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1. Background information on the procedure

1.1. Type Il variation @b

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Gedeon Richter Ple %ﬂitted to the

N

European Medicines Agency on 6 August 2014 an application for a variation. {
This application concerns the following medicinal product: O
Y o

&

Centrally authorised Medicinal product(s): International non—pro%r\y name:

For presentations: See Annex A 0

Esmya ULIPRISTAL fa

The following variation was requested:

RS
Z

Variation requested Type Annexes
affected
C.l.6.a C.1.6.a - Change(s) to therapeutic indic@s}l Addition | Type Il I, Il and 11IB
of a new therapeutic indication or m ication of an
approved one \
-
The Marketing authorisation holder (MAH) applied n extension of the indication to include intermittent
treatment of moderate to severe symptoms of u ibroids in adult women of reproductive age.
Consequently, the MAH proposed the update of&ons 4.1, 4.2,4.4, 4.8 and 5.1 of the SmPC.
The Package Leaflet was proposed to be u in accordance. Furthermore, the key elements of the
educational material in Annex Il have b dated.

Leaflet

Information on paediatric I&ments

Pursuant to Article 8 of Reg @‘ (EC) No 1901/2006, the application included an EMA Decision P/215/2009
on the granting of a prwt— ecific waiver.

The variation proposed amendmen(b Summary of Product Characteristics, Annex Il and Package

Information relatir%orphan market exclusivity

Similarity Q
Pursuant to Ar ICN of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000; pplicant did not submit a critical report addressing the possible similarity with authorised
orphan m al products because there is no authorised orphan medicinal product for a condition related
to the pesed indication.

Séi ific advice

The applicant did not seek scientific advice at the CHMP.

1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP and the evaluation teams were:
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Rapporteur: Kristina Dunder Co-Rapporteur: Pieter de Graeff

Submission date 6 August 2014
Start of procedure: 22 August 2 b
CHMP Co-Rapporteur Assessment Report 13 Octob

CHMP Rapporteur Assessment Report 13 Oc .&)14
PRAC Rapporteur Assessment Report 21 {er 2014
PRAC Rapporteur Updated Assessment Report ember 2014
PRAC Meeting, adoption of PRAC AR &vember 2014
CHMP Rapporteur Updated Assessment Report 14 November 2014
Request for supplementary information (RSI) @ 20 November 2014

PRAC Rapporteur Assessment Report 28 January 2015

CHMP Rapporteur Assessment Report 26 January 2015

PRAC Meeting, adoption of PRAC AR 12 February 2015

PRAC Rapporteur Updated Assessment Report QQ 09 February 2015

CHMP Rapporteur Updated Assessment Report 23 February 2015

2 Request for supplementary information (RSI) 26 February 2015
PRAC Rapporteur Assessment Report O 1 April 2015
CHMP Rapporteur Assessment Report Q 1 April 2015
PRAC Meeting, adoption of PRAC AR Kl 10 April 2015
CHMP Rapporteur Updated Assessmen %rt 17 April 2015

Opinion b 23 April 2015
2. Scientific disonion

2.1. Introducﬁ
L 4

Problem stat Mt

Uterine fi uterine leiomyoma) are benign, monoclonal, hormone-sensitive, smooth muscle tumours of
the uteru y are the most common tumour of the female reproductive tract in pre-menopausal women

and a@en reported to affect 20-40% of women during their reproductive years.

Uteri broids are often asymptomatic, but when symptomatic, the primary symptoms are heavy uterine
bleeding, anaemia, abdominal pressure, abdominal pain, increased urinary frequency and infertility. In
particular, heavy menstrual blood loss is one of the most frequently disabling symptoms of uterine fibroids.

Uterine fibroids are commonly treated surgically. Symptomatic uterine fibroids are the leading reason for
hysterectomy. Other, less invasive treatment procedures include myomectomy (which may preserve
fertility), uterine artery embolization and, if the dominant symptom is bleeding, endometrial ablation.
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Medical treatments of symptomatic fibroids are currently limited to short-term use prior to surgery and
comprise either progesterone receptor modulators, i.e. ulipristal acetate (Esmya) or gonadotropin releasing
hormone (GnRH) agonists.

GnRH-agonists are effective in reducing fibroid-related bleeding, correcting anaemia wkhen given

G

esults in

concomitantly with iron therapy, reducing abdominal symptoms and reducing fibroid and uteris olume.

Their use is limited to 3-6 months duration as suppression of oestrogen to castration le
menopausal symptoms including hot flushes, mood swings and loss of libido and can also leag@ toWéss of bone

mineral density. ¢
Ulipristal acetate 5 mg tablets (Esmya) is currently approved for pre-operative use wi sology restricted
to two intermittent treatment courses of 3 months due to absence of long-term s ata.

Surgery may not be a suitable option for all patients, e.g. for medical or perso réasons or if the woman is
peri-menopausal and would rather wait that the symptoms of uterine fibroi% ease as result of
menopause. Thus, a long-term medical treatment of fibroids would be va .

About the product

Esmya (ulipristal acetate) is an orally-active, synthetic selective pwgerone receptor modulator
characterised by a tissue-specific partial progesterone antagoni t. Each tablet contains 5 mg of

ulipristal acetate.

Esmya was granted EU Marketing Authorisation on 23 Fe 2012 for the pre-operative treatment of
moderate to severe symptoms of uterine fibroids in a Il@nen of reproductive age with a treatment
duration limited to 3 months. The duration of treatm:nxas limited to one course of 3 months which was
due to the absence of long term safety data for a p@d longer than 3 months or on repeat courses of
treatment.

Subsequently the indication was extended t Il$o 3-month treatment courses if deemed appropriate by

the treating physician (variation EMEA/H/ /11/19, EC Decision on 18 December 2013). This was based
on the results of PGL09-027 and PGL09- udies (respectively PEARL 111 extension and PEARL I11) which
four 3-month treatment courses of ulipristal acetate 10 mg.

investigated the safety and efficacyz

The present variation application is_t
in women who are not planned{ ergo surgery.

end the indication to allow repeated intermittent treatment courses

The indication applied for w “Wlipristal acetate is indicated for long term (repeated intermittent)
treatment of moderate to seWefe symptoms of uterine fibroids in adult women of reproductive age.”

The indication recom@d is: “Ulipristal acetate is indicated for intermittent treatment of moderate to
ne fibroids in adult women of reproductive age” (see SmPC section 4.1)

severe symptoms
The treatment ?&of one tablet of 5 mg to be taken orally once daily for treatment courses of up to 3
months each. C

Treatmené}nd only be initiated when menstruation has occurred:

- Th fi@’eatment course should start during the first week of menstruation.

- Re€=treatment courses should start at the earliest during the first week of the second menstruation following
the previous treatment course completion.

The treating physician should explain to the patient the requirement for treatment free intervals.

Repeated intermittent treatment has been studied up to 4 intermittent courses (see SmPC section 4.2).
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2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable by the
CHMP.

2.2.1. Ecotoxicity/environmental risk assessment b

Based on the CHMP Guideline on the Environmental Risk Assessment of Medicinal prodyct Human Use
(EMEA/CHMP/SWP/4447/00, 1 June 2006), an action limit is in principle not applicable ﬂ{ ipristal acetate,
as it is a selective progesterone receptor modulator and a potential endocrine disrub

e

At the time of marketing authorisation, the calculated concentration for PECsur r was estimated to
be less than the 0.01 pg/L threshold value. Based on the extensive metabolis %y limited excretion of
unchanged ulipristal, its therapeutic use is unlikely to represent a risk to the % ment. However, a Phase
Il environmental risk assessment was recommended, and underway, to f% characterise the potential

endocrine modulating properties of ulipristal acetate in the environment.

In the context of the obligation of the MAH to take due account of tech&al and scientific progress, the CHMP
has recommended the following points to be addressed:

- a phase Il ERA for ulipristal acetate. Q

Results of the ongoing fish-full life-cycle (FFLC) study whi art of the Environmental Risk Assessment
(ERA) phase Il program are expected early Q2 2015. \

2.2.2. Conclusion on the non-clinical ects
In the context of the obligation of the MAH to taer account of technical and scientific progress, the CHMP
recommends the following points for furthefligvestigation:

- a phase Il ERA for ulipristal acetate % g a fish-full life-cycle (FFLC) study

2.3. Clinical aspects Ob

2.3.1. IntroductionQ{
GCcP \

The Clinical trials ,Q'formed in accordance with GCP as claimed by the applicant.
L 4
The applicant ZN vided a statement to the effect that clinical trials conducted outside the community

were carried& accordance with the ethical standards of Directive 2001/20/EC.
- T@v overview of clinical studies

Tablg,1 icacy study design characteristics of completed studies
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. ; Treatment Treatment Numberof ||
Phase Stady Design Duration groups Dose subjects
- ) Ulipristal 5 mg/'day 96
PGLO7-021 | Double-blind, placebo - P
12-13 wesks? agetate 10 mg/day o3
(PEAFLT) eomtrodlad | 7T T e g e 45 ................
; Ulipristal 5 mg/day 10
+ nae | Doubleblind, double- | 0000 | EEE hm T S o W .
;ﬁjﬁfﬁ dummy, active | 12-13 weeks [ 528 1? E‘f::—‘ €
m comparater controlled Leuprorelin once 2 month® - < Ei
PGLOS-026 Open Labal for Ulpristal i "
(PEARLII | ulipristal acetate 90 days Wmgday  « 202

{P}GEEEEI:I?I Open Label for additional
extension) ulipristsl scstate 3 x 90 days*
PGLI1-006 | Double-bimd parallel e
(PEARL IV eroup 4 x 84 days
: pagy | Double-blnd placebo _—
PGL.MN.0287 conmolled 12 wesks
I

PGL-N.00%0 thl:-blmd. leb":l 12-24 weeks!

controlled

a with a 6 months safety follow-up. \Q
b ulfat

80 mg Fe?* (Tardyferon, containing 256.3mg of ferrous s
concomitantly in all treatment groups

¢ Administered as an intramuscular injection Q

, equivalent to 80mg of Fe*") was administered daily,

d after 90 days of ulipristal acetate treatment, all subj&ets were randomized to receive a treatment of 10 days of 10 mg
of NETA or placebo.

e treatment courses were separated by a druere interval of approximately 6 weeks.

f Week 12 to PEARL Il 55 an optional, unblimded extension period of ulipristal acetate treatment, which was
undertaken by 4 subjects from the p oup (2 each received ulipristal acetate 10 and 20 mg/day), 3 subjects in
the ulipristal acetate 10 mg/day gro 6 subjects in the ulipristal acetate 20 mg/day group

O

Short-term efficacy of ulipri etate was investigated in previously submitted studies, evaluating
pre-operative treatment of ne fibroids:

— Two short-terrNse 11 studies (Study PGL0O7-021 and Study PGLO7-022),

—  Two small% Il studies (Study PGL-N-0287 and Study PGL-N-0090)

.
A further Phase & dy, PGL09-026, evaluated the efficacy of a 3-month course of ulipristal acetate 10 mg
once daily. «

The effica ulipristal acetate as a long-term treatment of uterine fibroids has been assessed in two
long-te ase |1l studies which are submitted in support of this extension of indication:

e above mentioned Study PGL09-026 and its extension PGL09-027 assessed the efficacy and
safety of ulipristal acetate 10 mg over a total of 4 intermittent 3-month treatment courses

— Study PGL11-006 assessed the efficacy and safety of ulipristal acetate 5 and 10 mg over a total of
4 intermittent 3-month treatment courses.
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2.4. Clinical pharmacology

No additional clinical pharmacology data have been submitted within this variation which was considered
acceptable by CHMP considering the applied extension of indication.

2.5. Clinical efficacy @b

The present application is based on the results from study PGL11-006 (Clinical study repo%ering Part |
of this study dated 28 May 2014, with the results of the first 2 treatment courses; CIini{ dy report
covering Part Il dated 12 March 2015 including results of courses 3 and 4). Q

application

In addition, some results from the previously assessed study PGL09-027 (see \@
I, multicentre, clinical

EMEA/H/C/2041/11/19) have also been presented. Study PGL09-027 was a Phﬁ(
study investigating the efficacy and safety of three successive courses of 3- open-label ulipristal
acetate treatment, each followed by ten days of double-blind treatment wi gestin or placebo and a
drug-free period until return of menses, in subjects with myomas and he%ﬁerine bleeding. Study
PGL09-027 was the optional extension to study PGL09-026. The mailg)jective of this extension study was
to assess the sustained efficacy and safety of long term on-off tre t with Esmya on uterine bleeding,
myoma size, pain and quality of life. The study consisted of 3 fur (%urses of 3 months open-label Esmya
treatment, each followed by 10 days of double-blind treatment%Norethisterone acetate (NETA) or

placebo, and then a drug-free period.

2.5.1. Main study \O

Study PGL11-006 O

This was a Phase 111, multicentre, randomised, lee—blind clinical study, investigating the efficacy and
safety of repeated 12-week courses of dail g or 10 mg doses of ulipristal acetate for the long-term
management of symptomatic uterine fibraids

Methods 2

Study participants

The study population consistedof pre-menopausal women with symptomatic uterus myomac(s)
characterised by heavy ble . Patients had to have the required severity of symptoms, i.e. Pictorial

Bleeding Assessment ({te C) score >100, but with no condition that was so severe that emergency
n

surgery would have b;b quired within 3 months regardless of any treatment impact.
Key inclusion critem outlined below:

.
- Pre—m@@ sal women between 18 and 50 years inclusive.

2 4
—  Pati \ h a Body Mass Index =18 and <40.

— @ with hormonal levels of follicle stimulating hormone (FSH) <20 mIU/mL (measured at the
ening 2).

Patient with myomatous uterus <16 weeks (compared to a uterus of 16 weeks of pregnancy).
— Patient with a largest uterine myoma between 3 cm and 12 cm diameter inclusive.

— Patient with menstrual cycle 222 and <35 days. The menstrual cycle between screening 1 and visit
2 was the one considered for assessing eligibility.
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— Pictorial Bleeding Assessment Chart (PBAC) score >100 as measured during screening over the first
8 days of the menstrual bleed.

— Patient had no significant findings at breast examination at the screening visit.

Females of childbearing potential were advised to practice a non-hormonal method of contraceptigog (sexual
abstinence, diaphragm, condom or having a partner with a vasectomy with either confirmed azoo mia or
performed at least 6 months prior to the study)

Females of non-childbearing potential were defined as women with tubal ligation sterilig@t least 2

months before the start. {
Key exclusion criteria are outlined below: O
— The patient had a history of uterus surgery that would interfere with study endpoints (as

assessed by the Investigator). Subjects who had a uterine artery em
months after the procedure.

ion may be included =6

— The patient had a history of or current uterus, cervix, ovarian or bféast cancer.

— The patient had had a significant and persisting finding on l@#kolaou test (PAP) smear within the

past 12 months.

— The patient had a history of endometrium hyperplasj %nocarcinoma or similar lesions in the
screening biopsy. If by exception the endometriu iOpsy results were only made available after the
subject’s visit 2, the Investigator followed cer\ ructions listed in the protocol.

— Patient had a large uterine polyp (=2 cm).
;or uterus.

— Patient had extensively calcified myoma:

— Patient had a known severe coagul ngrder.

— Patient had one or more ovarian c(stj =4 cm diagnosed by ultrasound (US).
— The patient had a history o tfent for myoma with a SPRM.

— The patient had been taki hibited medication:

0 Treatments with th ins (systemic or progestin releasing intra-uterine system) or an oral

contraceptive WQW e month before the screening visit
0 Acetylsalicydic aciddmefenamic acid, anticoagulants such as coumarins and/or antifibrinolytic
drugs suc anexamic acid within 1 week before the screening visit

0 Systenfictglucocorticoid treatments and/or systemic depot glucocorticoid treatments within 1
L 4
we r'2 months before the screening visit, respectively.

o 2‘0\ otropin Releasing Hormone (GnRH) agonist and antagonist:
L]

immediate or monthly sustained release depot preparation or immediate release form within
6 months of screening visit

3 or 6 months sustained release depot preparation within 12 months before the screening
visit.

— The patient was likely to require treatment during the study with drugs that were not permitted by
the study protocol: progestins (systemic or progestin releasing intra-uterine system), hormonal
contraceptives, systemic glucocorticoids (oral and injectable), GnRH agonist and GnRH antagonists.
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— The patient required treatment with a medication which included potent inhibitors of cytochrome
P450 (CYP)3A4 (such as ketoconazole) or potent inducers of CYP3A4 (such as rifampicin).

— The patient had abnormal hepatic function at study entry (defined as aspartate transaminase [AST],
alanine transaminase [ALT], gamma-glutamyl transferase [GGT], hepatic alkaline phosphatase, or
total bilirubin above twice the upper limit of normal). In case of isolated elevated GGT, %iject
could be enrolled if the re-test was within the allowed limits. @

— The patient had a positive pregnancy test at baseline, was nursing or planning a @ancy during
the course of the study. {\

Treatments &Q

There were two parallel arms in the study: 0

e PGL4001 (ulipristal acetate) 5 mg daily administration (PGL4001®9 + placebo of the PGL4001
10 mg tablet)

e PGL4001 (ulipristal acetate) 10 mg daily administration (P(@&l 10 mg + placebo of the PGL4001
5 mg tablet)

Each treatment course lasted 12 weeks (84 days). Treatmen were separated by a drug-free period
until the start of the second menstruation following the en e previous treatment course. There were 4
treatment courses in total.

The clinical study report for Part | presented data a@completion of treatment courses 1 and 2, up to visit
8.

The final clinical study report (Part I1) presente@a after completion of all four treatment courses, up to
visit 12.

The study design is outlined below (Fig b
N
S
,\O
R
(Y
S
>
]
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pain and Qo
painand QoL

: Partl

PBAC PBAC 79( PBAC *

b 4 o b

- Weciimd ™ Nlesciomsd N Nleciosd ™

| |
|

pain and Q)
painand Qel
alnand O
|
nand Q
|

+F +
w i = i =

S1: Anytime in the subject’s cycle. PGL4001 5mg/10mg
$2: 1-4d after start of menses e S
$3:10-18d after start of menses e

V2: 1-4d after start of menses 0 <%  Record PBAC
V3: 4 weeks (£ 1 week) after V2 @

Eag

V4: 8 weeks (t 1 week) after V2 Emdai s pey
V5: Last 8 days of treatment course 1

V6: 10-18 after menses following treatment 1

V7: Last 8 days of treatment course 2

V8: 10-18 after start of menses following treatment course 2
V9: 10-18 after start of menses following treatment course 3

Endometrium biopsy,
if previous not adequate

- i? Site call to patient
start of menses

ing: PBAC or simplified bleeding scale

V10: Last 8 days of treatment course 4 cation intake
V11:10-18 after start of menses following treatment course 4 Q}r mpts for visits and meds
V12: follow-up-10-18 days after start of third menses following last dos UFS Qol, pain VAS

treatment course 4 or 3 months +10d after last dose

\ Date of visit

Figure 1: PEARL IV (PGL11-006) Study Design O

Patients started the 12 week PGL4001 trea nt(gatment course 1) at visit 2, which took place within the
first 4 days of the start of menstruation fo % completion of screening assessments. At visit 6 (between
10 and 18 days after the first day of th enstruation following the end of treatment course 1),
PGL4001 treatment course 2 was di % and patients were instructed to start taking the medication on
the first or second day of their next truation. At visits 8 and 9 (between 10 and 18 days after the first
day of the first menstruation foIIQ the end of treatment courses 2 and 3 respectively), PGL4001
treatment courses 3 and 4, reﬁ ely, were dispensed and patients were instructed to start taking the
medication on the first or SQ day of their next menstruation.

Objectives @
Part I: O\Q
C

The primary,obj ve was to compare and assess the sustained efficacy of two repeated 12-week treatment

courses o@administration of 5 mg and 10 mg doses of PGL4001 on uterine bleeding in women with
uterine

fi
Sec zefficacy objectives were to compare and assess the sustained efficacy of two repeated 12-week
t ent courses of daily administration of 5 mg and 10 mg doses of PGL4001 on myoma volume, uterus
volunle, Quality of Life (QoL) and pain.

A number of exploratory objectives were also included, e.g.

e To assess uterine bleeding characteristics (timing and amount of blood loss) upon return of menses
following treatment course 1.
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e To assess uterine bleeding characteristics (timing and amount of blood loss) upon return of menses
following treatment course 2.

e To assess the histology of the endometrium, including PAECs, 10-18 days after start of menstruation
following the completion of the second course of PGL4001 treatment. i

e To assess the change from baseline to the start of the second menstruation after the
treatment course 1 in QoL (measured with UFS-QolL) and pain.

e To assess the incidence and type of surgery on fibroids. '\: 9

Part 11: {

The primary objective was to compare and assess the sustained efficacy of four r%; 12-week treatment
courses of daily administration of 5 mg and 10 mg doses of PGL4001 on uterin€ bleeding in women with

uterine fibroids

Secondary efficacy objectives were to compare and assess the sustained cy of four repeated 12-week
treatment courses of daily administration of 5 mg and 10 mg doses of, PGLZ001 on myoma volume, uterus
volume, Quality of Life (QoL) and pain.

