetic
properties allowing a single daily dose,
potently modulates P activity and
exerts proapoptotic antiproliferative ef-
fects on fibroid cells without suppress-
ing E, to nonphysiologic levels. Two
randomized clinical trials have shown
that UPA is efficient for control of exces-
sive bleeding in patients with symptom-
atic uterine fibroids (1, 2). It also reduces
myoma size and uterine volume, found
to be maintained for at least 6 months
in patients not undergoing surgery (1,

2). Rapid control of bleeding serves to
normalize hemoglobin levels, which is
important before a surgical procedure,
because we know that anemia, even to
a mild degree, increases the risk of
postoperative morbidity and mortality
in both cardiac and noncardiac
surgery (3).

Administration of SPRMs induces
endometrial changes (P receptor modu-
lator-associated endometrial changes,
PAECs), which spontaneously reverse
over a period of several weeks to months
after cessation of UPA therapy (4). Very
recently a strategy involving intermittent
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courses of 12-week UPA treatment with
off-treatment intervals was demon-
strated to be a potential option for long-
term medical management of fibroids
(5). New algorithms were proposed to
evaluate the remaining place of myoma
surgery in current practice (6).

To date, no data on fertility or preg-
nancy after UPA are available from the
literature.

Here we report the first series of 18
pregnancies obtained in 15 infertile
patients who underwent UPA therapy.

MATERIALS AND METHODS

The PGL4001 (ulipristal acetate) Effi-
cacy Assessment in Reduction of Symp-
toms Due to Uterine Leiomyomata
(PEARL) II and III trials were approved
by our local ethics committee and were
conducted in accordance with the Inter-
national Conference on Harmoniza-
tion-Good Clinical Practice guidelines.
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Fifty-two patients with symptomatic fibroids were prospec-
tively included in the PEARL IT and PEARL III trials at our insti-
tution, according to strict inclusion criteria (2, 5), and received
UPA treatment (Fig. 1). This report is a retrospective analysis of
pregnancies and births achieved in this series of 52 patients. Ten
women were given 5 mg UPA for 3 months (PEARL 1I) (2), and
42 women received 10 mg UPA for variable periods of time
(3 months [n = 27], 6 months [n = 2], 9 months [n = 7],
12 months [nh = 6]) according to the PEARL III protocol (5).
Among these 52 patients, 21 wished to conceive upon
treatment completion and were followed accordingly.
Figure 1 shows the distribution of patients.

Of these 21 patients, 19 (90.5%) underwent myomectomy
at the end of therapy, according to the protocol.

Two patients did not require surgery because of an almost
complete disappearance of their fibroids. The first patient pre-
sented with menorrhagia due to uterine myomatosis. She had
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no wish to conceive at that time. Uterine volume was equiva-
lent to 10 weeks of pregnancy (Fig. 2A) at the first consultation.
(The uterine size was evaluated in weeks of gestation to
conform to the protocol accepted by US Food and Drug Admin-
istration and European Union regulatory authorities and could
not be modified to uterine volume in cm’ retrospectively.) She
was given UPA therapy over four courses of 3 months, accord-
ing to the PEARL III protocol (5). At the end of treatment only
tiny myomas remained, and vaginal examination and mag-
netic resonance imaging (MRI) showed a uterus of normal
volume (Fig. 2B). At her checkup 3 months after treatment
completion, the fibroids were stable in size. In line with the
extension protocol (bis) of the PEARL III study, it was proposed
that the patient start another course of UPA treatment, because
she had no clear desire for pregnancy. On the first day of
menstruation she began taking 10 mg UPA (retrospectively,
the bleeding that the patient interpreted as menstrual bleeding

‘ 52 patients receiving UPA included in the PEARL Il and Ill Trials ‘
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Distribution of pregnant patients included in the study. *One patient had twins. UPA = ulipristal acetate; IVF =

Luyckx. Pregnancies after ulipristal acetate. Fertil Steril 2014.

invitro fertilization; miscar = miscarriage.
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