


Scientific conclusions

Four cases of serious liver injury leading to a hepatic transplantation were reported since the
marketing authorisation of Esmya. In addition, several other cases of hepatic impairment associated
with the use of the product were reported. Given the estimated exposure to Esmya of approximately
175,000 patient years, the number of cases of subacute severe liver impairment leading to Iivb
transplantation with Esmya appears higher than expected, although background incidence ug
induced liver injury is uncertain. No information on hepatic events is currently included i Product
Information of Esmya. Acknowledging the uncertainty regarding background incidenc he
information in the reported cases, the seriousness of the reported cases raises con iThree out of
those four cases of serious liver injury were reported to the competent authoritie Qre November
2017. The possible causal relationship between Esmya and acute liver failure hose three cases
prompted an in-depth investigation of this risk and its impact on the beneﬁb alance of Esmya is

warranted.

On 30 November 2017 the European Commission triggered a procedur@er Article 20 of Regulation
(EC) No 726/2004 resulting from pharmacovigilance data, and reqﬁed the PRAC to assess the
impact of the above concerns on the benefit-risk balance of Esm
whether the relevant marketing authorisations should be main m varied, suspended or revoked.

to issue a recommendation on

A fourth case of hepatic liver failure leading to transplantati reported on 30" of January 2018.

Taking into account this new case and the totality of the Qed cases, a preliminary review and

assessment of all the data available was performed @

needed while the issue is being furtherly reviewed. Tkr

February 2018. The current recommendation reIa@nly to provisional measures recommended by

the PRAC for Esmya based on the preliminarygi
n

, to consider if provisional measures were
eliminary review was concluded on 8" of

ailable at this time. These provisional measures

are without prejudice to the outcome of the o ing review under Article 20 procedure.
Overall summary of the scientific tion by the PRAC

Esmya (ulipristal acetate, 5 mqQ) is ntrally authorised medicinal product indicated for pre-operative

treatment as well as intermitteg atment of moderate to severe symptoms of uterine fibroids in
adult women of reproductive ages

The clinical efficacy of ulin: acetate in the pre-operative treatment of moderate to severe
symptoms of uterine i

demonstrating the
fibroid size if admiRis

roids“n adult women of reproductive age was based on short-term studies

f the active substance to reduce fibroid-related bleeding, anaemia and

ed in a daily dose of 5 mg for up to three months. The therapeutic indication
for intermitte tment of moderate to severe symptoms of uterine fibroids in adult women of
reproductive I'.te\/

treatment s of 3 months each with ulipristal acetate along with data for repeated treatment

as based on results from another study providing data for up to 4 intermittent

courses the previous studies. In patients suffering from heavy menstrual bleeding associated with
uterin@ ids, repeated 3-month treatment courses with ulipristal acetate provide a medical
e

alt to surgery and have the potential to reduce the need for surgical intervention.

P reviewed all data currently available from post-marketing settings and from clinical trials as well
as the responses provided by the marketing authorisation holder on cases of serious liver injury
reported with Esmya. In addition to these, a preliminary assessment of a recently reported case of
liver transplantation with fatal outcome was performed. Follow-up information on this case was also
reviewed by the PRAC, as well as additional information provided by the Marketing Authorisation
Holder while the review was ongoing.



No signal of hepatic toxicity was identified during the review of non-clinical or clinical trials of Esmya
inducing hepatic toxicity. The absence of findings in clinical trials has to be interpreted with caution as
abnormal values of ALT/AST was an exclusion criterion as per protocols

In post-marketing settings, a total of four cases of acute liver failure leading to liver transplantation
including one with fatal outcome have been reported in patients exposed to Esmya. In additio eral
cases of hepatic injury in patients using Esmya were reported. The impact of the new safet@ gsin

the currently authorised indications of Esmya cannot be evaluated with certainty at present iew of
the limited data available. An in depth assessment is needed to firmly establish factor§ ay have
caused the reported serious hepatic injuries. It is therefore too early to conclude thaﬁe isk of
hepatotoxicity is associated with the use of Esmya for all cases. However, there ar@ew cases of
serious hepatic injury, where no other obvious explanation has been identified, @I e uncertainty in
cases. In addition,

PRAC considers that involvement of Esmya in at least two of the four transp tion cases reported

relation to possible confounding. Among those, there are positive de-challe

and in two additional less serious cases, is at least plausible. Neverthel review of cumulatively
?&. Even though it is unclear
at this stage whether monitoring of transaminases would necessariﬁrevent further severe cases,
liver function monitoring is expected to be an important measur
treatment, and likely reduce the incidence of severe cases. &

reported post-marketing cases does not allow a firm conclusion at this

tect liver injury during

Given the estimated exposure to Esmya of approximately patient years, the number of cases
of subacute severe liver impairment leading to liver tran tation with Esmya is higher than expected
(4 transplantation cases among 175,000 patient yea\;é)tal of 7 cases with severe liver impairment

among 175,000 patient years; although causality is uncertain for some of these cases).