A number of exploratory objectives were also included, e.g. @
e To assess the timing of return of menses following P treatment course 3.
e To assess uterine bleeding characteristics (timing mount of blood loss) upon return of menses

following treatment course 4.

e To assess the histology of the endometrium@uding PAECs, 10-18 days after start of menstruation
following the completion of the fourth cb f PGL4001 treatment.

e To assess the change from baselin%he start of the second menstruation after the end of
treatment courses 2, 3 and 4 and (J end of study visit in QoL (measured with the UFS QolL) and
pain.

e To assess the change from eliie to the end of study visit in QoL (measured with EuroQol Group
of 5 Dimensions [EQ-5D]).

Health Outcomes Questio:S
e To assess the incidencg and’type of surgery on fibroids.

Secondary safety objective%e to assess the overall safety of two (Part 1) and four (Part Il) repeated
o)

12-week treatment co%
Outcomes/endpoir@

Efficacy Measu @ts

. Utesin@eding pattern

N

The prim icacy endpoint was the percentage of patients who are in amenorrhoea at the end of both
treatmm| rses 1 and 2 (Part 1) and at the end of all treatment courses (Part I1). Amenorrhoea was
defi o0 more than 1 day of spotting within a 35-day interval.

aily administration of 5 mg or 10 mg doses of PGL4001 respectively.

Patients recorded their bleeding pattern in their diary using an 8-day PBAC at screening, when a score of
=100 was required for inclusion, and after the first, second and fourth treatment courses. In total, patients
were expected to complete the PBAC for 32 days (4 x 8 days). Bleeding occurring outside of the timeframe
described above was recorded in the subject diary in a simplified semi-quantitative bleeding pattern
containing 4 categories defined as “no bleeding”, “spotting”, “bleeding” or “heavy bleeding”.

A large number of secondary end-points (Part | and Part Il) were also related to the bleeding pattern, e.g.:
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— Percentage of subjects in amenorrhoea at the end of treatment course 1, 2, 3 and 4, respectively

— Percentage of subjects in amenorrhoea in the last 56 days of treatment course 1, 2, 3 and 4,
respectively

— Proportion of days with uterine bleeding between visit 2 and visit 8 (Part 1), between visit nd visit
11 (Part II)

— Proportion of days with heavy uterine bleeding between visit 2 and visit 8 (Part I) g!en visit 2
and visit 11 (Part I1) ¢

— Median time to amenorrhoea during treatment course 1, course 2, course 3 &ourse 4
respectively O

¢ Myoma volume 8

Change from baseline to visits 6, 7 and 8 (Part |) or to visits 9, 10, 11 and (Rart I1) in the volume of the
three largest myomas and in uterus volume, measured by transvaginal l@ere secondary efficacy
end-points in Part I.

Total volume of the 3 largest myomas and uterine volume were mg}d at screening 3 and visits 6, 7, 8,

9, 10, 11 and 12. If possible, the US was performed by the sanQ ssor at each visit.

e Pain

Change from baseline to end of treatment course 1 and f@e 2 (Part 1) and to treatment course 3 and
course 4 (Part Il), respectively, in pain measured by V sual Analogue Scale) were secondary

end-points. VAS was recorded in diaries at the star d end of each treatment course, at the start of the
second menses after treatment course 4 and at vis@. A Pain VAS score of O represented no pain and a

score of 100 represented worst possible pain.

e Quality of life &

Other secondary endpoints were chang fﬁﬂbaseline to end of treatment course 1 and course 2 (Part I)
and course 3 and course 4 (Part I1) r%{ively in QoL. QoL was measured using the specific UFS-QoL
symptom severity score (Measurem@f Discomfort due to Uterine Fibroids) and HRQL scales, and also by
the general EQ-5D questionnaire@

Safety Measurements {

neral QoL scale used in several conditions).

e Endometrial thickne

A transvaginal ultrasm uring which the endometrial thickness was measured (mm), was performed at
screening 3 and visi

appropriate visit\

o Endorr@m biopsy

N

12. If possible, the transvaginal US was performed by the same operator at the

The sampl ection of endometrial tissue was performed by a gynaecologist at screening (screening 3), at
visit 3 y 1t screening biopsy was “not adequate”), after 2 treatment courses (at visit 8), at visit 9 (only if
bio “not adequate” at visit 8), after 4 treatment courses (visit 11) and 3 months after last dose (visit
1

e Other safety assessments

Apart from the endometrial assessments by ultrasound and biopsies, conventional safety assessments were
made, e.g. vital sign measurements and electrocardiogram, laboratory safety examinations (including
serum levels of estradiol, thyroid stimulating hormone, follicle stimulating hormone and haematology,
coagulation, biochemistry and lipid parameters) as well as adverse event reporting and collection (including
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the above mentioned assessments, gynaecological and breast examination, any other specific assessments
and subjects reporting of AES).

Sample size

The sample size of this study was based on assessing both the efficacy and safety of long-term tréatment of
PGL4001. A sample size of 200 subjects per treatment arm results in the study having a power &r than
85% to detect an absolute difference in the primary endpoint between 2 treatment groups of@ (that is,
689% versus 82%) or greater, using a 2-sided test conducted at a type | error rate of 5%. ThiSywvas deemed
sensitive enough, as in the absence of treatment the expected occurrence of the primarye oint would be
close to zero. In addition, the sample size calculated for the efficacy endpoint was dee &dequate in order

to assess the safety of long-term treatment.

Myoma volume was also taken into consideration and the analysis was conduc after log transformation of
the data, with the corresponding results back-transformed. Assuming a betweén-stibject standard deviation
of 0.6 on the log scale, a sample size of 200 subjects per treatment arm r the study having a power
of 85% to detect a ratio of average myoma volume for PGL4001 10 mg cmred to PGL4001 5 mg of 0.66

or less.

Assuming a drop-out rate of approximately 10% based on previou@jies, the objective was to randomise
444 subjects in order to have 400 subjects who complete 2 tre%nt courses.

Randomisation

At visit 2, eligible subjects were randomised to either 1 5 mg or PGL4001 10 mg in a 1:1 ratio via
centralized Interactive Voice/Web Response System (1V IWRS). The randomisation scheme is stratified
by site. Subjects were randomised into blocks of a@ietermined length.

Blinding (masking) Q

The PGL4001 5 mg or 10 mg treatment wasfallocated randomly in a double-blind design. The 5 mg tablets
had a 150 mg fill weight while the 10 mg ablets had a 300 mg fill weight. The blind was maintained by
administering daily to each subject a t@of 150 mg together with a tablet of 300 mg, by using matching
placebo of 150 mg and 300 mg fill i

The study blind was maintained gv e lock of the Part | database (up to and including visit 8 for all
subjects). Once the Part | datﬁ| as locked, the randomisation code was broken in order for the Part |
analyses to be performed. e Sponsor and MDSL International statistics and data management
personnel were therefore uﬁded at this point.

Investigators, monito@\thologists and subjects remain blinded until the Part Il database has been
cleaned and locked

*
Statistical me

Populatio fc n analyses

Efficacy bes were conducted on the Full Analysis Set 1 (FAS 1) and the PP population sets. FAS 1
pop a@as defined as all randomised subjects who received study medication at least once during
treat t course 1. Analysis of primary efficacy endpoints and myoma volume was also conducted on FAS
2, d 4 (i.e. randomised subjects who received study medication at least once during treatment course 2,
3 and 4 respectively). Subjects in the FAS 1 population were analysed according to the treatment group to
which they were randomised, rather than by the actual treatment they received. PP population sets were
defined for each treatment course as all subjects who had not withdrawn prior to receiving at least 56 days
(i.e. 2 months or 2x28 days) of ulipristal acetate treatment during the specific treatment course and had not
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reported any major protocol deviations up to the start of the next treatment course or prior to study
withdrawal.

Imputation rules for uterine bleeding endpoints

As bleeding monitoring by either a PBAC score or daily diary card was conducted for an extensivédgeriod of
time (up to approximately 21 months), rules were defined to deal with occasional missing infg rmn.
Despite the long duration of the study, for the FAS 1, 63.0% subjects had sufficient uterine bl@g data to
allow assessment of the primary endpoint using observed data only. Imputation rules app o the daily
uterine bleeding pattern, amenorrhoea and controlled bleeding assessments are; if thr secutive days
or less of the daily uterine bleeding pattern are missing, the values for the missing da; be imputed with
the greatest strength of bleeding immediately before or after the period of missin . For example, if a
subject records ‘Heavy Bleeding’ then has two missing days followed by ‘Spotti theé missing days will be
imputed as ‘Heavy Bleeding’. If more than three consecutive days of the dail ine bleeding pattern are
missing, the values for the missing days will not be imputed. If a subject h re than three consecutive
missing days in the last 35 days of a treatment course the amenorrhoea@ssment will therefore be
missing, unless the subject has reported at least two days of spottingﬁat ast one day of bleeding/heavy

bleeding in the last 35 days of the treatment course in question (subject is not in amenorrhoea).

Imputation due to early discontinuation
If a subject withdrew prior to completing a treatment coursﬁ;b
t

« the amenorrhoea assessment was imputed as a failure (Q was not in amenorrhoea) for the treatment
course in question (if the amenorrhoea assessment wa ing for that course), and for any subsequent
course that had not been started for subjects wheregthe primary reason for withdrawal was deemed
negative, i.e. a treatment failure. Negative reasonwithdrawal included, but were not limited to, AE,

protocol deviation and lack of efficacy.

« the amenorrhoea assessment was imput%a success (subject was in amenorrhoea) for the treatment
course in question (if the amenorrhoea aseﬁment was missing for that course), and for any subsequent
course that had not been started if thewlry reason for withdrawal was deemed positive. Positive reasons
for withdrawal included, but were nm ited to, subject request: wished pregnancy and subject request:
symptoms so much better that nb r continued on treatment.

Primary Efficacy Analyses

All statistical hypothesis te d Cls were two sided, using a 5% level of statistical significance.

The results obtained wNe two doses of ulipristal acetate (5 mg and 10 mg) were compared using a
continuity-adjusted c@uared test. The confidence interval for the difference between PGL4001 5mg and

PGL4001 10mg ar, ented using the Newcombe-Wilson score method.
23
Secondary Effi@nalyses
.

The secon&ndpoints of percentage or proportions were analysed using the same method employed for
alysis.

the prim
The QA time to amenorrhoea during each treatment course was analysed using Kaplan-Meier methods.

Ch es from baseline to each treatment course in quality of life measured with the UFS-QoL questionnaire,
EQ-5D VAS scores and pain measured by VAS were analysed using an ANCOVA model with terms for
treatment, treatment course, baseline value and the following interactions: treatment course x treatment,
treatment course x baseline. The covariance among the repeated measures was modelled separately as
unstructured. From the resulting model, estimates of the mean change with the two doses of ulipristal
acetate were compared, and Cls and p-values were presented for the end of each treatment course. Shift
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tables showing changes from baseline were presented for each of the 5 dimensions of the EQ-5D
questionnaire. The number and percentage of subjects whose pain improved by at least 30% and 50% were
summarised by time point, and a subgroup analysis of the most severe subjects at baseline (VAS >40) was

performed.

Changes in fibroid volume and in uterine volume were analysed with a repeated measures ANC odel.
Data were log-transformed before analysis and subsequently back-transformed prior to presw n. The
ANCOVA model included the log total fibroid/uterine volume as the dependent variable an s for

treatment, visit, log total fibroid/uterine volume at screening and the following interactiogs®

treatment, visit x log total fibroid/uterine volume at screening. The covariance among‘% repeated

sit x

measures was modelled separately as unstructured.

Results

Participant flow

A total of 555 subjects were screened at 46 sites in 11 countries, and of t

2
O

O
S

O

e 451 were randomised.

Saeened
N=555
| |  Soeeningfalures
v > ¥
PGLA00T Semg group GLAOO1 10mg group wm;mu:m
Started treatment course 1 treatment course 1
N=15 N=128 N= Subject requestN=2
s Other reason N=2
(Subject request N=6 Not efigibie N=1
AEN=6 1 tLackofefficacy N=1
Other reason N=2 - Protowldevigtion N=1
Lock of efficocy N=1) PGLA001 5mg group PGLA00] 10mg group Surgery N=1)
Started treatment course 2
Withdrawn N=22 usiinal Withdrawn N=17
(Subject request N=11 (Subject request N=8
Other reason N=6 AEN=4
ALN=4 = n =
Lock of efficocy N=1) PGLA0CL 10mg group Ot;l:v:::r:; 4
Started treatment course 3
Withdrawn N=13 M= Withdrawn N=14
(Other reason N=5 (Subject request N=9
Subject request N=4 A Lockof efficocy N=2
ALN=3) L Other reason N=1
PGLA001 10mg group AEN=1
Started treatment course 4 Pregnoncy N=1)
N=176
Withdrawn N=11
(Subject request N=6 Withdrawn N=G
AEN=2 (AEN=3
Other reason N=1 ry Subject request N=1
Pregnoncy N=1 o Pregnancy N=1
Lostto follow-up N=1, ! v Surgery N=1)
PGLA001 Smg group PGLA001 10mg group
L 4 Visit12 Visit12
\ N=167 N=170

Figure @sposition of subjects (as randomised)
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Table 2: Subject Disposition

Treatment Group as Randomised
S PGLA4001 | PGL4001
Disposition/Reasons Smg 10mg Total
Screened 355
Screenung Failures 104
Attended each visit
Screeming 1 355
Screenmng 1 322
Screenmng 3 498
Visit 2 451
Randonused at Visit 2 208 (100.0%)] 223 (100.0%) [431 (1008
Attended each wvisit
Visit 3 219(96.1%) ‘18(978".,) :
Visit 4 218 (95.6%) |2 )
Visit 5 218 (95.6%)
Visit 6 216 (94.7%) | 2
Telephone Call a 211 (92.5%) | 2
Visit 7 205 (89.9%) | o
Visit 8 194 (85.1%) g 387 (8‘ 8°o)
Telephone Call b 192 (84.2%) | 199 (85:T0) | 382 (84.7%)
Visit9 181 (/9.4%) (81 2%) [ 362 (80.3%)
Telephone Call ¢ 177(77.6% 78.9%) | 353 (78.3%)
Visit 10 171 (5.0% (77.1%) 343 (76.1%)
Visit 11 169 ( 74.07oM\168 ( 75.3%) | 337 (74.7%)
Telephone Call d 167 (AN )65 (73.0%) | 332 (73.6%)
Visit 12 167 @a} 170 (76.2%) [ 337 (74.1%)
Recerved study medication
Treatment Course 1 - 0%)| 223 (100.0%) | 431 (100.0%)
Treatment Course 2 X 93.4%) [ 207 (92.8%) [ 420 (93.1%)
Treatment Course 3 191 (83.8%) | 190 (85.2%) [ 381 (84.3%)
Treatment Course 4 ( ; T78 (78.1%) | 176 ( 18.9%) | 354 ( 18.5%)
Discontinued at any time* P 61 (26.8%) | 53(23.8%) [ 114 (25.3%)
Discontinuation Reason: \‘
Not Ehgible 0 1( 0.4%) 1( 0.2%)
ck 0 cacy & 2(09%) | 3(13%) | 3( I.1%)
Adverse Event f | 16 ( 7.0%) | 16( 7.2%) [ 32( 7.1%)
Adverse Event (Study Medication Relat A4 9(39%) | 13(58%) | 22( 49%)
; ) T(31%) | 3(13%) | 10( 2.2%)
Subject Request 27(11.8%) | 20( 9.0%) | 47(10.4%)
Protocol Deviation 0 1( 04%) 1( 0.2%)
Lost to Follow-up FaN 1( 0.4%) 0 1(0.2%)
Surgery or Procedure for Fibro 0 3( 1.3%) 3(0.7%)
Pregnancy T(04%) | J(09%) | 3( 0.7%)
Other Reason 14(61%) | 7(3.1%) | 21( 4.7%)
Vote: Denominator of percentage number of randonused subjects.

*Discontinued the study at

Recruitment

; time: Pishers Exact Test p=0.516.

Source: Table 14.1.1 @

The study was@ed the 26 June 2012 and completed the 19 December 2014.
.

Conduct

Five m
pro

k study

otocol deviations were reported. Two patients, both from the PGL4001 5 mg group, had major
viations associated with compliance (one subject had 76.4% compliance during treatment course

1 he other subject had 63.6% compliance during course 2). Three additional major protocol deviations

occurred in the PGL4001 10 mg group, 2 at randomisation and 1 incorrect treatment allocation.

Compliance data were available for 224 of the 230 subjects in the 5 mg group and for 218 of the 221 subjects
in the 10 mg group. The mean regimen compliance for subjects from the PGL4001 5 mg group was 99.3%,
and the mean protocol compliance was 94.9%, reflecting the early termination of some subjects. For the
10 mg group, the mean regimen compliance was 99.4%, and the mean protocol compliance was 94.5%.
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Baseline data

Table 3: Demographic Data

Treatment Group as Treatment Group as |Full .-\@is
Randomised Received .
(Full Analyvsis Set 1) (Safety Set) Si et
PGL4001 | PGL4001 | PGL4001 | PGL4001, (q
Smg 10mg Smg 10mg ‘\ otal
(N=228) (N=223) (N=230) (N=221) (N=451)
Age (*) N 228 223 230 22 451
Mean 41.6 41.4 41.6 41.5
SD 5.4 5.1 5.4 - 52
Median 43.0 42.0 43.0 ) 42.0
Q1.Q3 38.0.460 | 37.0.460 | 380 460 0.46.0 | 380.46.0
Min, Max 19. 50 26. 50 19.50 26. 50 19. 50
Ethnic Origin [White 211 (92.5%) | 214 (96.0%) |213 (92.6°Q)212 (95.9%) | 425 (94.2%)
Black 12(53%) | 8(3.6%) | 12(F2%) | 8(3.6%) 20 (4.4%)
Asian 1(0.4%) 0 140 3%) 0 1(0.2%)
Hispanic 1(0.4%) 0 %) 0 1(0.2%)
Other 2 (0.9%) 1(0.4%) 0.9%) 1(0.5%) 3 (0.7%)
[Not reported 1(0.4%) 0 4%) 0 1 (0.2%)
Fertility Status [Not of Childbearing
Potential 9(39%) | 15N | 9(3.9%) | 15(68%) | 24(53%)
Of Childbearing N
Potential 219 (96.1%) | 208 (93'3%) |221 (96.1%)| 206 (93.2%) | 427 (94.7%)
Weight (kg) [N 227 223 229 221 450
Mean 69.15 N 6999 69.17 69.98 69.57
SD 13.72{' 12.76 12.67 12.81 12.73
Median 0 67.00 67.00 67.00 67.00
Q1.Q3 61.90. 710 | 60.00. 77.00 [61.00. 75.00| 60.00. 77.00 | 60.00. 76.00
Min, Max A SH6.7 | 47.0.117.0 [455.116.7 [ 47.0.117.0 | 45.5.117.0
Height (cm) [N 27 223 229 221 450
Mean 165.5 166.5 165.5 166.4 166.0
SD A\ 6.0 58 6.1 5.7 59
Median ” 165.0 166.0 165.0 166.0 166.0
1.Q3 — 1162.0,170.0[163.0,170.0 [162.0. 170.0] 163.0. 170.0 | 162.0. 170.0
Min, Max - 147. 184 150. 181 147. 184 150, 181 147.184
Body Mass [N N 227 223 229 221 450
Index (kg/m”) Mean N 25.20 25.26 25.20 2527 25.23
SD [‘é‘ 4.10 449 4.10 4.49 429
Megh 24 .44 24.22 24.44 24.22 2439
Q3 22.31,27.64 | 21.88.28.23 [22.31. 27.64| 21.88.28.13 | 22.04, 27.76
MM Max 18.0.38.1 [ 179.395 | 18.0.38.1 | 179.395 | 17.9.395

*
(*) Age a&ﬁday in whole years, using the date of informed consent.

All t ;patients (451) had a diagnosis of uterine leiomyoma. Subjects from the PGL4001 5 mg and 10 mg
gr s had a similar medical and surgical history.

All subjects had very severe uterine bleeding with a mean (median) PBAC at screening of 302 (220) (range
33 to 2370). Overall, mean total fibroid volume was 84.6 cm® (ranging from 3.0 to 826 cm®) and mean
uterine volume was 227.3 cm?® (ranging from 31.6 to 1286.0 cm®). The uterine volume was comparable in
the two treatment groups with an overall mean (median) of 227.3 (175.7) cm®.
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At screening, mean Hb was 12.27 g/dL and mean Hct was 39.8%. At baseline, 37.4% of the subjects were
anaemic (Hb<12 g/dL), and 10.6% of subjects had moderate to severe anaemia (Hb < 10.2 g/dL).

Subjects in the PGL4001 5 mg and 10 mg groups had similar baseline conditions.

Concomitant medications were taken by a total of 245 (54.3%) of all subjects from the start of theatment
course 1 until visit 12 of the study (Safety Set); 131 (57.0%) subjects from the PGL4001 5 mg p and

114 (51.6%) subjects from the PGL4001 10 mg group.

The most frequently taken medications were anti-inflammatory/anti-rheumatic products,’ @by 19.7% of
subjects (most commonly ibuprofen taken by 15.1% of subjects), analgesics and anti §s, taken by
19.5% of subjects (most commonly paracetamol taken by 15.7% subjects), and iro@)ducts taken by
8.4% of all subjects.

At the start of this study, surgery was not planned for the majority of subjec subjects, 90.9%),
whereas in Studies PGL07-021 and PGL0O7-022 surgery was planned for all subjects enrolled, and in Study
PGL09-026 it was planned for 44.3% of subjects. During the study, 435 %%) subjects in the FAS 1 did
not have surgery performed; surgery was performed on 16 (3.5%) subjects"(7 [3.1%] and 9 [4.0%] in the
PGL4001 5 mg and PGL4001 10 mg groups, respectively); for 13 of &

start of the study. The decision drivers for the 16 subjects that had’siirgery performed were reported as
‘mainly Investigator recommendation’ for 7 subjects, ‘mainly dr’%tl)vy subject request’ for 6 subjects (FAS
1), and ‘equal influence’ for 3 subjects. The main reason for

treatment’ for 6 subjects, ‘poor tolerability to the treatme Q

se surgery was not planned at the

as reported as ‘insufficient efficacy of
1 subject and ‘other’ for 9 subjects. The
‘other’ main reasons for surgery were ‘not compliant ad uent spotting’, ‘progression of strong pelvic
pain — pelvic and ovarian endometriosis’, ‘patient wanted'surgery’, ‘a myoma in status nascendi’, ‘ovarian

")

mMyoma’, ‘endometrial adenocarcinoma’ and ‘severe

cyst’, ‘the treatment made the myoma nodule sm

and it was a partial myoma in status nascendi with
signs of infection’, ‘emergency partial expulsion @
pelvic pain, necrosis of myoma node’.

Numbers analysed 0
Ab

Table 4: Analysis Sets

Treatment Group

Analysis Set {C}HDI S mg PGL4001 10 mg Total
Full Analysis Set 1 (1) 228 223 451
Full Analy=is Set 2 (1) Q 213 207 420
Full Analy=is Set 3 (1) N 191 190 381
Full Analysis Set 4 (1) % 178 176 354
Safety Set (2) - 230 21 451
Per Protocol Set 1 (1) S 219 212 431
Per Protocol Set 2 (N 208 200 408
Per Protocol Jet (1)" 188 187 375
Per Protoc 176 171 EX
[Not Txea&&v 104
('l) Tre ¥oup as randomuzed.

group as recerved.

of 1reated mcludes all subjects who have had at least one screeming assessment conducted but who
bsequently recerved tnal medication.

- Table 14.1.2

Outcomes and estimation

Primary efficacy endpoint

Assessment report
EMA/341144/2015 Page 21/74



Percentage of subjects in amenorrhoea at the end of both treatment courses 1 and 2 (Part 1)

A total of 384 subjects in the FAS 1 had an amenorrhoea assessment at the end of both treatment courses
1 and 2.

Table 5: Analysis of patients in amenorrhoea at the end of both treatment courses 1 and 2 (Full A@sis Set

Y o)
Treatment Group
PGL4001 Smg |PGL4001 10mg | ¢ ‘?tal
Subjects in Amenorrhoea (N=228) (N=223) «\\#51)
Non-missing amenorrhoea assessment for Treatment 197 187 384
Courses 1 and 2
Yes 122 (61.9%) 136 (72N¢0) 258 (67.2%)
No 75 (38.1%) 51 (2" 126 (32.8%)
Difference (PGL4001 10mg - PGL4001 5mg) :
95% Confidence Interval (1) mTO 1%
p-value (2) 4032

Note: Amenorrhoea 1s defined as no more than one day of spotting wit@f: day mterval. The denominator
of percentage 1s the number of subjects with a non-missing ameno sessment for both treatment
courses 1 and 2.

(1) Calculated using the Newcombe-Wilson score method.
(2) Analysed via a continuity-adjusted Chi-Squared Test.

Different sensitivity analyses were performed, for insta imputing missing amenorrhoea assessments
at the end of treatment courses 1 and/or 2 as a failure (not in amenorrhoea) or as a success (in
amenorrhoea).

For sensitivity analysis 1, the number (percenta@ subjects in amenorrhoea at the end of both treatment
courses 1 and 2 was 122 (53.5%) of 228 s%'\egts and 136 (61.0%) of 223 subjects for the PGL4001 5 mg
and PGL4001 10 mg groups, respectively@ difference was 7.5% (95% ClI: -1.6% to 16.6%, p-value:

0.131). 0
For sensitivity analysis 2, missing a@prrhoea assessments at the end of treatment courses 1 and/or 2
were imputed as a success (in a hoea). The corresponding number (percentage) of subjects in
amenorrhoea for this sensitivityfal sis was 145 (63.6%) and 168 (75.3%) for the 5 mg and 10 mg groups,
respectively. The differenceQ 1.7% (95% ClI: 3.3% to 20.2%, p-value: 0.009).

Analyses were also pewe n the FAS 2 and PP Set 2, yielding fairly similar results as above.
Percentage of subj%in amenorrhoea at the end of all four treatment courses (Part 11)

A total of 207 sub@w the FAS 1 had an amenorrhoea assessment at the end of all four treatment courses.

Q9
N
Ko
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Table 6: Analysis of patients in amenorrhoea at the end of all four treatment courses (Full Analysis Set 1)

Treatment Group
PGL4001 5 mg |PGL4001 10 mg Total

Subjects in Amenorrhoea (N=128) (N=223) (N=%51)
Non-mussing amenorrhoea assessment for all four 195 185 5
treatment courses )
Yes 95 ( 48.7%) 112 (605%) | ZOATS4.5%)
No 100 ( 51.3%) 73 ( 39.5%) \I?J( 45.5%)
Difference (PGL4001 10mg - PGL4001 5mg) 11.8%

95% Confidence Interval (1) 1.9%,218 )

p-value (2) 0.

Note: Amenorrhoea 1s defined as no more than one day of spotting within a 35 day V4l The denominator of
percentage 1s the number of subjects with a non-missing amenorrhoea assessment tgall four treatment courses.
(1) Calculated using the Newcombe-Wilson score method.

(2) Analysed via a continuity-adjusted chi-squared test. @

Source: Table 14221 &
A number of sensitivity analyses were conducted using the FAS 1 Q stigate the effect of different

assumptions when handling missing amenorrhoea information, e corresponding results as follows:

For sensitivity analysis 1, missing amenorrhoea assessment nd of treatment courses 1, 2, 3 and/or
4 were imputed as a failure (not in amenorrhoea). The nu (percentage) of subjects in amenorrhoea at
the end of all four treatment courses was 95 (41.7%) Q (50.2%) for the PGL4001 5 mg and PGL4001
10 mg groups, respectively. The difference was 8.6% (95% CI: -0.6% to 17.7%, p-value: 0.084).

For sensitivity analysis 2, missing amenorrhoea Q]ents at the end of treatment courses 1, 2, 3 and/or
4 were imputed as a success (in amenorrhoea). The Aumber (percentage) of subjects in amenorrhoea at the
end of all four treatment courses for this sepsitivity analysis was 112 (49.1%) and 136 (61.0%) for the
PGL4001 5 mg and PGL4001 10 mg grou;é?ﬁjectively. The difference was 11.9% (95% ClI: of 2.7% to

21.0%, p-value: 0.015) ;

Sensitivity analysis 3 (up to 5 consectiti issing days were imputed prior to assessing amenorrhoea at the
end of each treatment course) a itivity analysis 4 (only observed uterine bleeding data used in the
assessment of amenorrhoea) p, d similar differences between the 2 treatment groups compared to

those of the primary analysi ifferences: 11.7% and 10.4%, p-values: 0.024 and 0.208, respectively).

Secondary efficacy ints, including results from Study PGL09-027
A summary of efﬂ esults comparing the efficacy of ulipristal acetate at the end of different treatment
courses both f es PGL09-027 and PGL11-006 are presented below.

’\
Q
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Table 7: Results of key efficacy endpoints in the long-term studies at the end of treatment courses 1 and 2,
at the end of 1, 2, 3 and 4 treatment courses and at the end of treatment course 2 and 4 (Studies
PGL09-027, ITT population and PGL11-006, FAS 1 population)

Stmdy PGLO9-027 Study PGL11-004 1

Parameter Treatment 10 mg/day 5 mg/day 10 mg/day

course ulipristal acetate | ulipristal acetate ulipristal aceta

N=132 N=128 N=123,
Subjects in =131 =197 n=1&7
amenorrhoea at end of . S \’
treatment course, n (%) | 13242 513[:'?&5‘53':; "g"f, 122 (61.9%) 136 &]
[95% CI] [68.4%, 82.8%]
Subjects in n=107 n=193 ﬁﬂf
amenorrhoea at end of . 2
treatment course, n (%) 1,2,3and 4 77 s _;CI o) 95 (48.7%) “ 2(60.5%)
atme [62.8%. 79.6%] 4

[95% CI]

— foor comree 2 =131 n=I05 N n=107
Subjects I : - 116 (88 5%) 152 (?4.1?-%.‘5‘0 162 (82.2%)
amenorrhoea at end of =107 =270
treatment cour After cour L =220

reatment course After course 4 06 (89.7%) 164 (74.5%)
=131 =196
Subjects with spotting /| After course 1 5 ‘D(D;ﬂ"-‘} T ;1{5_, %)
no bleeding at end of _}n=1t]." — - n-"-'J"-'E =
treatment course : : - -
After course 4 100 (93 5%) 168 (76.4%)
N =101
. . .l - -
Subjects with controlled | et course 2 \(J 175 (87.9%) 168 (88.0%)
bleeding After conrse 4 ] ] n=202 n=192
After course 0 13 (73.3%) 144 (75 0%)
= =152 n=146
PEBAC Post-treatment After course 2 5 05 _109.5
Median Change from : = '
Baselne After course 4 = n=140 n=138
: },120 118 121
Median change in . o ) n=119 =198 n=200
nyoma volume fom | et comrse '} 63.2% 54.1% 58.0%
baseline N =06 n=166 n=170
(3 largest myoma) Flter cour T21% 71.8% T27%
n (%) with myoma After cofir 05 (79 8%:) 159 (80.3%:) 156(83.0%)
volume reduction =25% | After fotvst 4 79 (82.3%) 135 (81.3%) 150 (88.2%)
=121 =103 =203
Median change in £ ’Q ourse 1 :-, 3 _E-I._; 5 _El;.;l <o,
uterine volume from N n—_E;ﬁ :;—i _,i}n ];_{_ 1“
baseline - cour — - —
[\ fter course 4 ~40.24 25.1% 30.7%
1 (%) with uterine ’bﬁ.ﬁe.- course 2 73 (603%) 08 (478%) 103 (50.7%)
volume reduction & 3% | After course 4 64 (66.7%%) 85 (30.0%) 97 (56.7%)

= ubJe-::L contnbuting to the endpoint
Ofnote, a 'mﬂb of data updates were undertaken since the Part I database lock, which lead to very minor
treatment course | and 2 compared to those provided m the CSE Part I; all the conclusions of the
CSE Part Lieman entrely valid.
Source: T % ¥7.3- 58, PGLOS-027 CSK Tables: 14.2.1.1.1,14221, 14225 14261, 14262, 142921143121, and
PGJ..l E Tables: 142.1.1,14221 14231, 14211.1,142191,14221.1,142221, 142241, 14233 and
24 x%- Tahle 3

Amenorrhoea at the end of each treatment course

A more detailed summary of subjects in amenorrhoea at the end of each treatment course and time to
amenorrhoea is shown in Table 7 and Figure 3 below.
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Table 8: Summary of subjects in amenorrhoea at the end of ulipristal acetate treatment course 1, 2, 3 and
4 (FAS 1 population) (Study PGL11-006)

Treatment Group
PGL4001 PGL4001
Treatment S_mg 1_0_ mg
Course (N=218) (N=213)
1 [Non-missing amenorrhoea assessment 216 207
Subjects 1n Yes 155(71.8%) 3
[Amenorrhoea No 61 (282%) | 36 ( 1748
[Difference
(PGL4001 10mg - PGL4001 5mg)
95% CI (1)
p-value (2) .
Time to N 155 71 326
Amenorrhoea (Days) [Vean 10.8 83 9.5
SD 14. 10.8 12.5
Median 5.0 4.0 40
Q1. Q3 20.9.0 20.7.0 20.8.0
Min, Max h&w 0.48 0.49
2 [Non-mussing amenorrhoea assessment 05 197 402
Subjects m Yes (74.1%) | 162 ( 82.2%) | 314 ( 78.1%)
Amenorrhoea No (25.9%) | 35(17.8%) | 88 (21.9%)
[Difference 8 1%
(PGL4001 10mg - PGL40 ) e
95% CI (1) @n 0.1%. 16.1%
p-value (2) 0.066
Time to N Q 149 161 310
Amenorrhoea (Days) [Vean 10.5 9.0 9.7
SD Q 12.3 102 113
Median 5.0 6.0 5.0
Q1.Q3 7 40,90 40,80 40,80
Min, 0,47 0,48 0,48
3 [Non-missing amenorrh ent 225 221 446
Subjects m Ye 165 ( 73.3%) | 173 ( 78.3%) | 338 ( 75.8%)
Amenorrhoea 60 (26.7%) | 48 ( 21.7%) | 108 ( 24 .2%)
ence
(%mom 10mg - PGLA4001 5mg) 4.9%
95% CI(1) 3.0%, 12.9%
- p-value (2) 0.267
Time to N 161 166 327
Amemnb@bm) Mean 158 155 15.7
SD 23.2 235 233
* Q Median 6.0 6.0 6.0
(} Q1. Q3 30.100 | 4090 | 40.100
1 Min, Max 0, 86 0,116 0,116
-

@Q/
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Treatment Group
PGL4001 | PGL4001

Treatment 5 mg 10 mg Total

Course (N=228) (N=223) (N=451)

4 Non-missing amenorrhoea assessment 227 220 447
Subjects 1n [Yes 158 (169.6%) | 164 ( 74.5%) | 322N]2.0%)
Amenorrhoea No 69 (30.4%) [ 56 (25.5%) [123 0%)

Dafference 499
(PGL4001 10mg - PGL4001 5mg) i
95% CI(1) 3.4%, 1;@
p-value (2) 0.29
Time to N 154 - 309
Amenorrhoea (Days) [Nean 16.6 16.4
SD 249 W 248
[Median 50 50 50
IQI. Q3 40.9. 40.90 40,90

Min, Max 0, %ﬂ 1,95 0,95
Note: Amenorrhoea 1s defined as the first day for which there 1s no bleeding ger than 35 days, assessed

using the subject diary data from the date of first dose of PGL4001 (whiglf was to be within the first four days
of the start of menstruation for treatment course 1 and within the ﬁrslt‘@ vs of the start of menstruation for

treatment courses 2, 3 and 4). One day of spotting 1 any 35 day int
percentage 1s the number of subjects with a non-missing amenorrb%

i accepted. The denominator of
sessment within each treatment course.
'ore method.

(2) Analysed via a contmuity-adjusted chi-squared test.

(1) CI = Confidence interval, calculated using the Newcombe-“b

Source: Table 14231

% of Subjects
2
=2

20%
10%
0%

Figure

Qﬂg ®PGLDY-027 UPA 10mg

EPGL11006 UPASMg = PGL11-{JO{Q

Course 2nd UPA Course 3rd UPA Course 4th UPA Course
= = = N=225 = N=227 =
=7 = [ty [ N2 (B2

NZ207)
N

ects in Amenorrhea at the end of each treatment course (PGL11-006 Part 1: Full Analysis Set
7: ITT Set)

1, P
Controlled bleeding

Controlled bleeding was defined as no episodes of heavy bleeding and a maximum of 8 days of bleeding over

56 days, i.e. 2 months.

Table 9: Subjects with controlled bleeding in the last 56 days of both treatment courses 1 and 2 (FAS 1
population) (Study PGL11-006 Part I)
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Trearment Group
.I‘_-;ubjects w_ith Controlled Bleeding Ulipristal acetate Total
in the last 56 days of Treatment 5 mg/day 10 mg/day (N=451)
(N=118) (N=113) -

[Non-missing controlled bleeding assessment in the last 56 -
davs ofTre::%Im:ut Courses 1 and 2 185 172 357 X
[Ves 150 (81.1%) 148 (86.0%) 298 (83 58
[No 35 (18.9%) 24 (14.0%) 59
Difference (10mg/day - 5mg/day) 5.0% P

05%CI * -2.7%, 12.6% *Y)

p-value * 0263 Q'
Note: Controlled bleeding is defined as no episodes of heavy bleeding and a maxinmm of § days bleedi tincluding days
of spotting) during the last 56 days of a treatment course. The denominator of percentage is the mum jects with a
non-nussing controlled bleeding assessment for both treatment courses 1 and 2.

a (I calculated using the Newcombe-Wilson score method. &
b Analysed via a continnity-adjusted Chi-Squared Test.
CI = confidence interval, FAS = full analysis set. 0
Table 10: Analysis of subjects with controlled bleeding in the last 56 days Il four treatment courses (Full
analysis set 1)
(2,
uatment Group
Subjects with Controlled Bleeding PGL4001 5 PGL4001 10mg Total
in the last 56 days of Treatment (N=22 (IN=223) (N=451)
MNon-missing controlled bleeding assessment in the 15 v 146 304
last 56 days of all four treatment courses CN\
Yes 108 83A4%) 105 ( 71.9%) 211 {69.4%)
No 52 (32.9%) 41 (28.1%) 93 { 30.6%)
Difference (PGL4001 10mg - PGL4001 5mg) CN 4.8%
95% Confidence Interval (1) RN -5.5%, 15.2%
p-value (2) L (g 0.430

s of heavy bleeding and a maximum of 8 days bleeding (not
a treatment course. The denominator of percentage 1s the

Note: Controlled bleeding is defined as no ep1
mcluding days of spotting) during the last 56
number of subjects with a non-missing contr
(1) CI = Confidence interval, calculated usinp

(2) Analysed via a contﬁluit}f—adjustedb

Median time to amenorrhoea

Median time to amenorrhoea \&8 days and 5 days in the 5 mg/day group and 10 mg/day group,
respectively, for treatment @ se 1. Similarly, median time to amenorrhoea was 7 days and 6 days in the
5 mg/day group and 1 g/day group, respectively, for treatment course 2. Median time to amenorrhoea
was 6 days for both t 4001 5 mg and PGL4001 10 mg group for treatment course 3 as well as for

treatment course 4,
.
Table 11: Kaplﬁ% estimates of subjects in amenorrhoea at the end of each treatment course (FAS 1
d

population)«S PGL11-006)

Ko
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Treatment Group
Treatment PGL400]1 S mg | PGL4001 10 mg Total
Course (N=118) N=113) (N=451)
1 [Non-missing amenorrhoea assessment 228 223 451
Subjects in Amenomhoea 155 (68.0%) 171 (76.7%) 326 (72.3%)
Censored Subjects 73 (32.0%) 52 (23.3%) 125 (27.7%)
Probability of [Probability 0.698 0.778 0.738 b
Amenorrhoea 95% CI 0.636. 0.757 0.721. 0.831 0.696. 0.778
Tune to N 228 223 451 @
Amenorrhoea (Dayz) [Q1 3 3 3 | %
Median 8 5 6
jQ3* 36 N
2 [Non-missing amenorrhoea assessment 212 205 417
Subjects in Amenomhoea 151 (71.2%) 161 (78.5%) 312(748
Censored Subjects 61 (28.8%) 44 (21.5%) 105027
Probability of [Probability 0.715 0.800
Amenorrhoea 95% CI 0.652, 0.775 0.742, 0.852 0. 97
Tune to N 210 204 :
Amenorthoea (Days) Q1 4 4 4
Median 7 [ 7
Q3* 35 47
3 [Non-missing amenorrhoea assessment 191 381
Subjects in Amenorrhoea 159 (83.2%) 328 (86.1%)
Censored Subjects 32 (16.8%) 53 (13.9%)
Probability of [Probability 0.934 0.936
Amenorthoea 95% CI 0.859, 0977 0.886, 0969
Tune to N 191 378
Amenorrthoea (Days) Q1 - 4
Median 6 6 6
Q3 47 34 40
- Non-missing amenorrhoea assessment 178 176 354
Subjects in Amenorrhoea 154 (@) 136 (88.6%) 310 (87.6%)
Censored Subjects 2 ) 20 (11.4%) 44 (12.4%)
Probability of [Probability @ 0.952 0.983
Amenorrhoea 95% CI 09 0.998 0.891. 0.984 0934, 0.998
Time to N & 178 175 353
Amenorrhoea (Days) [Q1 Vs - 4 4
Median . 6 6 6
Q3 53 37 42
Note: Amenorrhoea 15 defined as the first day 1ch there 15 no bleeding for longer than 35 days, assessed

using the subject diary data from date of se of study medication (which was to be within the first 4 days
of the start of menstruation for trea 1 and on the first or second day of menstruation for treatment
courses 2, 3 and 4) to the end of study ication within each treatment course. One day of spotting m any

35 day interval 15 accepted. Sub) considered censored if they have an interval of 35 days or less up to the
end of the treatment course for wi more than one day of spotting was observed (censzored at the first day
of this interval) or who mo& inor heavy bleeding or who have a missing bleeding record at the end of
the treatment course (censo, e end of the treatment cowrse). The denommator of percentage 15 the number
of subjects wath a non-mj.%.mnnhoea assessment within each treatment course. CI = Confidence interval.
* Upper quartile (Q3) Q be calculated for PGL4001 5 mg, treatment course 1 and treatment course 2

Sowrce: Table 14.2’.\

.
PBAC du e off-treatment periods

The me dian) PBAC scores associated with return of menstruation decreased after each subsequent
tre Q’ourse. The extent of reduction in the ulipristal acetate + Placebo group in Study PGL09-027 was
s that observed in the two treatment groups in Study PGL11-006. In Study PGL09-027, NETA had an
additienal positive impact on the reduction of menstrual bleeding.
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300 : |

BPGL11006 UPA Smg EPGL11-006 UPA 10mg
250 EPGL09-027 UPA 10mg + Placebo mPGL09-027 UPA 10mg + NETA |
4
200 +—
150 +— 0 ,

Median PBAC

100 +— k

50 +—

0 o s A
Baseline after 1st UPA Course  after 2nd UPA Course  after 3rd UPAC

N=218 N=172 N=159
N=214] iN=63] [N=156] [N=62i [N=152] [N=E8! {

after 4th UPA Course

Figure 4: Median PBAC Assessment on Intensity of Menstrual Bl %,at Baseline and of First Menstruation
after end of UPA Treatment Course (PGL11-006: Full Analysi PGL09-027: Safety Set)

Fibroid size \

In the FAS 1 population, the mean (median) total @ne at screening 3 was 76.87 cm?® (42.61 cm®) and
92.32 cm?® (43.57 cm®) in the 5 mg/day group mg/day group, respectively.