Although firm conclusions cannot be drawn that t@ cases were caused by Esmya, the available data
raise serious concerns. While the magnitude a@ture (e.g. pattern of hepatotoxicity and possible
mechanism of action) of the risk are being yeviewed in depth, having considered the seriousness of the
risk, the PRAC considered that the abovpé%pti a reasonable doubt that justifies adopting provisional

measures in the meantime.
The PRAC considered the potentiamghepatotoxicity of the product, together with the fact that

Esmya is a symptomatic treatme not curative, that has the potential to reduce the need for

surgical intervention. The PRAC
d the patients that are currently under treatment. Considering all these
factors, in order to reco the measure that would be the most proportionate, the PRAC

psidered the duration of treatment with Esmya, the timelines of the
current scientific evaluation a

concluded to provisi Ily limit the use of the medicinal product to patients that are currently under
therapeutic treatmemh regards to patients under intermittent treatment, the use of the medicinal
product should n peated in patients who have finalised a previous treatment course. In addition,
for patients cur ly"under treatment, a monitoring of serum transaminases levels should to be
performed atgeast monthly and immediately in case of incidence of signs and symptoms of liver injury.

Patients ex g signs and symptoms suggestive of liver injury should promptly contact a healthcare

@ Iver monitoring should also be performed up to four weeks after the discontinuation of
ent. Healthcare Professionals (HCPs) should be informed of the cases of liver injury and
ailure reported with the use of Esmya in post-marketing experience. The threshold of

aminases elevation for patients not included in clinical trials, which is two times the upper limit of
norral, should be considered as the threshold in which the discontinuation of treatment is
recommended. Patients overcoming such threshold should be closely monitored after discontinuation of
the treatment.



The above provisional measures should be reflected in the terms of the marketing authorisation,
including the product information of Esmya, and communicated to HCPs via a DHPC. The adequacy of
these provisional measures will be reviewed as part of the ongoing Article 20.

Grounds for PRAC recommendation b

Whereas, @

.

e The PRAC considered the procedure under Article 20 of Regulation (EC) No 7 N%f resulting
from pharmacovigilance data for Esmya (Ulipristal acetate), in particular t id for
provisional measures in accordance with Article 20(3) of Regulation (@6/2004.

e During the ongoing review of safety and efficacy data in relation to rall risk of liver
injury with Esmya, the PRAC reviewed all data currently available frmst-marketing settings

and from clinical trials as well as the responses provided by the jmakk€ting authorisation holder

on cases of serious liver injury reported with Esmya.

= The PRAC noted that four cases of acute liver failure leading&to liver transplantation including
one with fatal outcome have been reported with Esmya. concluded that the use of Esmya
could potentially be associated with a risk of serious li ' jury. In view of the seriousness of
the cases, the PRAC considered that provisional m €sgare now needed to minimise this risk
and protect patients, while the review is ongoin a thorough assessment of all available
data related to the benefit-risk of Esmya is fi d.

e The PRAC recommends that no new patie should be treated with the medicinal product
while the review is ongoing. The provisior@reasures proposed by PRAC also include the
limitation of use of the medicinal product T patients that are currently under therapeutic
treatment. With regards to patie under intermittent treatment, the use of the medicinal
product should be discontinued icp{ ients who have finalised a previous treatment course.

e PRAC recommended monitor% he liver function at least monthly of patients under
treatment as well as up to eeks after the discontinuation of the treatment. These
investigations should oc mediately in case a patient shows signs or symptoms compatible
with liver injury. Patie éﬂo develop transaminase levels > 2 times the upper level of normal
during Esmya treatmﬁ should stop treatment and be closely monitored.

e Furthermore, PRA ommended that a healthcare professional communication should be
disseminated tyinform healthcare professionals about the precautionary measures, awaiting

the outcom@he full review of Esmya.
QO
In view of thé& abbve, the Committee considers that the benefit-risk balance of Esmya remains
favourab Nect to the agreed provisional measures.

The C tee, as a consequence, recommends the variations of the terms of the marketing
au ion for Esmya.

This,recommendation is without prejudice to the final conclusions of the ongoing procedure under
Article 20 of Regulation (EC) No 726/2004.