In terms of fibroid volume reduction, the tqtal volume of the 3 largest fibroids identified at screening was
shown to decrease following the first tr t course, and to further decrease after each treatment
course, with no statistically significant di ces identified between the two treatment groups. The mean
(median) total volume of the 3 lar éomas at end of treatment course 2 (Visit 7) had been 44.59
cm® (19.23 cm®) and 57.10 cm® EBS cm®) for the PGL4001 5 mg and PGL4001 10 mg groups,
respectively. By the end of tre course 4 (Visit 10) the mean (median) volume of the 3 largest
myomas was decreased to 41§ (13.27 cm®) and 39.02 cm?® (13.68 cm®) for the PGL4001 5 mg and
PGL4001 10 mg groups, re tively. The mean (median) percent change from baseline (screening 3) to
visit 10 was -37.09% —71@) and -57.80% (-72.73%) in the PGL4001 5 mg and PGL4001 10 mg
groups, respectively.

“
R
N
-
Q

*
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Follow-Up
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Timings on horizontal axis are approximate as depend on menstrual cycle 2

Figure 5: Median Percentage Change from Screening in Myoma Voluﬁversus UPA Treatment Course
(PGL11-006: Full Analysis Set 1, PGL09-027: ITT Set) @

The percentages of subjects with a reduction in myomas size of @ and >250% at different time points are
shown in Table 12.

Table 12: Summary of the total volume of the three lar e@omas with reduction from baseline =25% and
50% (FAS 1 population) (Study PGL11-006) \

reatment Group
Myoma Volume Reduction PGL4001 PGL4001 10mg Total
[Visit from Baseline (N=2Q (N=113) (N=421)
Vit 6 Non-mussing 207 206 413
Volume Reduction =25% 1.; 62.3%) 137 ( 66.5%) 266 ( 64.4%)
Volume Reduction >50% 7 ( 392%) 71 ( 34.5%) 148 (35.8%)
Vasit 7 Non-mussing 8 200 398
Volume Reduction =25% N ( 80.3%) 166 ( 83.0%) 325 (81.7%)
Volume Reduction >50% al 6 ( 58.6%) 115 ( 57.5%) 231 (58.0%)
Visit 8 Non-mussing 189 193 382
Volume Reduction =23% 140 (74.1%) 153 (79.3%) 293 ( 76.7%)
Volume Reduction _‘50'--»‘< , 101 ( 53.4%) 117 ( 60.6%) 218 (57.1%)
Visit 9 Non-mussing 173 177 350
Volume Reduction =2@ge 130 (75.1%) 147 (83.1%) 277(79.1%)
Jolume Reduction 45 0% 107 ( 61.8%) 120 ( 67.8%) 227 (64.9%)
(Visit 10 [Non-missing . 166 170 336
' >25% 135 (81.3%) 150 ( 88.2%) 285 ( 84 .8%)
fichgn > 50% 111 (66.9%) 124 ( 72.9%) 235 (69.9%)
Visit 11 160 159 319
afedygtion ~25% 125 (78.1%) 128 ( 80.5%) 253 (79.3%)
dNguction =50% 102 ( 63.8%) 113 (71.1%) 215(67.4%)
Vasit 12 Nz 158 160 318
[oWNgng/Reduction ~25% 121 (76.6%) 133 (83.1%) 254 (79.9%)
e Reduction >50% 102 ( 64.6%) 113 (70.6%) 215 (67.6%)

each w1y o/

So 1_@ 14.221.1
U volume reduction
Similar to the fibroid size, the volume of the uterus as measured by ultrasound decreased upon treatment

with ulipristal acetate. The uterine volume decreased following each treatment course with no statistically
significant differences between the two treatment groups at any visit.

The percentage of subjects with a reduction in uterine volume of 225% and =250% at different time points
are shown in Table 13.
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Table 13: Summary of uterine volume with reduction from baseline 225% and =50% (FAS 1 population)
(Study PGL11-006)

Treatment Group

[Uterine Volume Reduction from | PGL4001 S mg | PGL4001 10 mg Total
IVisit [Bazeline (N=228) (N=223)) (N=451)
J1sit 6 on-mussing 214 211 425 b
Volume Reduction >25% 63 (29.4%) 66 (31.3%) 129 (30.4%)
Volume Reduction >50% 13 ( 6.1%) 13 ( 6.2%) 26 ( 6.1%) @
Jisit 7 Non-oussing 205 203 408
Volume Reduction >25% 98 (47.8%) 103 ( 50.7%) 201 (49.3%) ¢ %
Volume Reduction =50% 31 (15.1%) 37 (18.2%) 68 ( 16.7%)
Jisat 8 Non-mussing 194 196 390 h
Volume Reduction =25% 90 (46.4%) 90 (45.9%) 180 ( 46.
Volume Reduction =50% 18 ( 9.3%) 31(15.8%) 49 (128%
Visit 9 Non-nussing 182 182 i N
Volume Reduction >25% 74 (40.7%) 84 (46.2%) 1% )
Volume Reduction =50% 20 (11.0%) 26 (14.3%) ahh’e)
Jisit 10 On-missing 170 171 I 1
Volume Reduction >25% 85 (50.0%) 97 (56.7%) ¥ 53.4%)
Volume Reduction =30% 32(18.8%) 44(25.7%) (22.3%)
fisit 11 ODn-DSSINg 168 165 333
Volume Reduction =25% 74 (44.0%) 79 (47.9% 153 (45.9%)
Volume Reduction =50% 26 (15.5%) 64 (19.2%)
Visit 12 Non-mussing 167 337
Volume Reduction =25% 69 (41.3%) 142 (42.1%)
Jolume Reduction =30% 22 (13.2%) 58 (17.2%)

Note: Denominator of percentage 15 the number of subject: with a non- volume reduction at each

visit.
Sowrce: Table 142241

Effect on Haemoglobin O

In Study PGL11-006, 40% of subjects had Hb ng/dL at baseline, including 12% with more severe
anaemia with equal distribution between t wp treatment arms. After one treatment course, the
percentage of subjects being anaemic dec;/é\yd to 21% and 17% for subjects in the 5 mg and 10 mg group,
respectively. The percentage of subjects With more severe anaemia was decreased to 3% and 4% for the 5
mg and 10 mg group respectively, difference between treatment groups.

Quality of Life assessment&

The improvements in sympt severity and HRQoL total scores were similar in the two treatment groups
and were partially mair&ed during the off-treatment interval between treatment course 1 and treatment

course 2. During tre t, both treatment groups reached symptom severity and total HRQoL scores
similar to those o@@d in healthy women.
.

In the total tr@wt group, the mean symptom severity score (UFS-QolL) at baseline was 48.73, with
ing very similar in the two treatment groups.

baseline s 3&

Regardin QJFS—QOL, at the end of treatment course 1 compared to baseline, the mean (median) change
from, basélihe was of -32.30 (-34.38) and -31.19 (-31.25) in the PGL4001 5 mg and PGL4001 10 mg

tr t groups, respectively. At the end of treatment course 2 compared to baseline, the mean (median)
change was of -27.89 (-28.13) and -27.28 (-28.13) in the PGL4001 5 mg and PGL4001 10 mg groups,
respectively. At the end of treatment course 3, the mean (median) change from baseline was -29.48
(-28.13) and -29.40 (-31.25) in the PGL4001 5 mg and 10 mg groups, respectively. At the end of treatment
course 4, the mean (median) change from baseline was -29.81 (-31.25) and -29.81 (-28.13) in the PGL4001
5 mg and 10 mg groups, respectively.

The pattern of improvement was similar for the HRQoL.
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In the EQ-5D questionnaire, the most complaints at baseline and throughout the study were in the
pain/discomfort and anxiety/depression dimensions.

Compared to baseline, at Visit 5, the percentage of subjects exhibiting moderate pain/discomfort was
reduced in both treatment groups, from 44.4% to 22.3% in the 5 mg/day group and from 45.0% to 23.5%
subjects in the 10 mg/day group. The percentage of subjects exhibiting extreme pain/discomfor eased
from 4.5% to none in the 5 mg/day group and from 6.8% to 0.9% in the 10 mg/day group. 7, the
numbers (percentages) of subjects with moderate and extreme pain/discomfort in the two t nt groups
were similar to those observed at Visit 5 (end of treatment). %

O\
Compared to baseline, at Visit 5 the percentage of subjects exhibiting moderate an»&epression was
reduced in both treatment groups, from 29.9% to 16.7% in the 5 mg/day group an 28.6% 10 0.9% in
the 10 mg/day group. Similarly, the percentage of subjects exhibiting extreme iety/depression
decreased from 3.2% to 0.9% in the 5 mg/day group and from 3.6% to 0.9% e 10 mg/day group. At
Visit 7, the numbers (percentages) of subjects exhibiting moderate and extiemg anxiety/depression in the
two treatment groups were similar to those observed at Visit 5.

This improvement was maintained at visits 7 and 10 (end of treatmeQ:ourses 2 and 4) through to end of
study follow-up at visit 12. @

S

Pain Q
Pain was assessed by VAS (over a recall period of 1 montl@ oth the FAS 1 population and a subgroup of
subjects with severe pain at baseline (VAS score >40).\

At the start of treatment course 1 (baseline) the m@ain VAS scores were 39.7 and 42.6 for the ulipristal
acetate 5 mg/day and 10 mg/day groups, respeq
b

For the FAS 1, at the end of treatment cougsg 1, both treatment groups showed a similar improvement

(decrease) from baseline with a mean (medi change of -26.2 (-24.5) in the PGL4001 5 mg group and

-28.3 (-25.0) in the PGL4001 10 mg % er the off-treatment interval and return of menstruation at
t

the start of treatment course 2 (sta second menstruation following the end of treatment course 1),
there was still an improvement fro @ eline on average but less than seen at the end of treatment course
1, with mean (median) change f paseline of -7.3 (-3.0) and -14.7 (-8.0) in the PGL4001 5 mg and
PGL4001 10 mg groups, respeg . At the end of treatment course 2, there was an average improvement
compared to baseline with (median) change from baseline of -22.3 (-23.0) and -25.6 (-24.0) in the
PGL4001 5 mg and PGL400 mg groups, respectively. The pattern of improvement from baseline
continued over the neN treatment courses; at the end of treatment course 3, there was a mean
(median) change fror@eline of -26.1 (-20.5) and -28.2 (-24.5) in the PGL4001 5 mg and PGL4001 10 mg
groups, respectively,%and at the end of treatment course 4, there was a mean (median) change from
baseline of —21.’ .0) and -27.3 (-23.0) in the PGL4001 5 mg and PGL4001 10 mg groups, respectively.
The decrease fgomybaseline in pain VAS score at the start of each treatment course was slightly less than
seen at th xjf the treatment course. There was no evidence of a difference in the change from baseline
in pain VA ween the two treatment groups.

The e pain VAS score continued to show an improvement (decrease) post-treatment; at visit 12 (end
o y follow-up visit) the mean (median) change from baseline was -14.9 (-16.0) and -18.2 (-19.0) in the
PGL4001 5 mg and PGL4001 10 mg groups, respectively.

Summary of main study

The following table summarises the efficacy results from the main study supporting the present application.
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This summary should be read in conjunction with the discussion on clinical efficacy as well as the benefit risk

assessment (see later s

ections).

Table 14: Summary of Efficacy for trial PGL11-006

Title: A Phase 111, multicentre, randomised, double-blind clinical study, investigatingﬁ
efficacy and safety of repeated 12-week courses of daily 5 mg or 10 mg doses of P 1
for the long-term management of symptomatic uterine fibroids. ,

Study identifier

PGL11-006

Design

‘N7
-

Multicentre, randomised, double-blind

g

Duration of main phase:

Duration of run-in phase:

Duration of extension phase:

The study includes 4 intern@ﬁ{ treatment
courses, with 12 wee
treatment with PGL4 g or 10 mg.
Treatment courses@ separated by a
drug-free perio start of the second
menstruation fomlg the end of the previous
treatment cgse. Part | covers treatment
1@ up to visit 8. Part Il covers
urses 3 and 4 up to visit 12.

le

ays) daily

courses
treat
not

nat @ plicable

Hypothesis

Superiority

\\V

Treatment groups

PGL4001 5 mg

hL400l 5 mg + placebo of the PGL4001 10
mg tablet, 84 days per treatment course,
(n=228)

PGL4001 10 m

—
Kox

PGL4001 10 mg + placebo of the PGL4001 5
mg tablet, 84 days per treatment course,
(n=223)

Endpoints and
definitions

N

S

O

Primary
endpoint

Amenorrhoea

Percentage of subjects in amenorrhoea at the
end of both treatment courses 1 and 2.(Part I)
Percentage of subjects in amenorrhoea at the
end of all four treatment courses (Part I1)

Se
-

N

s\

Amenorrhoea

Controlled
bleeding

Percentage of subjects in amenorrhoea at the
end of treatment course 1 and 2 (Part I) and
course 3 and 4 (Part I1), respectively, in the
last 56 days, time to amenorrhoea, etc.
Percentage of subjects with controlled bleeding
in the last 56 days of treatment course 1 and 2
(Part 1) and course 3 and 4 (Part I11),
respectively.

QJO
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Secondary
endpoints

Myoma
volume

Uterine
volume

QoL

Pain

Change from baseline to visits 6, 7 and 8 (Part
1) and visits 9, 10, 11 and 12 (Part Il) in the
volume of the 3 largest myomas, measured by

transvaginal US.

Change from baseline to visits 6, 7 and Part
1) and to visits 9, 10, 11 and 12 (Part Ib

uterus volume, measured by transv
Change from baseline to end of t ent
course 1 and 2 (Part I) and CQ

(Part Il) in QoL, measured 6

EQ-5D

Change from baseline
course 1 and 2 (Part

course 3 and 4 (P
VAS

I US.

and 4
FS-QoL and

nd of treatment
to end of treatment
in pain, measured by

Database lock

27 February 2014 (Part I)
Final report Part I:
Final report Part I1:

28 May 2014
12 March 2015 )

Results and analysis

Analysis description

Primary analysis

Analysis population
and time point
description

FAS 1 (all randomised subje@ received study medication at least once

during course 1)

,\U

Part |

Descriptive statistics

Treatment group \‘

PGL4001 5 mg

PGL4001 10 mg

and estimate
variability

Number of subje&

«

197

187

Primary epd&poi
Subjects i enorrhoea at
end of eatment

122 (61.9%)

136 (72.7%)

185

172

N

S

QrBleeding in the Last 56

courg§
Q of subjects

ubjects with Controlled

Days of
the two Treatment Courses
1and 2

150 (81.1%)

148 (86.0%)

N

Number of subjects

228

223

<

Change from

Baseline in Volume of the
Three Largest Myomas,
Visit 8 (Ratio to baseline;
LS mean)

0.432

0.363

Effect estimate per

comparison

Primary endpoint:

Amenorrhoea

Comparison groups

PGL4001 5 mg vs. 10
mg
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Difference (PGL4001 10.8%

10mg - PGL4001 5mg)

95% Confidence 1.5%, 20.1%

Interval

P-value 0.032 t
Secondary endpoint: Comparison groups PGL4001 5 10
Controlled bleeding I@

Difference (PGL4001 5.0% ¢

10mg - PGL4001 5mg)

95% Confidence
Interval

-2. &6%

P-value 1

W,
63

Secondary endpoint:
Change from

Comparison groupsQ\

L4001 5 mg vs. 10

mg

Baseline in Volume of the
Three Largest Myomas,

Ratio (PGL4001 "b

Visit 8

0.840
10mg/PGL40g5mg)
95% Confi 0.693, 1.019
Intervala,’

0.076

P-valé‘q

Part 11

N\

Descriptive statistics

Treatment group

PBL4001 5 mg

PGL4001 10 mg

and estimate Number of subjects < :} 195 185
variability 0
Primary end—poir&6 - 95 (48.7%) 112 (60.5%)
Subjects in ame& ea at
end of the fo ment
courses
Number jects 158 146
SubjéctSith Controlled 106 (67.1%) 105 (71.9%)
B ing in the Last 56
Days of the four Treatment
N
ourses
%umber of subjects 228 223
AN Change from 0.328 0.286
* (J Baseline in Volume of the

>

Three Largest Myomas,
Visit 12 (Ratio to baseline;
LS mean)

timate per

comparison

Primary endpoint:
Amenorrhoea

Comparison groups

PGL4001 5 mg vs. 10

mg
Difference (PGL4001 11.8%
10mg - PGL4001 5mg)
95% Confidence 1.9%, 21.8%
Interval
P-value 0.027
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Secondary endpoint: Comparison groups PGL4001 5 mg vs. 10
Controlled bleeding mg
Difference (PGL4001 4.8%
10mg - PGL4001 5mg)
95% Confidence -5.5%, 15.2%
Interval
P-value 0.430 .
Secondary endpoint: Comparison groups PGL400, %g vs. 10
Change from mg k&
Baseline in Volume of the Ratio (PGL4001 0.8@
Three Largest Myomas, 10mg/PGL4001 5mgq)
Visit 12 95% Confidence % 369, 1.138
Interval N
P-value q0.314
Notes None. v

Analysis description All statistical hypothesis tests and Cls Wer@o sided, using a 5% level of
statistical significance. @

The primary efficacy endpoint was th ntage of subjects in amenorrhoea
at the end of both treatment cours 2 (Part 1) or all four courses (Part
1), which was summarised by deSgriptive statistics for each treatment group
and overall. The results obtajn h the two doses of ulipristal acetate (5 mg
and 10 mg) were comparedaM a continuity-adjusted chi-squared test. The
confidence interval for thesdifference between PGL4001 5mg and PGL4001
10mg was also presen mng the Newcombe-Wilson score method.

The secondary endpoifits Of percentage or proportions were analysed using

the same metho@loyed for the primary analysis.

Analysis performed across triaI?: @d analyses and meta-analysis)
e

No pooled analysis or meta-anal been performed by the applicant. However, indirect comparisons
have been made between stud'{ L09-027 and PGL11-006, as shown above.

2.5.2. Discussiow nical efficacy

Design and conduc@linical studies

GL11-006 providing data for up to 4 treatment courses with ulipristal acetate were
of this variation application along with data for repeated treatment courses from the

Results from stu
submitted in s

previousl ed study PGL09-026 and its extension PGL09-027. Study PGL11-006 was completed in
two parts: | presented data after completion of treatment courses 1 and 2, up to visit 8 and Part 11
presen a after completion of all four treatment courses, up to visit 12.

T proposed for the new indication for long-term, intermittent use is the same as the approved dose

for operative treatment, i.e. 5 mg per day. It was hypothesised that the 10 mg dose may have some
advantages in term of efficacy over the 5 mg dose regimen for repeated intermittent administration. Hence,
study PGL11-006 evaluated the efficacy and safety of ulipristal acetate 5 mg and 10 mg whereas study
PGL09-026/027 only included the 10 mg dose.
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The inclusion and exclusion criteria of study PGL11-006 were acceptable and largely in line with those used
in previous studies with ulipristal acetate, except that the women included in this study were not required to
be eligible for a surgical procedure for their myomas.

The design with intermittent treatment courses was used to allow menstrual shedding of the endometrium
and a complete menstrual cycle to take place between each treatment course, with physiologic

progesterone influence on the endometrium. @

No placebo or active control arms were included. A placebo arm was considered unethigal @atients with
heavy menstrual bleeding and an active comparator control was not available due to the{m uration of the
study. These arguments are endorsed.

The efficacy parameters chosen for this study are considered relevant, e.g. assea@ of bleeding by PBAC,
g

myoma volume, pain and quality of life. The primary endpoint was the perce f patients who are in

amenorrhoea at the end of both treatment courses 1 and 2 for Part | of the s and at the end of the 4
treatment courses for Part Il of the study. Amenorrhoea is a rather strict int, since it was defined as
having no more than 1 day of spotting within a 35-day interval. For com@on with the pivotal phase 3

studies in the initial marketing authorisation for Esmya, the co-prim endpoints were percentage of
patients with reduction in uterine bleeding defined as PBAC score end of treatment and change in
total myoma volume assessed by MRI from screening to end o ent in Study PGLO7-21. In study
PGLO7-22, the primary endpoint was the percentage of subjects @eductlon in uterine bleeding defined as
PBAC score <75 at end of treatment.

The sample size calculation methods and the statistlc@ds are considered adequate for the study.

In studies with long period of diary data, the amou f missing data is always a concern. In the FAS 1
population, 63.0% subjects had sufficient uterine bI g data to allow assessment of the primary endpoint
using observed data only. Analysis on observed %nnly was presented as well as other sensitivity analyses
handling early discontinuations. The analy es were€ pre-planned and adequate to address possible missing
data scenarios.

Efficacy data and additional analyse

In total, 114 (25.3%) subjects, i.e. 8%) subjects from the PGL4001 5 mg group and 53 (23.8%)
subjects from the PGL4001 10 m@o p, discontinued the study after the start of treatment course 1 up to
the end of study follow-up visif'( 12), equally distributed between the treatment groups. The most
common reasons were subj quest and adverse events. Reasons for discontinuation did not show any
distinct pattern. Some womglscontlnued since they had no return to menses within 90 days of the last
dose and some due to of improvement.

All treated subjects diagnosis of uterine leiomyoma and all subjects had very severe uterine bleeding
with a mean ( @BAC at screening of 302 (220). The baseline demographic and disease
characteristics similar for the two treatment groups. The study population included was rather similar
to that in &

of approxi ly 25 and the majority were of child-bearing potential. The disease characteristics were also
rather m to previous phase 3 studies, although mean PBAC, fibroid volume and uterine volume were
slig e

(o] en (n=16, 3.5%) underwent surgery in the study.

previous studies, i.e. predominantly white women, aged just above 40 years, with a BMI

r in this study. Surgery was initially planned for less than 10% of the women and a small number

For the primary efficacy endpoint, 62% of subjects were in amenorrhoea at the end of both treatment
courses 1 and 2 in the 5 mg group compared to 73% subjects in the 10 mg group. Thus, there was a
difference between the doses of about 10%. For comparison, 76% of the women in study PGL0O9-027 were
in amenorrhea at the end of both treatment courses 1 and 2 and 72% had amenorrhea at the end of
treatment courses 1, 2, 3 and 4.
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The proportion of subjects in amenorrhoea at the end of treatment course 4 was somewhat lower compared
to the end of course 2 for both doses. However, the proportions are still considered to be of clinical relevance
and 73.3 % of the patients on the 5 mg dose had controlled bleeding (no episodes of heavy bleeding and a
maximum of 8 days of bleeding over 56 days) after treatment course 4. At the end of all 4 treatment
courses, in the 5 mg group, 49 % of the women were in amenorrhoea compared to 61 % subje in the
PGL4001 10 mg group (p= 0.027) for the FAS 1. This proportion may seem low. However, the rtions
are considerably higher after each treatment course and of clear clinical relevance.

The mean (median) PBAC scores associated with return of menstruation decreased after %subsequent
treatment course. Both fibroid volume and uterine volume decreased during the study: Eotal volume of
the 3 largest myomas was shown to decrease following the second treatment cours 4 and -58%
respectively for 5 mg and 10 mg), and to further decrease after each treatmen@e (about-72%). The
reduction in volume was maintained thereafter until the end of study follow- ith no statistically

significant differences seen between the two treatment groups at any visit in of the analysis sets.

The uterine volume as measured by US was shown to decrease following@irst treatment course, and to
further decrease following each treatment course, with a maintained reduction in volume thereafter which
was slightly reduced at the end of study follow-up. A similar responsilas seen for subjects from both the

PGL4001 5 mg and 10 mg groups, with no statistically significant différgnces between the treatment groups.

The total volume of the 3 largest fibroids identified at screenin% shown to decrease following the first
treatment course, and to further decrease after each treatn?ourse, with no statistically significant
differences identified between the two treatment groups. ean (median) percent change from baseline
(screening 3) to visit 10 was -38% (-72%) and —58%& in the PGL4001 5 mg and PGL4001 10 mg

groups, respectively.
By the end of treatment course 4, 81% and 88‘@@ =25% myoma volume reduction in the PGL4001 5

mg and PGL4001 10 mg treatment groups, respéeetively.

Both doses of UPA showed improvement i &Ity of life measurements evaluated using the specific
UFS-QoL symptom severity and HRQoL :cCl

B

During the off-treatment interval, wj mption of menstruation the quality of life was slightly reduced

compared to the end of each trea Q course, but was still improved in comparison to baseline. No

difference between the two tr t groups could be observed.

Overall, the efficacy results dy PGL11-006 were in line with previously performed short-term and
long-term Phase I11 studiethhis study, the 5 mg dose was included, whereas the previous long-term
study PGL09-026 and its'extension PGL09-027 only included data for the 10 mg dose. For several endpoints,
the 10 mg dose was what better than the 5 mg dose, however, for other endpoints (controlled
bleeding, uterine ibroid volume) there were no or only small differences. Due to the overall small
differences, the.N of the 5 mg dose is deemed adequate.

0\< ’
2.5 3®3nclusions on the clinical efficacy

Fi results of study PGL11-006 showed that 73.3 % of the patients on the 5 mg dose had controlled
bleeding (no episodes of heavy bleeding and a maximum of 8 days of bleeding over 56 days) after treatment
course 4 which is considered to be of clinical relevance. In addition, the proportions of patients in
amenorrhoea after each treatment course are of clear clinical relevance supporting repeated intermittent
treatment with ulipristal acetate.
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Long term treatment has been studied up to 4 intermittent treatment courses. Additional data will be
available from two studies (study PGL11-024 and study PGL14-001). The currently ongoing study
PGL11-024 (the second extension of PGL09-026, i.e. following PGL09-027) will provide safety and efficacy
data of up to 8 treatment courses, i.e. data on 4 additional treatment courses further to the data submitted

in this variation (see RMP). b
2.6. Clinical safety @
. Q,

Introduction {

Clinical safety data for ulipristal acetate are available from 5 short-term completed @ e 11 and 111 studies
(4 randomised, double-blind studies, 1 open-label study) and two long-term Ph I'Mystudies (1 completed
open-label study PGL09-027, and 1 ongoing, randomised, double-blind study -006 for which Part I is

completed). All studies were carried out in the target population. Additiona@ty data are available from
24 studies in emergency contraception (3 repeated-dose and 21 single—d’b dies).

Patient exposure S

Over 6,200 subjects have been exposed to ulipristal acetate durin@z inical development (completed
studies, including PGL11-006 Part I) as an emergency contracem d as a treatment for uterine fibroids,

including:
e 6,168 subjects for 5 mg and above for any durati Q
e 4,999 subjects who have received a single dos&
e 1,238 subjects who have received repeatees,
— of whom 1,053 were exposed for Z@ths to the target dose of 5 mg/day or higher,

— of whom 541 subjects were ex for = two 3-month treatment courses to the target does of
5 mg/day or higher (which, when taking account of off-treatment intervals in studies PGL09-027
and PGL11-006, equates tg,ab@ut 9 months of treatment and monitoring),of whom 457 subjects
were exposed to four 3- th treatment courses in completed study to 5 or 10 mg/day (which,
when taking accountG treatment intervals, equates to 21 months of treatment and

continued for further 4.additi | treatment courses with ulipristal acetate 10 mg/day, and so far 53 have
completed additional 2 rses (i.e. a total of 8 treatment courses).

monitoring). S
In the ongoing Study PGLQ (PEARL extension 2), the extension of PGL09-027, 64 subjects have

Since the initial M Authorisation in 2012 and at the cut-off date of 22 February 2015 (in line with
next PSUR 06), a marketing exposure is estimated at around 165,800 patients.

The study i@nd the number of subjects exposed to ulipristal acetate in the phase 3 studies are

summaris@ able 15.

Table ase |1l repeated-dose studies with ulipristal acetate in subjects with symptomatic uterine

fibro afety population)
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LUlipristal acetate Control Overall
) . ] . Active | Planned Duration | treatment and
Study Design Smgday | 10 mg/day | Placsbo control of treatment follow-up
Number of subjects period
- Double-blmd, o -
PGLOT-021 | o 00 conwolled | 0 o8 48 - 12 weeks 3 6m§
Double-blind, /4]
PGL07-022: | double-dummy, 97 103 i 101 12 weeks onths
active comparator
controlled [
a3
PGL09-026 Open-label - 209 - - 12 weeks O’ 3 + 3 months
Upto @ -
- N Approx. 18+ 3
. i b . ,
PGL09-02 Open-label 132 c@; 12 months
Double-blind, - ,bmmses of Approx. 21
PeL1L-000 parallel groups <0 4l i ) 12 weeks? months
|

a Protocol specified two co-primary safety endpoints.

132 subjects (from the PGL09-026 population) were included in
acetate during Study PGL09-027 (1 subject received placebo

acetate).

¢ Each course separated by 10 days of treatment with pla

d Each course separated by a drug-free period until the

previous treatment course.

£
o
@fe

c%r progestin [NETA] followed by a drug-free period.
@ of the second menstruation following the end of the

population, but only 131 received ulipristal
blind treatment] only instead of ulipristal

A summary of the exposure to ulipristal acetateQz 6 months (two or more intermittent 3-month

treatment courses) in completed studies is

esented in Table 16 below.

Table 16: Exposure to ulipristal acetatépé its clinical development, completed studies (safety

population) to support long-term u%

Total ICHE1L
i t
P 090° | PGL09-027 | PGL11-006 | >Mgand | requiremen
above) for long-term
Length of exposure use
20 5 10
Qng 10 mg m
mg mg g
>1 day
- - - - - 6168 > 1500
>6 monthd\, ®
i.e.2 courses (gpprox. 9 months 1 5 128 207 200 541 300-600
ela Me
>1 ths
ie 4 @?s (approx. 21 - - 103 171 172 446 > 100
lapsed time)
a osure 6 months continuously.

Demographic characteristics

Table 17: Demographic characteristics in Phase |11 studies
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Study PGLO7-021 Study PGL07-022 Study PGL09-026 | Study PGL09-027 Study PG11-006 Part I
Variable Ulipristal acetate Ulipristal acetate Ulipristal acetate Ulipristal acetate Ulipristal acetate
Parameter £ mg/day 10 mg/day £ mg/day 10 mg/day 10 mg/day 10 mg/day £ mg/day 10 mg/day
(N=95) (N=98) (N=97) (N=103) (N=209) (N=132) N =130) N=111)
Race [N (%)]
White 84 (88.4%) 87 (88.8%) 83 (85.6%) 88 (85.4%) 179 (85.6%) 121 (91.7%) 213 (92.6%) 212 (95.9%)
Black 0 0 9(9.3%) 11 (10.7%) 19 (9.1%) 8 (6.1%) 12 (5.2% 8 (3.6%)
Asian 11 (11.6%) 11 (11.2%) 1 (1.0%) 1(1.0%) 3(14%) 1 (0.8%) 1(0.4%, 0
Hispame [1] 0 3 (3.1%) 2(1.9%) 6 (2.9%) 2(1.5%) 1(0.4° 0
Other 0 0 1(1.0%) 1(1.0%) 2 (1.0%) 0 2 (Do 1 (0.5%)
Not reported 0 0 0 0 0 0 1040 0
Apge [vears] (n) 95 98 97 103 209 132 . 21
Mean (SD) 412 (59 420(5.5) 40.1(6.2) 40.7 (6.3) 40.1 (6.0) 40558 o mf.{l 414(5.1)
Min / Max 24/50 23 /50 25750 20/50 20/48 20/48 W 50 26/50
Height [cm] (n) 95 98 97 103 209 132 229 21
Mean (S5D) 1643 (6.5) 163.9 (6.1) 163.7 (64) 1623 (6.7) 164.7(39) 165.5 (6.1) 1664 (5.7)
Mm / Max 150 /178 145/178 146 / 180 146 /180 147/ 180 147/ 184 150/ 181
Weght [kg] (n) 95 98 97 103 209 229 21
Mean (SD) 70.1 (13.6) 67.1(103) 683(123) 68.8(127) 69.0(128) 69.17 (12.67) 6998 (12.81)
M / Max 42.0/120.0 489/950 48.5/108.0 460/111.0 41.0/110.0 455/116.7 470/117.0
BMI [kg/m] (n) 95 98 97 103 209 229 21
Mean (SD) 259 (4.6) 25.03.9) 5440 26247 25444 5. )] 25.20 (4.10) 2527(449)
Mm / Max 18.1/39.2 18.1/37.6 194/378 18.1/39.8 18.0/39.8 L\ 139 /39.8 18.0/38.1 17.9/39.5
ng((‘]:J).lIdbeang Potennal 87 (91.6%) 92 (93.9%) 93 (95.9%) 99 (96.1%) 201 (96.2%) ,? 29 (97.7%) 221 (96.1%) 206 (93.2%)

N = number of subjects per treatment group, n = number of subjects for whom data were availabl(Ml = body mass index, SD = standard deviation,

min = minimum, max = maximum. @
Adverse events Q:D

In Study PGL11-006 AEs were classified as: O

— On-treatment TEAEs were defined as events whose€ start date was on or after the first dose of study
medication, up to and including 7 days afte last dose of study medication within each treatment
course. On-treatment TEAEs were sum ed by treatment course.

— Off-treatment TEAEs were defined &tlose whose start date was more than 7 days after the last
dose of study medication within e&
course. Off-treatment TEAES w

atment course and prior to the start of the next treatment
marised by treatment course.

On-treatment TEAEs

The proportion of patients repor@n—treatment TEAEs was higher during the first treatment course

(44.3% in both groups) than ing the second treatment course (27.4% and 29.8% in the 5 mg/day group

and 10 mg/day group, res y). The most frequently reported on-treatment TEAE was headache
matment courses 1 and 2.

followed by hot flush i bo

The majority of TEAEfﬁ\eadache were mild or moderate in intensity, with the exception of 3 severe events
reported in 2 (0.99 jects. All the TEAEs of hot flush were mild or moderate in intensity. During
treatment courgk Qaddition to headache and hot flush, on-treatment TEAEs occurring at a frequency of
22% includgd én%, nza (in 3.8% of subjects), breast pain/tenderness/discomfort (in 2.7% of subjects),
nausea (iMR.%% of subjects), nasopharyngitis and fatigue (both in 2.2% of subjects), and pelvic pain (in
2.0% of s:éls). No other TEAEs occurred at a frequency of 22% in any treatment group during treatment
course

treatment TEAEs were reported during treatment course 1 than during treatment courses 2, 3 and
4. InNgeneral, the number of subjects reporting on-treatment TEAEs by SOC and PT were similar for the
PGL4001 5 mg and 10 mg groups.

Table 18: On-treatment Treatment Emergent Adverse Events occurring in = 2% of patients presented by
System Organ Class and Preferred Term (Study PGL11-006)
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a

Treatment Course 1 Treatment Course 2 Treatment Course 3 Treatment Course 4

PGL4001 PGL4001 PGL4001 PGL4001 PGL4001 PGL4001 PGL4001 PGL4001
~mng 10mg smg 10mg Smg 10mg mg 10mg

System Organ Class / PT n | N|{%|n | N|%]n | N|%|n|N|%]n|N|%|n|N|%]|n|N|%|n|N|%
Number of subjects receiving 230 111 215 205 193 188 180 174
study medication
,-_[\%]_i\,gﬁast One On-Treatment 233|102 (443|236 98 (443|114 59 |274| 95 | 60 |293] 44| 32 (16.6| 56 | 38 |20.2] 58 | 43 |239| 59 9.0
Reproductive system and 35|31 (135033 (30 (136] 21 |17 |79 (15|14 |68 9 | © (47|16 (15 |8.0] 16| 14 |7.8( 16
breast disorders ?

Hot flush 1413|5716 | 15|68 9| 8 |37|6 |6 (2003 |3 |16|5 |5 |27 28 QJ
Breast pain/Breast 77305 |5 (2322 |09|0 |0 (00]JO| 0|00 1]0s) 1|1 |06 29T |11

tenderness/Breast discomfort# o

Pelvic pamn 505|221 4| 4|18 4|4 (191 |1|os5)1|1jO5(0|0(00)2]2 xo 0|00
Vaginal discharge 33|13 3 |3 (14220922 101 |1 ]j05]3 [3 162 |2flINO]O]O0O
Infections and infestations 32|31 (13535 (31 (140]13 |13 |60 (26|13 |63 6 | 5 (26|14 (12|64 12| 1INO.1|[11]| 8 |46
Influenza 9|9 |39 8 |8 |36Q0|O0fo0o|1 |1 |o5)1|1|05(0 ]| 0| 00] 34" \? 20211
Nasopharyngitis 22|09 8 | 8 |36)]3 |3 (14|11 |os)2|1jOo52]2|1l1]2 < ML 22|11
Crystitis 1 1|04 3 (3 (14]1 |1 |05|0 )]0 |jOo1]|1|05]2]|2]|Ll \ 06| 1 1|06
Tonsillitis 4141722091 |1 ]jos5|1]1]05)0]0|00]1 1 00 j00] 1 106
Nervous system disorders 3730130/ 326 (118|190 |16 | 74|13 0 (44| 5| 4 [21[5 [ 5 6 (335 423
Headache 28 23 (100) 36 |24 |109) 15|13 |60 B [ 6 |29 5| 4 |21 5 |5, 4 1225|423
Gastrointestinal disorders R(2TIL7| 26 [22(100] S [ 4 J19| 6 [ 6 [2O00 1|1 [05]3 | 3°N6[ 6|6 [33] 7] 634
Nausea 8|8 |35|4 |4 |18JO0|Of00|O|O|O)O|O|0OO|O } 1|1 |06(2]2]|11
Abdominal pain 413 |13]1 1 jo5]1 |1 |05)]0 ([0 (00JO]| 0|00 1 S22 (113 |3 )17
Investigations 16 (11 | 48|13 |10 |(45]) 5 | 5 (23| 6 | 4 (20] 3| 3 |16 (ﬁ 0.5 3|3 (L7 3|3 |17
Blood creatine phosphokinase 514171 1|05 0 (0|00 0|0 (00O )| O]|00]O 0o 1|1 (061 1|06

increased

Weight increased 220922091 |1 |05|0]0 0022 Q 1 1 |05 0|0 |00 0 |00
Musculoskeletal and connective] 13 [ 10 {43 8 [ 8 [36] 11| 8 [3.7] 2] 2 [10] 2 2 * b3 16] 5|5 (2833 |17
tissue disorders

Back pain 32093 |3 (1422|0900 |o0)O 1 105221121211

Treatment Course 1 Treatment Course 2 =N atment Course 3 Treatment Course 4
PGL4001 PGL4001 PGL4001 PGL-IIJ\ GL4001 PGL4001 PGL4001 PGL4001
Smg 10mg Smg 10 Smg 10mg Smg 10mg

System Organ Class / PT n [ N[%[n|[N[|[%]|n|[N[% K o N|[%|[n [ N[%|u|[N[%|n|[N[%
General disorders and 10 (10 (43|14 |13 |50] 8 |6 (28] 4 1522|101 |1 (052 |2 [|11]4 ] 4](23
administration site conditions

Fatigue I3 JI3| 7| T (321441942 |2 |10 0O [0 00|11 1 0511|061 1|06
Skin and subcutaneous tissue 10| 9 [39(12] 9 [41] 8| 8 5{) 6 [29] 3] 3 [16] 1 0533 [1.7 1 [0.6
disorders

Acne 4 141175 ] 4 < . 1 1 |os5)] 1] 1 (050 )0 |00QO |0 |00/0]O0]00
Psychiatric disorders 12 (11|48 |12 9 0 N T T T N e e O A I A I I 0 A A O AR 1 X

Anxiefy 32083 |3 0 jBo0jojJojo0)j2]2 (101 1 0501 |1 |06 0] 0|00
Respiratory, thoracic and 1 (1 |o4|10| 9 105|655 (24] 2|2 (0|0 |0 j00)J 0|0 (002|211
mediastinal disorders e’

Cough 1 1 04| 5| 4 ojooj 22 (10)J1 |1 (05|00 |00)J0O |0 (001 1|06

Oropharyngeal pain 00003 |3 0 |00] 1 1 (0500 (0000|000 |0 |00]1 1|06
Vascular disorders 6|6 [26] 4] 4 31411 o511 S{ofofoof2 (2111|106

Hypertension 33 [13]34 'i‘ 1 [05]1 1 |05 0[O (f00O|O|O0OJOOpT1 |1 ]06]0]0] 00
Metabolism and nutrition 413 ]13]3 2|09 4 (4 j20)0({0O (00D (1|05 O0O| 0|00 1|1 |06
disorders

Blood and lymphatic system o1 0130 I4Jof o0 oo| 11 |05 1 (o5{0 |0 fo0foO0]O0 ][00 0] 0][00
disorders

Anaemia 6 | 6 %Q 2 ([09] 0|0 j00]1 1 (05] 0] 0 |00) 0|0 00O |0 |OO|O] 000
Injury, poisoning and 1|1 43|14 2 |2 051 |1 josp2 (1 jOo5({2 (1|05 0 |0 (00|33 |07
procedural complications |

Renal and urinary disorders 2 2200331422 (1011 (o053 |2 [L1If1 |1 ]0o6| O] Q|00
Ear and labyrinth disorders 7 4 3|3 |14)2 (200|121 (o5fof[o0ofo0{O|O0fO00fO]O]0O]O]O][00

Vertigo * 3 220811 |1 05]1 1 (050 o |o0)jOo O j00)0 0O |00l0O]0O]00
Cardiac disorders h1 |04 441822 (00T T J05JT1 [T (0500 Joofo]JoOofoo[0]0][00
Neoplasms benign, malignant, OjoofT [T (osfojofoofzZ[2 (10T [T (053 [3[16J 0[O0 (001 |1]06
and unspecified (incl cysts an

polyps)

n="No. of Events, N *@U‘bjects with Event, % = 100*(No. of Subjects with Event/No. of Subjects). PT = Preferred Term

TEAE: Treatment eméfgentdverse events are defined as events whose start date is on or after the first dose of study medication.

On-treatment TRAES@gre ed as events whose start date is on or after the first dose of study medication. up to and including 7 days after the last dose of study
medication Wit I fTeatment course.

Denominator efftage is the number of subjects receiving study medication within each treatment course.

jects and events reporting preferred terms of “breast pain’, “breast tenderness’ and ‘breast discomfort’ have been combined as one preferred
t pAin / breast tenderness / breast discomfort’

Off-treatment TEAEs

In Study PGL11-006 Part I, a total of 169 off-treatment TEAEs were reported in 106 (23.5%) patients with
similar frequency in the two treatment groups. Off-treatment periods went from >7 days after the last dose
of treatment course 1 to the beginning of treatment course 2, and from >7 days after the last dose of
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treatment course 2 to Visit 8. Fewer off-treatment TEAEs were reported following treatment course 2 than
treatment course 1.

The only TEAEs reported in more than 2% of patients during any off-treatment interval were dysmenorrhoea
(in 5 [2.2%] and 8 [3.6%] subjects in the 5 mg/day and 10 mg/day groups, respectively) and norrhagia
(in 8 [3.5%] and 3 [1.4%] subjects in the 5 mg/day and 10 mg/day groups, respectively). The were
mainly mild or moderate in severity. Six (1.3%) subjects experienced severe events, all of W|® re also

SAEs.
g 12),

mg groups,

*

Following treatment course 4, including the time up to the end of study follow-up visit

dysmenorrhoea was reported by 4 and 8 (4.6%) subjects from the PGL4001 5 mg
respectively, and headache by 4 and 1 subjects from the PGL4001 5 mg and 10 m
other TEAEs were reported with a frequency of =2%.

s, respectively; no

The number of subjects reporting off-treatment TEAEs by SOC and PT were s& for the PGL4001 5 mg

and 10 mg groups. More off-treatment TEAEs were reported following tre courses 1 and 4, than
following treatment courses 2 and 3.

Treatment—Related Adverse Events k

Overall, 259 on-treatment adverse events in 112 (24.8%) subje @e considered by the Investigators to
be ulipristal acetate-related in study PGL11-006 Part I. None o reatment-related TEAEs were SAEs.
Table 19: On-Treatment, TEAEs Occurring in 22% of Subj in any Treatment Course Presented by

System Organ Class, Preferred Term, Treatment Cour\ reatment Group (Safety Set, Study
PGL11-006)

Treatment Courze 1 IrenrmeWrie 2 Treatment Courze 3 Treatment Course 4

PCL4001 — PGLAN01 PCL4001 PGL4001
PCGL400L Smg 10mg PGL40AL Sms 10mg PGL400] Smg| 10mg PCGL4001 Smg 10mg

System Organ Claszs [ Preferred)
Term n [ N|[%|n|N|% “ N|{%|o | N|%|o|[N|[%|no |[N|%]o|N|%|no|NI[%
MNumber of subjects receiving pET] 321 3 205 193 138 180 174
study medication ‘
At Least One Study Medicaton [ 89 | 47 [20.4] 54 H-S I =128 [13.0] 30 [ 22 (107 14 9 |47 12 (12|64 15|11 |61 (20| 14 |50
Felated On-Treatment TEAE
Reproductive system and 27 | 23 [10.0] 24 S 13 (11 |51 |11 (11 (&4 4 | 4 (21T | 7|37 8 [ 7 [39]10] & |46
breast dizorders

Hot flush 13 |12 (52 15 [l4 >3 S 8 |37 4 2903 3 |16 5 |5 (2755 |28 8|7 |40

Breast pain/Breast 31313 23] 0 0.0 0]00] 0 00| 1 1 |j05]1 1 |06]1 1 |06

tenderness/Breast discomfort® F\
Nervous svstem dizerders 11 P10 [45] T T334 (Lol 43 [Le] 2 I(L1]1 1 (6] 2 111

Headache 10 |45l 6 | 6 |28) 0|0 |0o0] 4] 3 |16]2 |2 |11]1 1 |o6] 2|2 (11
Skin and subcutaneons tizsue 9 §|36] 6 |6 (28] 6 |5 |24 232|160 [0 |00]2]2 (k1|1 1 &
dizorders

Acne 4 | 4 4 18] 2|2 |09]1 o5 1|1 (05| 0| 0|00
(Castrointestinal disorders 12 11|50 2 o9 o (oo oo jonfo |0 on]l 1|06 3 |2 |11

Naunsea 4 Wt 4 J18]Jo o joojofofonlolojoofo (0000 |0jo0fl 1 |06
(Ceneral disorders and R 6 |27l |4 08| (1 (o] o]0 joof1 [Q1 (D)0 [0 (001 1 |08
administration site conditions

Fatizue 2108 3523122 fog]1 l|os) 0] 0 (00]1 1L josjpofofoo]l 1 |06
Prychiatric dizorders, 4L 6 |6 (26l 6] 41833142315l 0] o0 Joojo [ofonfl 1 Jo6] 0 [0 [00
Investigations A NTH s [e 27 L jos| 2 [1 |08 0 |1 (020 |0 oo [0 (00]1 1 |06
n = No. of events, N F No. af Subjects with avent, %o = 100*(Mo. of subjects with eventMNo. of subjects).
TEAE: Treatmed¥ adverse events are defined as events whose start date 15 on or after the first dose of study medication.
On-treatment b, defined as events whose start date is on or after the first dose of study medication, up to and including 7 days after the last dose of smdy
medication Wi b treatment course.
Denominator ntaze 15 the number of subjects receiving siudy medication within each treatment conrse.
#The o 'of subjects and events reperting the PTs of “breast pain’, “breast tenderness’ and ‘breast discomfort” have been combined as one PT of ‘breast

messbreast discomfort’.
e 14315

Adverse drug reactions

The main outputs used for determining the nature and incidence of adverse drug reactions (ADRs) were the
pooled table of treatment-related adverse events (AE’s) reported during study treatment in phase 111 clinical
studies (PEARL I-I1, 11l and 1V). The data from the Phase |1l studies were pooled to increase the precision of
the adverse drug reactions rates. When reviewing AE’s reported during the Phase 111 trials, it became
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apparent that there was only a slight difference in the overall incidence of AE’s between subjects receiving

ulipristal acetate 5 mg once daily or 10 mg once daily. Therefore, it was decided to pool data from the 5 mg

and 10 mg treatment groups for the purpose of calculating the overall incidence of ADRs. When comparing

repeated treatment courses, overall adverse reactions rate was less frequent in subsequent treatment

courses than during the first one and each adverse reaction was less frequent or remained in théhsame

frequency category (except for dyspepsia and genital discharge who were classified as uncon@
f

treatment course 3 based on one subject occurrence). Hence, the highest potential frequenc dverse
drug reactions for any given 3-month course (i.e. frequency of treatment course 1) is pre d in the
SmPC.

All on-treatment AEs for ulipristal acetate reported as treatment related by the inve @ ors were reviewed
and a thorough causality assessment between the medicinal product and the Ag Q made, taking into
account at least a reasonable possibility of causal relationship. All AEs reporte% e clinical investigators
as treatment related were considered to be ADRs unless any of the following Pertained: The ADR was
reported at same or higher rate in patients receiving placebo in study PG - than in patients receiving
ulipristal acetate; The ADR was reported at a higher rate in the compara rm of study PGL0O7-022, and
there were no event in the ulipristal acetate treatment groups in stu(PoGLO7—021; The ADR was
subsequently found to be a misdiagnosis, and it was more appropyi include a different AE term; The
ADR was related to an underlying medical history or a laborator, @
available laboratory data did not confirm any signals or trends ormal values in the ulipristal acetate
treatment groups. For few cases, if the particular event was ed for one subject only in the entire Phase
111 database in ulipristal acetate groups, it was excluded @c mprised terms relating to natural disease
progression, or medical judgment indicated that a rela ip to ulipristal acetate was implausible; In
addition, there were many isolated cases of differen terms in the system, organ class (SOC), “Infections
and Infestations” randomly but evenly distributed ﬁ

7 abnormality, and review of all

s treatment groups. The incidence rate of those AE
terms was similar or lower to placebo or compa@group and all AEs in this SOC were excluded.

No new adverse drug reactions were detect&d based on safety data from study PGL11-006. The frequency of
the following ADRs was revised based on the grude incidence rate in the pooled ADRs reported by
investigators with both doses of uIipristhetate across three Phase 11l studies: Epistaxis, Dyspepsia,

Flatulence, Hyperhidrosis, Ovarian
increased, Blood cholesterol incre

Adverse Events of Special @t

tured, Breast swelling, Uterine haemorrhage, Oedema, Weight

Reproductive and Breast Di rs

In Study PGL11-006 PzN TEAEs from the reproductive system and breast disorders SOC were the most
common on-treatme Es during treatment course 2 while during treatment course 1 TEAEs from the
nervous system w@ore common. Overall, TEAEs from the reproductive system and breast disorder SOC
were reported i’\ subjects during treatment course 1 than in treatment course 2. Hot flush was the
TEAE most ire@

disorders ere always the most common. The most frequently reported TEAEs were dysmenorrhea

norraghia.

tly reported. Among the off-treatment TEAEs, those from the reproductive and breast

treatment course 2, breast pain was reported only in the 5 mg/day group (in 0.9% of patients).
Excessive Uterine Bleeding

In Study PGL11-006 Part I, over the 2 repeated intermittent treatment courses, 21 subjects out of 451
subjects included, reported 24 AEs related to bleeding, of which 5 were SAEs and occurred in the off-drug
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interval at the time when menstruation is expected. These AEs were mainly metrorrhagia and menorrhagia.
In addition, one SAE of heavy menstrual bleeding was reported from ongoing PGL11-006 Part Il after third
treatment course.

The frequency of TEAESs related to excessive uterine bleeding did not increase with the number ofitreatment
courses in Studies PGL09-027 and Study PGL11-006. TEAEs were reported in:

— 4 (3.1%) subjects in Study PGL09-027 and 11 (2.6%) subjects (7 [3.2%] and 4 [Z.@n the 5
mg/day and 10 mg/day groups, respectively) in Study PGL11-006 during and after @ment course
2, {\

— 2 (1.7%) subjects in Study PGL09-027 during and after treatment course 30

— 2 (1.9%) subjects in Study PGL09-027 during and after treatment co@

Endometrial Hyperplasia and Hypertrophy

In Study PGL11-006 Part I, TEAEs of endometrial hyperplasia were repo@n 1 (0.2%) subject during
treatment course 1 with 5 mg, and in 4 (0.9%) subjects (off-treatment aftéf the treatment course 1 with 5
mg/day), from those 4, only 1 diagnosis was confirmed by expert pa&logists. Endometrial hypertrophy
was reported as off-treatment TEAE in 1 subject in the 10 mg/day (after treatment course 1). Results
of endometrial biopsies and effects of treatment on endometri ickness are discussed in more detail

below. Q

Hot Flushes and Other Castration-Related Symptoms O

In Study PGL11-006 Part I, castration-related TEAEs werévhot flush, depression, depressive mood,
decreased libido and vaginal infection. Hot flush w erall reported as on-treatment TEAE in 34 (7.5%)
subjects (8 of them experienced hot flush in bot ment courses). Depression was overall reported in 5
(1.1%) subjects and depressive mood in 3 (O.7£§ubjects. Decreased libido was overall reported in 3
(0.7%) subjects, vaginal infection in 2 (O.%ubjects.

There was no trend of an increase in ca ion-related TEAEs with repeated courses of treatment with
ulipristal acetate, similar to observ?i iff Study PGL09-027.

Ovarian Cysts

In Study PGL11-006 Part I, thﬁgnce of cysts was assessed by transvaginal ultrasound at screening 3,

Visits 6, 7 and 8. Overall, n ovaries were observed for >89% of subjects at all visits. Follicular cysts

seen on 2 or more consecutl isits were observed for 7 subjects in the 5 mg/day group and for 7 subjects
in the 10 mg/day grou\

One subject in the ay group had endometrioma on the left ovary reported at Visit 6, at an
unscheduled visi nth later, and at early termination visit 2 weeks later. This was clinically significant
and reported a TEAE of ovarian cyst, was treated with surgery and resolved 2 months later. Another
subject in ﬁ&]/day group had endometrioma on the right ovary at screening (considered as clinically

significan at Visit 6 (considered as non-clinically significant), but was reported as having a normal
transva@ Itrasound of ovaries thereafter.

(0) ject in the 10 mg/day group had a moderate TEAE of ovarian cyst during treatment course 2 that
wa nsidered related to study treatment. In addition, a total of 4 off-treatment TEAEs of ovarian cysts
were reported in 4 subjects. All these events resolved, two were considered as related to the treatment (1
subject in the 5 mg/day group).

Dysmenorrhea
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Dysmenorrhea was overall reported in 2 subjects in study PGL11-006 Part I: 1 subject in the 5 mg/day group
during treatment course 1 and 1 subject in the 10 mg/day group during treatment course 2. Off-treatment
TEAEs of dysmenorrhoea were more common than on-treatment TEAEs. Dysmenorrhoea was reported in 13
(2.9%) subjects overall, 10 after treatment course 1 and 4 after treatment course 2.

Acne b

Twelve TEAEs of acne were overall reported in 9 (2.0%) subjects in study PGL11-006 Part |.®TEAES of

acne reported were mild or moderate in severity and all of them were considered as treat -related. No
off-treatment TEAEs of acne were reported in any treatment group. {
Nervous System Disorders O

In study PGL11-006 Part I, headache was the most frequently reported on-tre nt TEAE for both
treatment courses 1 and 2, but the proportion of subjects experiencing head as higher in treatment
course 1 (overall 9.8%) than in treatment course 2 (overall 4.3%). None ofRthebTEAEs of headache were
serious and the majority were mild or moderate in intensity, with 3 seva%ents in 2 subjects.

Cardiac and Vascular Disorders

In study PGL11-006 Part I, the incidence of TEAEs from the cardia@i vascular disorders SOCs was low.

The most common TEAE was hypertension (reported in treatm urse 1 in > 1% of subjects in both
treatment groups). These were reported as hypertension, al 0 data are available to assess whether
these were confirmed hypertension cases versus single o nce of high blood pressure.

Results of vital sign and ECG monitoring did not raise& ncerns regarding cardiac safety.

Gastrointestinal Disorders O

The most common gastrointestinal TEAE was na%&, followed by abdominal pain and toothache in study
PGL11-006 Part I. The incidence was Iower{r:]g reatment course 2 than during treatment course 1.

Hepatobiliary Disorders and Liver Safety ‘ )

On-treatment TEAEs from the hepatobiliary disorders SOC were reported only in the 10 mg/day group
(study PGL11-006 Part ). Two eve cholelithiasis were reported in 2 subjects during treatment course
1 and 2 events of liver disorders eported in 1 subject during treatment course 1 and 1 subject during
treatment course 2. In the invﬁ ions SOC, a few cases of on-treatment TEAEs related to abnormal liver
function were reported, wit ases in ALT, gamma-GT, AST and blood alkaline phosphatase. The
majority of these events werorted during treatment course 1. No cases of hepatobiliary disorders were
reported after treatmen urse 3 and 4.

.

Endometrial s ?\t?

Endometrial :Jess

Endometri ickness was measured by ultrasound in Study PGL11-006, at screening, 10-18 days after
start ofimenses following treatment course 1 (Visit 6), in the last 8 days of treatment course 2 (Visit 7) and

105 ys after start of menses following treatment course 2 (Visit 8).

The mean endometrial thickness was similar at all visits including screening, ranging from 8.4 to 8.8 in the
5 mg/day group and from 7.9 to 9.5 in the 10 mg/day group. The number of subjects with a thickness
>16 mm rose from 22 (4.9%) subjects at screening to 31 (7.4%) subjects at Visit 6 (10 to 18 days after
start of menstruation following end of treatment course 1), before returning to levels similar to screening at
Visit 7 (20 [4.9%] at the end of treatment course 2), and decreasing to 13 (3.4%) subjects at Visit 8 (10 to
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18 days after start of menstruation following end of treatment course 2). There were no major differences
between the two treatment groups in terms of endometrial thickness.

Endometrial hypertrophy was reported as an off-treatment TEAE in 1 subject in the 10 mg/day group (after

treatment course 1).

The individual endometrial thickness values over time for subjects (n=42) with an endometrial t@ess <
16 mm at screening and at least one assessment of endometrial thickness > 16 mm post-sc@ng were

also presented for the safety population (study PGL11-006 Part I). Subjects had occasionall endometrial
thickness > 16 mm. As expected, some subjects have an increased thickness after 1 c N of treatment

(Visit 6) but return to normal thickness after 2 courses of treatment (Visit 7). Some {ts presented still
with normal endometrial thickness after 1 course of treatment, an increased thic mﬂer 2 courses and
came back to normal thickness after one menstruation post treatment (visit 8). ly three subjects had an
endometrial thickness > 16 mm at all visits up to Visit 8. The MAH carefully | &pat the data after Visit 8
of these individual patients (PGL11-006 ongoing Part I1). The endometrial thickhess of all 3 subjects

ultimately decreased < 16 mm, at Visit 9 for 2 of them and Visit 10 for tfbﬁt subject.

The final CSR was provided during the procedure. Endometrial safety&lta for Part | and Part Il are
summarised in the table below.

Table 20: Summary of Endometrium Thickness Data PGLll—OO@fety Set)
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Treatment Group
PGL4001 PGL4001
5 mg 10 mo Total
Visit Value (mm) (N=230) (N=211) (N=451)
Screening 3[Endometrium Thickness [N 225 220 445
Mean 8.4 8.4 8.
5D ] ] 3.
Median 8.0 8.0
Min, Max 2.23 2,27 'y
~16mm I1(49%) | I1(5.0%) | @1.9%}
VIsIt & Endometrium Thickness [N 214 207 PN A2
Mean 3.8 9.3 9.1
5D 43 48 4.3
Median 3.0 . 3.0
Min, Max 1,25 % 1,29
~16mm 13(6.1%) 1&/@ 31(7.4%)
WVisit 7 Endometrium Thickness [N 207 200 407
Mean 8.7 \'/.9 83
5D 49 4.4 47
Median 8.0 7.0 2.0
Min, Max 1.3 { 1,35 1,35
~16mm 13 (6.@ T(3.5%) 70 (4.9%)
Visits  |Endometrium Thickness [N % 193 385
Mean 3.1 3.3
SD (\‘i_s 13 71
Median . v E.D 3.0 3.0
Min, Max \‘U 2,27 2,37 2,37
= 16mm 7 (3.6%) 6 (3.1%) 13(3.4%)
WVisit 9 Endometrium Thickness [N ('\ 182 180 362
Mean A~ 53 77 80
5D v 4.1 37 ]
Medi ~ 8.0 7.0 7.0
ﬁﬁv 1,26 1,32 1,32
=~ T6mm ) T(3.8%) I(L7%) 10 (2.8%)
Visit 10 Endometnum Thickness [N - 172 169 341
7.7 7.6 7.6
4.5 4.3 4.3
edian 7.0 7.0 7.0
hin, Max 0,31 0,40 0,40
,\{ ~16mm 0 (5.2%) 3 (3.0%) T4 (@.1%)
Visit 11 Endometrium ss [N 170 164 334
Mean 7.8 7.4 7.6
\ SD 37 33 33
@ Median 7.0 7.0 7.0
Q Min, Max 0,24 2,30 0,30
. =16mm 3 (2.4%) 1(0.6%) 5(1.5%)
Wisit 12 I111m1Th1ck]1f:ss N 166 168 334
‘\ Mean 74 79 77
sD i3 52 4.4
Median 7.0 7.0 7.0
@ Min, Max 1.21 2. 64 1. 64
\ ~16mm 1(0.6%) 3 (1.2%) 3(0.9%)

ﬁmin ator of percentage is the number of subjects that have endometrium thickness measured at each visit.
Sourte: Table 54 CSRPGL11-006

Visit 6 = 10-18 days after start of menses following treatment course 1.
Visit 7 = End of treatment course 2.
Visit 8 = 10-18 days after start of menses following treatment course 2.
SD = standard deviation, N = number of subjects.

Assessment report
EMA/341144/2015

Page 48/74



Data on endometrial thickness after more than 2 treatment courses with ulipristal acetate are available from
Study PGL09-027.

Table 21: Analysis of endometrium thickness (Study PGL09-027)

Ulipristal acetate 10mg/day
Placebo NETA
(N=69) (N =63)

Screening * (N 67 62

> 16 mm. n (%) 3(4.5) -

Mean (SD) 00(48) 8.6(29)
Visit5* [N 68 62 SQ

> 16 mm_ n (%) 8(118) 2(3.2) 10(7.7)

Mean (SD) 10.1 (4.6) 88(4.3) &/ 04(45)
Visit6® [N 68 61 N 5 120

> 16 mm. n (%) 0(132) 2(33) 11(85)

Mean (SD) 104 (4.7) 78(3.6) ‘Ib 01(44)
Visit B N 62 58 120

> 16 mm. n (%) 4(65) - & 4133)

Mean (SD) 05(45) 7927/ ) 88(38)
Visit C N 57 5 107

> 16 mm, n (%) 1(18) - 1(0.9)

Mean (SD) 84(35) 1@&) 4 30(34)
Visit D N 51 ON 05

> 16 mm, n (%) 1(2.0) N\ - 1(1.1)

Mean (SD) 7.7(3.6) N7233) 75(34)
Visit F N 51 46 97

= 16 mm. n (%) 1(2.0) 1(2.2) 222.1)

Mean (SD) 8.8 (3.5) 9.0 (2.9) 8.0(3.2)

a  part of PGL09-026 study.

Visit 5 = end of ulipristal acetate treatment course 1.

Visit 6 = 10-18 days after start of menstruation followingJtreatment course 1, Part of PGL09-026 Study.
Visit B = 10-18 days after start of menses following\reatment course 2.

Visit C = 10-18 days after start of menses fo eatment course 3.

Visit D= end of ulipristal acetate treatment c .

Visit F = follow-up visit after end of treatpagp rse 4.
SD = standard deviation, N = number o @ ts.

Endometrial biopsies Q

Endometrial biopsies Xerformed in Study PGL11-006 at screening, approximately 4 weeks after
baseline if screenin %y was not adequate (Visit 3) and 10-18 days after start of menses following
treatment cour Visit 8).

All biopsiesdn @ye 111 studies were reviewed by the same three expert pathologists from the original
workshop ND sponsored workshop performed in 2006 to address “Progesterone Receptor Modulators
and the Er&etrium") using a form designed to facilitate reporting of PAEC. The pathologists were blinded
to treatpfent and timing of biopsy collection, as well as diagnosis made by their colleagues.

T thologists used a rating scale to assess the endometrium biopsies, which required the following:
e judge whether the specimens were adequate or not,

¢ make a primary diagnosis of either benign endometrium (further classified as atrophy, inactive,
proliferative, secretory, menstrual or non-physiological), hyperplasia (further classified as simple or
complex atypical or non-atypical) or malignant neoplasm (further classified as endometrial
adenocarcinoma or other malignant neoplasm),
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o observe whether polyps were absent or present (if present, further classified as benign, hyperplastic
or carcinomatous).

Only one pathologist was required to find a specimen adequate for it to be included in the analysis. For the
primary diagnosis and the observation of polyps, the main diagnosis reported was the consensus,of opinion
of at least 2 out of 3 pathologists, or, if all pathologists reported a different finding, the most se
diagnosis was reported. After making the primary diagnosis, the pathologists were required

whether there were any non-physiological changes, and to describe these.
.

The biopsy taken at screening was read by a pathologist at the Central Clinical Laborat confirm
eligibility. Results were then sent back to the site. If the screening endometrium bio sults were not
available at visit 2, the Investigator was told to contact the Clinical Research Ass igvho provided
instructions on how to document and, if applicable, proceed with the inclusion of subject. If the screening

endocervical tissue or technically inadequate) at the time of inclusion, the t was requested to repeat

the biopsy at visit 3. @

Visit 8, visit 11 and visit 12 biopsies were also read by a pathologist{che Central Clinical Laboratory.
Results were communicated to the site immediately in case of aty, ofadenocarcinoma.

biopsy was taken but confirmed as not adequate by the Central Clinical Labor because of no tissue or
Nﬁj}

In order to get a better understanding of the reversibility of PAE er the end of treatment, biopsies were
taken after one menstrual bleed after end of treatment (visi@ isit 11) and at the follow-up visit (visit

. O
Results from Part | and Part Il of Study PGL11-006

In Study PGL11-006 prior to inclusion, of 555 subjeﬁreened, 8 subjects (1.44%) were excluded from the
study prior to treatment start due to a diagnosi
the first treatment course.

ometrial hyperplasia. Overall, 451 subjects started

At screening in Study PGL11-006, a total of 451 subjects provided an endometrium biopsy and, of
these, 422 (93.8%) were considered ad for histology review. Endometrium biopsy consensus review
provided a diagnosis of benign end i for all (100%) samples; the only other observations were
benign polyps in 7 (1.7%) subjects%

The final CSR included 293 ade iopsies taken after 4 treatment courses (Visit 11) and 286 adequate

of hyperplasia/malignant n sia diagnosed by consensus in adequate biopsies in study PGL11-006 are

presented in table 23. \

In addition to cases, m@rplasia captured at nominated protocol visits, one consensus diagnosis of simple

biopsies taken 3 months a% end of the fourth and last 3- month treatment course (Visit 12). Cases

atypical hyperp as reported following the unscheduled histology review of material taken by curettage

following the 5@ menorrhagia following treatment course 1. At early termination visit approximately 1
o . . . . .

month lat bject had a consensus diagnosis of benign endometrium.

underg

Overall, s of hyperplasia were diagnosed in 451 subjects treated with ulipristal acetate 5 or 10 mg and
repeated endometrium biopsies:

- or one subject, hyperplasia (simple atypical) was diagnosed after menstruation following end of
treatment course 1. The subject discontinued study and a control biopsy at early termination visit, a month
later showed benign endometrium.

- For three subjects, hyperplasia (simple atypical, simple non- atypical, simple non-atypical) were
diagnosed after menstruation following end of treatment course 2 (V8). Subjects continued in the study and
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received two additional 3-months treatment courses. All three subject’s next biopsy (V11) indicated full
disappearance of hyperplasia.

- For one subject, hyperplasia (complex atypical) was diagnosed after return of menstruation
following end of-treatment course 4 (V11), she continued in the study and a control biopsy threge months
after treatment completion (V12) showed benign endometrium. 66

- For one subject, hyperplasia (complex non-atypical) was diagnosed 3 months followi@wd of
treatment course 4 (V12), therefore at end of study. Of note, at previous biopsy perforpm er return of
menstruation following end of treatment course 4 (V11), her endometrium was rated nign
endometrium” by all central and expert pathologists. {

No particular pathologic bleeding pattern for subjects could be identified for th es of hyperplasia. No
endometrium thickening above 16 mm was reported for any of these 6 subje atnthe time of hyperplasia
diagnosis. There was generally a good agreement between pathologists on t@ ence of hyperplasia, but
some disagreement on the level of atypia.

treatment courses was 378 and the total number of biopsies 3 mont fter discontinuation of 4 treatment
courses was 380. Excluding PGL09-027 UPA+NETA subjects, the tc@umber of biopsies after 4 treatment
courses is 340 and the total number of biopsies 3 months after di tinuation of 4 treatment courses is 318.
(see Table 22).

In long-term Phase 111l studies (PGL09-026/027 and PGL11-006), the fota umber of biopsies after 4

Table 22: Adequate endometrium biopsies after exposure@ nd 4 treatment courses and 3 months after

discontinuation following exposure \
PGL09-027 q UFA
Study UPA 10mg [UPA 10 %‘P 11-006| PGL11-006 | TPA total
+Placebo | +NETANy UPA Smg | UPA 10mg total w/o
N=69 % N=230 N=221 NETA
Biopsy after § months - -
administration (2x3 months) (u) - (J 178 182 360 360
Biopsy after 12 months - . | .
administration (4x3 months) (n) 4\\ 40 148 143 350 340
Biopsy 3 month after 12 months . N 47 3
administration (n) iq 25 144 142 343 318

Source: PGL09-027 CSR Table 14.34 NLahd PGL11-006 CSR Table 14.3.10.1

A summary of biopsy resul all phase 3 studies with ulipristal acetate is presented in Table 23.

Table 23: hyperplasia/malignant neoplasia diagnosed by consensus in adequate biopsies in Phase 111 studies
(PGLO7 021 [PEARL I@LO? 022 [PEARL 117, PGLO9 026 [PEARL I11], PGL0O9 027 [PEARL III extension],
PGL11 024 [Pef%rl xtépsion 2] and PGL11 006 [PEARL IV])

N
6\0
<
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PGL PGL | PGL
Study PGLOT-021 PGLO7-022 09-026 | 00-027 | 11-024 PGL11-006
. Pearl I Pearl I Pearl | PearlIII| Pearl Pearl IV
I ext. | ext.2
Leupro
Daoses Placebo | Smg | 10 mg el Smg |10mz | 10mz | 10mz | 10mz | Sme 0 mg
N=Subjects exposed | N=48 | N=05 | N=08 1&-101 N=07 |N=103 | N=209 |(N=131)| (N=64) | N=230 1
Adequate biopsies (n) and Cases of any rype of hyperplasia or malignant neoplasm (%) 0
n 48 88 95 91 89 100 165 (105) (50) 2 QEDEI
Atscreening fHyp | 0 |l@B)| 0 | 0 | 1@ | 0 | 0 RZ/EE
Eca | o 0 0 0 0 0 0 L
hn 30 [ 78 | 78 | ss [ 86 [ o5 [ 136 | - Ta Y -
3-month b
exposure [P 0 0 0o |1 | o 0 _ \Q 16 |
Ca 0 p 0 0 0 0 L "\ -
3-6 m after 30 60 61 60 58 62 38 - - - -
3-month E:p |1(caH) 0 1(s) 0
eXposure kca 0 0 o o @ - - -
In - - - - - - - l-ﬁ' - 178 182
1 x 3-month (1s,
exposure P . - . . R . @ 0 - 16) 1sa)
Ca 0 1° 0
h = 5 5 = = 4 87 = 148 | 145°
4 x 3-month 1
exposure E“' . . . . . O . 0 - (caH) 0
Ca \\ 0 0 0
3 months = 3 - > - N = = 57 - 144 142
after \ }
1x 3-month [ F - - . - < - - - 0 - 1© 0
exposure Ca N 0 0 0
n - - - 5 - - - - 42 - -
8§ x 3-month
exposure P . - . i - - ) _ 0 - -
ca 0
3 months In - - - - - = - 10f - =
afrer § x 3- . -
month P . C) - - - - - -
exposure ca k

a includes only a subset of subjectQiopsy was performed if endometrium was thickened > 18mm

b unscheduled visit biopsy \
¢ pre-existing condition @

d subset of subjects; bi as performed if non-physiological findings were reported by at least one pathologist after 4
L é
courses (Study PGLO% or after 8 courses in ongoing Study PGL11-024 (biopsy snapshot-provided in Dec responses.)

Hyp= Hyperplasia,{s= ple hyperplasia, sa= simple atypical hyperplasia, c= complex hyperplasia, caH=complex atypical

hyperplasia, &udometrial carcinoma.
Dark shaded ighlight hyperplasia and neoplasm, bold numbers indicate cases with nuclear atypia.

F ncy of hyperplasia

Prior to any treatment a prevalence of endometrial hyperplasia of 1.82% was reported in the target
population, which is expected considering patients were recruited based on myoma associated with
abnormal uterine bleeding (AUB) and the age group of women with symptomatic myoma (i.e. > 50% above
40 years old) and the well-established relationship between both AUB and age with endometrial hyperplasia
in pre-menopausal women (Lacey, 2012; Iram, 2010).
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During treatment, sporadic cases of endometrial hyperplasia were recorded in all treatment groups,
whatever the duration of treatment. Hyperplasia spontaneously occurs in this population demonstrated by
one case of atypical hyperplasia in the placebo group and one case of simple hyperplasia following
GnRH-agonist treatment.

The frequency was very low and comparable between groups as detailed in Table 24 (0.45% to 2 ). The
frequency of hyperplasia in all short-term and long-term Phase |11 studies excluding subject@ ed to
NETA was calculated using an ITT approach (conservative approach for frequency calculatj ereby a
subject is counted only once in the denominator despite providing up to three post treat Qaiopsies),
meaning that the denominator is composed of all subjects with at least one adequate psy having been
exposed to UPA or comparator whatever the duration of treatment. With this appro@the frequency is
0.89% (7/789) (95% CIl 0.36% to 1.82%) for hyperplasia and 0.38% (3/789) (9@ .08% to 1.11%) for

hyperplasia with atypia. &

Table 24: Frequency of hyperplasia (all types of hyperplasia) and of atypica@erplasia over all Phase 11l
studies (excluding NETA).

Population and Frequency of hyper, & Frequency of atvpical
(number of all adequate biopsies taken) (all) &@ hyperplasia
Target population 0/493 ({32967 0/493 (0.00%)
prior to treatment
Placebo group /@6%) 1/39 (2.56%)
Leuprolide group 1/38,(1.13%) 0/88 (0.00%)
Ulipristal acetate 5 mg group £78/342 (1.46%) 2/342 (0.58%)
Ulipristal acetate 10 mg group N\2/447 (0.45%) 1/447 (0.22%)
Ulipristal acetate both groups e‘ 7/789 (0.89%) 3/789 (0.38%)

- Source: PGL07-021, Table 14.3.20 and@& PGLO07-022 Table 14.2.36 and 14.2.51; PGL09-026 Table
14.3.11.1; PGL09-027, Table 14.3.11(, P 1-006, Table 14.3.10.1, PGL11-024 Table 14.3.10.1.

Applying HRT guideline EMEA/CHMPR/021/97 Rev.1, the correct calculation of hyperplasia incidence rate for
4 repeated intermittent treatment c s with ulipristal acetate (i.e. an observational period of 18 months)
is 0.59% (95% CI 0.07% to 2.1 TA subjects excluded). If prevalence at one year overall treatment
duration is considered, prevalx—“‘g‘e te for hyperplasia and atypical hyperplasia is 0.3% (95% CI 0.01% to

1.64%), i.e. 1 subject with X atypical hyperplasia at Visit 11 (PGL11-006) out of now 340 biopsies
after 4 treatment courses QA exposed subjects excluded).

No endometrial carci X)ccurred in this population and consequently the incidence rate for endometrial
carcinoma is 0% wij I%o—sided 95% CI of 0% to 1.09%.

. ° N . -
Whichever pop N is considered, incidence rate over 18 months, prevalence and frequency of
hyperplasiawviéypristal acetate are below 1% and the upper level of the respective confidence interval is
always be %.

The cal@ed prevalence of hyperplasia per number of treatment courses in short-term and long-term studies
is pr d in Table 25 After two treatment courses, which is currently the approved duration of treatment,
hyperplasia was observed in 0.83% of subjects which is in line with the prevalence of hyperplasia in comparator
groups, the target population and in published literature. There is no increase of hyperplasia prevalence with
repetition of treatment courses.

Table 25: Prevalence of endometrial hyperplasia per number of treatment courses in short-term and
long-term Phase 11l studies (PGLO7-021, PGLO7-022, PGL09-026/027, PGL11-006 and PGL11-024)
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TPA

UPA | UPA | UPA | total Observed | Hyperplasia

Study cases of prevalence
Smg 10mg total wio .
NETA hyperplasia (w/o NETA)
Biopsies after 1 course - ) o1 ) 7 0
of treatment (n) 1635 340 514 430 2 0.46%
iopsi 2
Biopsies after 2 courses | 44 182 360 360 3 0.83% A @

of treatment (n)

Biopsies after 4 courses ) e . . .

of treatment (n) 148 232 380 340 1 0.3 x&(\.
- N p ‘

Biopsy 3 month after 4 144 109 343 318 1 0.4% )

courses of treatment (n) Py

Biopsies after 8 courses 0

of treatment (n) i = = = s @ﬁ

In addition the applicant performed a Biopsy Interim Snapshot (cut-off date@th November 2014) of the
ongoing Study PGL11-024. Study PGL11-024 is an extension study of Stu@LOQ—OZG/OZ? providing up to
a total of 8 repeated intermittent treatment courses. gl

Of the 42 adequate biopsies from the 47 subjects exposed to 8 tr t courses (Visit 111), 100% of

biopsies had a diagnosis of benign endometrium. Of the 21 subje m) underwent a follow-up biopsy (Visit
1V; only if non- adequate biopsy at Visit 111 or a diagnosis of ot n benign physiologic endometrium by
at least 1 of the 3 expert pathologists), 19 biopsies were ade@b and all (100%) were diagnosed as benign

endometrium. \9

Comparison of the incidence rate with the baseline incidefce in healthy women of premenopausal age
reported in public literature O

The applicant performed a literature research O@Med, Embase, Google Scholar and Scopus document
search. No publication could be identified t provided incidence rates in a premenopausal population. The

incidence of hyperplasia in a healthy pre- ausal population without gynaecological symptoms, is not
well established. These women do not r undergo endometrial biopsies, curettage or hysterectomies.
ﬂb.md for postmenopausal women under hormone replacement

Incidence rates of hyperplasia wer
therapy. A study including 3006 wogr@/vith abnormal uterine bleeding, aged from 30 to 50 years, reported
that the incidence of hyperplasi eased with increasing age (lram et al., 2010).
Totally 13 publications were h ver considered relevant for prevalence rate calculation. The prevalence of
endometrial hyperplasia in %menopausal population in the reviewed publications ranges from 2% to

%

25.3% with 0.03% to % atypical hyperplasia.

For ulipristal acetate @Ience calculation:

Considering prey, ce is “a figure for a factor at a single point in time” (Shields, 2003), if prevalence at one
year overall trgatntent duration is considered, prevalence rate for hyperplasia and atypical hyperplasia is

0.3% ((95%0 701% to 1.64%0), i.e. 1 subject with complex atypical hyperplasia at Visit 11 (PGL11-006)
out of 33 sies after 4 treatment courses (PGL09-027 and PGL11-024, NETA exposed subjects
exclud@

If ting the frequency of hyperplasia using the previously explained “ITT approach”, (conservative

appreach for frequency calculation, whereby a subject is counted only once in the denominator despite
providing up to three post treatment biopsies), the frequency of hyperplasia in all Phase 11l studies
(short-term and long-term) excluding subjects exposed to NETA is 0.89% (7/789) (95% CI 0.36% to
1.82%) for hyperplasia and 0.38% (3/789) (95% CI 0.08% to 1.11%) for hyperplasia with atypia. This
conservative approach is still well below the reported prevalence in the identified publications.
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The hyperplasia incidence after ulipristal acetate treatment and prevalence compares well to published
literature. Repetition of ulipristal acetate treatment courses does not increase the occurrence of endometrial
findings, i.e. hyperplasia with or without atypia or adenocarcinoma.

Non-Physiological Endometrial Changes (referred as PAEC)

The pathologists were asked to record any non-physiological changes, including PAEC fea eZﬂch as:
.
e epithelial changes (further classified as secretion, mitoses or apoptotic change{\

e presence of extensive cysts, O

e unusual vascular changes (further classified as chicken-wire capillaries,@’walled vessels or

ectatic vessels), &
e any other observations. 0

At screening in Study PGL11-006, in 422 biopsies adequate for reviez; at Cast 2 pathologists reported

non-physiological changes compatible with PAEC in a total of 34 (8. biopsies.
At Visit 8 (10 to 18 days after the start of menstruation followin ent course 2), in biopsies adequate
for review from 360 subjects, at least 2 pathologists reported ysiological changes in a total of 64

(17.8%) biopsies, 29 (16.3%) biopsies from the 5 mg/day @ and 35 (19.2%) biopsies from the 10

mg/day group. O

In the PGL11-006 Part Il interim analysis, for Visit 11, in"®22 biopsies adequate for review, at least 2
pathologists reported non-physiological changes in @al of 25 (20.5%) biopsies, 17 (24.6%) biopsies from
the PGL4001 5 mg group and 8 (15.1%) biopsi(ﬁ the PGL4001 10 mg group.

For Visit 12, in 39 biopsies adequate for reyiew, at'least 2 pathologists reported non-physiological changes
in a total of 4 (10.3%) biopsies, 2 (8.7%)§des from the PGL4001 5 mg group and 2 (12.5%) biopsies
from the PGL4001 10 mg group.

In the ulipristal acetate Phase 111 st&, on-physiological features were shown to occur at baseline prior
to any exposure to ulipristal acetate to 14 % (if taken the evaluation of at least 2 out of 3 pathologists).
When biopsies were taken unde tment, these non-physiological changes were seen in approximately
60% of biopsies (Studies PGLO%;021 and PGL0O7-022). After only one menstrual bleed, the frequency of
non-physiological features Qased to below 30% (Study PGL09-026). Within 3 to 6 months after end of
treatment (Part B Stuo‘iPGL 7-021 and PGL0O7-022, and Study PGL09-026) they decreased to baseline

frequency. @

Repeated intermittenth3d-month courses of ulipristal acetate did not increase the occurrence of PAEC (Studies
4

PGL09-027 and 1-006). The frequency of non-physiological changes after four 3- month treatment

courses was lowerjto the frequency observed after two treatment courses (Visit 8; 16.3% and 19.2% for the

5 mg and& group respectively) see Table below. After a follow-up period of approximately 3 months

after the e the four treatment courses, the occurrence of non-physiological changes was comparable to
scregni lues with 9.3% and 6.1% for the 5 mg and 10 mg respectively.
T 6: Endometrium biopsy non-physiological descriptions where diagnoses of 2 or 3 pathologists were in

agreement (Studies PGL09-027, PGL11-006 2nd Biopsies Interim analysis — November 2014)

Study PGL09-027 Study PGL11-006

10 mg UPA | 10 mg UPA |Ulipristal acetate

+ Placebo +NETA |5mg 10 mg

(N=69) (N=63)  |(N=230)  [(N=221)
| INon-physiological 4 (7.1%) 7(143%) 17 (7.8%) [17 (8.4%)
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1 (0.7%{

Epithelial changes 4 (7.1%) 7 (14.3%) 14 (6.4%) (17 (8.4%)
Screening Extensive cyst formation 0 0 3 (1.4%) 1 (0.5%)
Unusual vascular changes 0 2 (4.1%) 3 (1.4%) 1 (0.5%)
After 1 No_n-physiological 20 (30.8%) |15 (26.3%) - -
treatment Eplthe!lal changes . 19 (29.2%) (14 (24.6%) - -
Course® Extensive cyst formation 9 (13.8%) [2(3.5%) - -
Unusual vascular changes 5 (7. %7) 8 (14.0%) - - 2 }
After 2 Non-physiological - - 29 (16.3%) 35 (19.2%)
treatment  [Epithelial changes - - 27 (15.2%) |31 (17.0%) @
course**  [Extensive cyst formation - - 5 (2.8%) 5 (2.7%) . %
Unusual vascular changes - - 2 (1.1%) 3 (1.6%) \
After 4 Non-physiological 11 (23.4%) [11(27.5%) |24 (16.3%) [15 (10.4%0) {
treatment  [Epithelial changes 0(19.1%) [10(25.0%) [24(16.3%) [15 (10.4%
COUTSE™™  Etensive cyst formation |3 (64%)  [L(25%) [ 34%)  J (28%
Unusual vascular changes 5 (10.6%) [8(20.0%) |1 (0.7%) 1 ( 8%
Non-physiological - - 13 (9.3%) P (2&)’
Follow-up Epithelial changes - - 12 (8.6%) .1%)
Hkk Extensive cyst formation - - 1 (0.7%) .8%)
Unusual vascular changes - - 0

<

Menstruation returned quickly after end of treatment in both@nt groups in Study PGL11-006 (Part I).
Following treatment course 1, the mean (median) time tor, of menstruation for subjects in the PGL4001
5 mg and 10 mg groups was 24.7 (23.0) and 27.7 (27% @s respectively. Following treatment course 2,
the mean (median) time to return of menstruation for subjects in the PGL4001 5 mg and 10 mg groups was
28.2 (26.0) and 30.5 (28.0) days, respectively. Six cts had not returned to menstruation 90 days after
end of treatment, which as per protocol led to t withdrawal. Following discontinuation of treatment

Return to menstruation

course 3, the mean (median) time to return of meRstruation for the 186 subjects in the PGL4001 5 mg group
was 29.1 (27.0) days, and for the 180 sub&s}'n the PGL4001 10 mg group the mean (median) was 30.8
(28.5) days. Following treatment course (cy mean (median) time to return of menstruation for the 174
subjects in the PGL4001 5 mg group was 5 (27.0) days, and for the 168 subjects in the PGL4001 10 mg

group the mean (median) was 32.7 .0) days.

In all the short-term and Iong—te@‘ ase Ill studies the majority of subjects returned to menstruation
quickly after the end of treatmgn with ulipristal acetate. The mean duration was 27-34 days in
short-term, 24.9-33.2 dang g-term Study PGL09-026/027 in placebo group after treatment course 4.
Serious adverse %nt deaths/other significant events

During the study, 16 %) subjects reported 18 on-treatment SAEs, 2 of which were considered treatment
related, and 13.(2@ subjects reported 16 off-treatment SAEs, 11 of which were considered
PGL4001-related: most commonly reported SAE was menorrhagia, reported for 6 subjects, of which one
was consider, mlated to PGL4001 (considered an AESI), and 4 subjects had the SAE of uterine
leiomyom Krted, (2 reports of “myoma in status nascendi”, 1 report of “partial expulsion of uterine
report of “necrosis of myoma node”), all considered PGL4001-related.

myoma’;

Elev @ﬂment emergent AESI were reported for 11 (2.4%) subjects, 9 of which were non-serious and
in d: 4 reports of endometrial hyperplasia which were diagnosed following curettage to treat the SAE of
menorrhagia (all 4 reports for subjects from the PGL4001 5 mg group); 2 reports of menorrhagia; 1 report
of endometrial hypertrophy; and 2 reports of clinical laboratory abnormalities (one of increased alkaline
phosphatase and one of liver function test abnormalities without evidence of liver function impairment). One
SAE/AESI of endometrial cancer was reported, but there is evidence that this was a pre-existing condition.

Assessment report

EMA/341144/2015 Page 56/74



In the on-going study PGL11-024, one SAE was reported until the 31 May 2014 cut-off date. “Crossed fused
right renal ectopia” (PT: ectopic kidney) was reported for a child exposed to ulipristal acetate 10 mg once
daily in utero for approximately one month. The investigator assessed the event to be unrelated to ulipristal
acetate treatment. The role of concomitant drugs used by mother at the beginning of first trimester like
domperidone and tetrazepam could not be excluded. The incidence of ectopic kidney reported i e
literature is 1:7000 (Narci A et al, 2010).

No deaths were reported during treatment with ulipristal acetate in any completed studies@
.
other was an

Two deaths were reported in the ongoing study PGL11-006 Part Il: one due to murder &
accidental death; none of them considered by Investigators as related to the study 6 ent.

)

The mean (median) Hb value at screening was 12.27 (12.50) g/dL (Safe normal range 11.5 to 15.5
g/dL); 12.26 (12.55) g/dL for subjects from the PGL4001 5 mg group an .29 (12.40) g/dL for subjects
from the PGL4001 10 mg group. At visits 3 to 10, Hb levels were incﬁsjed compared to screening values,
reaching a peak at visit 10 (end of treatment course 4), with mea ian) levels of 13.16 (13.20) g/dL
(Safety Set overall); levels for the PGL4001 5 mg and 10 mg g@ere 13.02 (13.10) g/dL and 13.31

Laboratory findings

(13.35) g/dL, respectively. At visit 12 end of study follow-up, t an (median) Hb value was 12.90
(13.10) g/dL (Safety Set).

As expected, the number of subjects with Hb levels le tI@ower limit of normal (<LLN) decreased during
the study, with a total of 32 (7.9%) subjects with Iev:&LN at visit 7 (end of treatment course 2), and 26
(7.7%) subjects with levels <LLN at visit 10 (end of ment course 4), compared to 115 (26.1%) subjects
at visit 2, the start of treatment course 1. Q

At visit 2 (prior to receiving treatment at the,start of treatment course 1), 164 (72.9%) subjects from the
PGL4001 5 mg group and 162 (75.0%) sm from the PGL4001 10 mg group had Hb levels within the
normal range. At visit 10, 152 (89.9%) 9 (94.6%) subjects from the PGL4001 5 mg and 10 mg

groups, respectively, had Hb Ievelszi in fhe normal range.

The mean Hct value at screening .40. Hct levels increased from screening to reach a peak of 0.42 at
Visit 7 and visit 10. Similarly, th @

visit.

ber of subject with Hct levels <LLN decreased at each successive study

The mean (median) values f oth AST (normal range 0 to 37 U/L) and ALT (normal range 0 to 47 U/L) from
screening and throughotigthe study did not vary greatly, with little difference between the PGL4001 5 mg
and 10 mg groups.

At screening and \’@ (prior to treatment administration at the start of treatment course 1), 11 (2.5%)
subjects presegftedW¥igh AST values at both visits, and 6 (1.3%) and 7 (1.6%) subjects presented high ALT
values at the iSits (Table 52). At visit 5 (during the last 8 days of treatment course 1), the numbers of
high valu LN) observed were 17 (4.0%) and 18 (4.2%) subjects for AST and ALT, respectively. At
subseq@ sits up to visit 12, the number of subjects with high values (>=ULN) of AST ranged between 4
sub visits 6 and 9, and 10 (2.5%) subjects at visit 7. The number of subjects with high values (=ULN)
o] ranged between 2 subjects at visit 9 and 7 (2.0%) subjects at visit 10. Shift tables describing the
changes to numbers of AST/ALT values with respect to the normal range observed during the study for the

overall Safety Set are provided in Section 14.1.6, Table 14.3.16.

Lipids were measured at screening and Visits 7, 10 and 12. At Visit 7, the mean levels of total cholesterol
were slightly higher compared with at screening. A total of 185 (41.4%) subjects had total cholesterol levels
>ULN at screening; at visits 7, 10 and 12, the corresponding figures were 221 (54.3%), 206 (60.1%) and
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177(52.7%) subjects, respectively, with total cholesterol levels =ULN. Levels of triglycerides increased
slightly during the study. At screening a total of 57 (12.8%) subjects had levels of triglycerides which were
=>ULN, corresponding numbers at visits 7, 10 and 12 were 81 (19.9%), 67 (19.5%) and 53 (15.8%)
subjects.

The majority of subjects maintained normal levels of triglycerides and HDL, and high levels of L om
baseline to Visit 7. The ratio of total cholesterol / HDL cholesterol was evaluated (post-hoc a . The
ratio of total cholesterol / HDL cholesterol was always <4. At screening, the mean ratio of got olesterol
/ HDL cholesterol was 3.30 and 3.38 for subjects in the 5 mg/day and 10 mg/day groupg@

at Visit 7 corresponding ratios were 3.44 and 3.44, respectively.

ctively, and

No trends for changes in other biochemistry parameters were observed. O

Coagulation parameters were measured at screening. Only 1 subject had an @ment out of normal
range value. This subject had a high APTT value one month in treatment cou at a repeated screening
test (i.e. 42.1 seconds; normal range 27.0 to 40.0 seconds), but prothrombifstime and INR were within
normal ranges. %

Blood glucose levels were not routinely measured in this study, but n&EAEs of change in glucose levels or
glucose metabolism were reported.

Measurement of estradiol (E2), FSH and thyroid stimulating hor (TSH) was performed at screening and
for E2 at visit 7. There were no identifiable trends in estradiollleVels and very few on-treatment values of E2
outside the normal range. Increases in E2 levels of cIinica@e ance (normal range of E2, 0 to 399 pg/mL)
at visit 7 were seen for a total of 7 subjects from the PGL group and 3 subjects from the PGL4001 10 mg
group, and at visit 10 were seen for 4 subjects fro e PGL4001 5 mg group and 1 subject from the
PGL4001 10 mg group. ’6

Increases in E2 levels of clinical relevance were@ for a total of 7 subjects in the 5 mg/day group and 3
subjects in the 10 mg group at Visit 7 (end&r/eatment course 2). There was no evidence that levels of E2
decreased during the study; in general le¥els)yremained constant for most individuals during the study.

Effect of ulipristal acetate on the pitui vary axis during treatment in clinical studies
d

The MAH provided additional data
acetate on the pituitary-ovary ring treatment in clinical studies. Endocrine parameters were
measured at pre-defined time pgints during all clinical studies. Daily administration of ulipristal acetate
partially suppressed FSH. Qgen levels (E2) tended to be in the mid-follicular range during treatment.
Progesterone levels (P4) were

ocrine parameters in order to evaluate the effect of ulipristal

duced during treatment, and there was no effect on prolactin.

In the two Phase Il s PGL-N-0287 and PGL-N-0090 in the target population, subjects were treated for
3 months with 1oﬁnd 20 mg of ulipristal acetate. Measurement of prolactin, luteinising hormone (LH),
FSH, E2 was pe’ d approximately every 14 days. No effect on FSH or LH levels was observed. In

addition, there@ no indication of any ulipristal acetate mediated effects on prolactin and E2.

In the Ph tudy PGL-H-510, healthy subjects were treated for 3 months with 2.5 mg, 5 mg and 10 mg
| dCetate. Endocrine assessments showed no appreciable variation between groups at baseline

months of treatment. P4 was measured at lower values (< 3 ng/mL) during treatment in 82% or
f subjects treated with ulipristal acetate 5 or 10 mg respectively compared to placebo (0%), indicating
absentce of ovulation.

In short-term Phase 111 Study PGL07-021, median E2 levels were increased towards baseline in all groups
(ulipristal acetate 5 mg, 10 mg and placebo) as the baseline value was taken during menstruation, when

levels are at its lowest. Differences under treatment were observed due to placebo subjects continuing to
experience normal menstrual cycles and most ulipristal acetate treated subjects being in anovulation. In all
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groups, however E2 concentrations remained at follicular phase levels. After the end of treatment with
ulipristal acetate, median E2 values increased with ulipristal acetate, indicating that full ovarian function
resumes promptly within a few weeks of treatment end.

P4 levels were similar across treatment groups (ulipristal acetate 5 and 10 mg and placebo) at baseline and
Week 5, but at Weeks 9 and 13 they were significantly lower with ulipristal acetate than with pl
majority of subjects in ulipristal acetate treatment groups had constantly low values whilst un
indicating absence of ovulation, although maximum values close to or above 5.0 ng/mL ingall ups
indicating a persistence of ovulation in some subjects. After treatment, at Week 17, the ?r\ rogesterone
levels increased in the ulipristal acetate groups, suggesting resumption of ovulation. RQI'[

acetate in short-term Phase 111l studies PGLO7-021 PGLO7-022 were comparable. O

with ulipristal

In the two long-term Phase 111 studies PGL09-026/027 and PGL11-006, no decrgase 6f E2 levels compared

to baseline was observed after repeated treatment courses. E2 levels were ¢ ed and remained stable
at a mid-follicular phase level. Levels obtained after 4 treatment courses did@iﬁer from values obtained
after one treatment course. @

Effects of Esmya on oestrogen levels and bone mineral density

It is established that low oestradiol levels are associated with bon@'neral density loss, and decreased
oestradiol levels were identified as a major risk factor in the Frmam Study (Hannan et al., 2000). The
association of anovulation and bone mineral density loss in on the contrary not established as
anovulation is not mandatorily associated with low oestro vels. Typically patients with a polycystic
ovarian symptom have anovulatory cycles but no dec bone mineral density as they maintain
significant oestrogen levels (Kassanos et al., 2010). T&estrogen levels are essentially the determinant
for bone mineral density loss and it is established t@a level of oestradiol above 30 pg/mL is sufficient for
maintaining adequate bone mineral density (BaQ, 998).

The oestradiol levels recorded before, during,treatment and after treatment in short-term and long-term
studies with ulipristal acetate. In the short- hase 111 study PGLO7-022, no impact on bone markers was
observed following 3-month treatment wi ipristal acetate whereas a negative impact of the
GnRH-agonist on bone markers wa: déstrated (p<0.001; Study PGL0O7-022). With GnRH-agonist,

oestradiol levels were reduced impo y and mean levels were below the postmenopausal threshold of 30

pg/mL. O

As no effect was seen on urina r serum bone markers after 3-month treatment with ulipristal acetate and
owing to the fact that in ab@ of a comparator arm (either placebo or active comparator) in the long-term
Phase 111 studies (PGLOQ-026/827 and PGL11-006) any change in bone marker measurements or bone
mineral density woul icult to interpret, the absence of impact on bone mineral density was assessed
and confirmed in th e mentioned long-term trials by documenting the maintenance of serum oestradiol
levels. Results are"presented above.

N

In addition,.en@)yetrium thickness is directly influenced by oestrogen levels and could therefore be
considere indicator of premenopausal oestrogen levels. Endometrium thickness range is rather
variable lm a physiological ovulatory cycle in premenopausal women, but an endometrial thickness < 5
mmg néps low oestradiol levels as seen in postmenopausal women (Breijer et al., 2012).

n treated with ulipristal acetate do not have a decreased endometrial thickness. In short-term Phase
111 studies, the percentage of subjects with an endometrial thickness < 4 mm remains in the range from
8.7% to 19.3% which is comparable to screening and to the placebo control group (range 9.9%-20.0%). In
long-term Phase |1l Studies PGL09-026/027 and PGL11-006, the repetition of treatment courses did not
increase the percentage of patients with thin endometrium in comparison to pre-treatment or the placebo
control group of Study PGLO7-021
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Discontinuation due to adverse events

Overall, 32 subjects, 16 in the PGL4001 5 mg group and 16 in the PGL4001 10 mg group, discontinued the
study early due to safety reasons related to PGL4001.

In general, the withdrawals due to TEAEs considered PGL4001-related were for a variety of reaso ith few
TEAEs occurring in more than one subject; 5 subjects withdrew due to SAEs considered related 4001.
Three subjects, one from the PGL4001 5 mg group and 2 from the PGL4001 10 mg group, W@ithdrawn
due to the SAE of uterine leiomyoma, all considered PGL4001-related. These included Qn ject who

experienced “partial expulsion of myoma” (PT: uterine leiomyoma), and 2 subjects wh % rienced a

“myoma in status nascendi” (PT: uterine leiomyoma). One subject withdrew followi tment course 4
due to the SAE of endometriosis, and one subject due to the SAE of bipolar disorder, h were considered

PGL4001-related.

PGL4001-related TEAEs leading to study withdrawal included 2 subjects who *ﬂ'ew due to hypertension
and 1 subject due to blood pressure increase. In addition, 3 reports of he , 2 reports of nausea and
dizziness, and single reports of anxiety, hypersensitivity, obesity, dyspno abdominal
discomfort/pain/distension, depression, diplopia, balance disorder, cQﬂination abnormal, generalised
rash, hyperhidrosis, urticaria, breast pain, menorrhagia, hot qush@ alaise were reported as
PGL4001-related TEAEs leading to subject withdrawal. %

AEs or changes to laboratory

In addition, 3 subjects requested to discontinue the study f
of menorrhagia that was considered

parameters. Subject 472/08 (PGL4001 5 mg group) had
PGL4001-related by the Investigator; she continued i@
due to ‘heavy bleeding during menses’. Two subjects requ

dy but subsequently requested to withdraw
ted to withdraw from the study with the reasons
provided as ‘elevated liver enzymes’ and ‘elevated ratory results’.

Special population éQ

Pregnancies

- During or after treatment inﬁ | studies

During all clinical studies, subjec e requested to use a non-hormonal contraception and the objectives
of clinical studies with ulipristalfa te in women with symptomatic uterine fibroids did not include fertility
parameter assessment upo tion of treatment. As 11 December 2014, in more than 1000 subjects
treated in clinical studies wQslipristal acetate for fibroids, 8 pregnancies after treatment were reported
(0.7%). No conception reported under treatment with ulipristal acetate.

Three cases of pre @post-treatment have been reported in short-term studies with fibroid subjects
F@-OZZ), with conception time between 2-5 months after the last treatment dose.

(PGLO7-021 and\

In the ongoingPhase 111 long-term clinical studies in the target population, 5 pregnancy reports have been
received, \Study PGL11-024 (drug exposure during pregnancy), with conception time during an
off-treat eriod few weeks before start of treatment course 1 and four other pregnancy reports were
receij e@m the ongoing Part Il of Study PGL11-006.

- uring or after treatment in post-marketing

Esmya post-marketing data contain some reports of pregnancy associated with ulipristal acetate treatment
in women with symptomatic uterine fibroids. As of December 2014, an estimate of > 110,000 patients were
treated with ulipristal acetate for fibroids. 60 pregnancy reports were received (47 with drug exposure
before pregnancy i.e. conception occurred after treatment, 12 with drug exposure during pregnancy and one
report with unspecified exposure timing). Not all outcomes are known at the time of writing.
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In 11 out of 47 cases of drug exposure before pregnancy, the pregnancy ended with spontaneous, missed or
induced abortion. In 3 out of 12 cases of drug exposure during pregnancy and in the pregnancy with drug
exposure timing unspecified, the pregnancy ended with spontaneous, missed or induced abortion.

The reported spontaneous abortion rates are not unexpected with regards to the target populalé' n.

. After treatment in literature

A search of the published literature dated 2nd December 2014 retrieved some pregnancy c@zgorts after
2 4

ulipristal acetate treatment in women with symptomatic uterine fibroids.

One publication (Luyckx M et al, 2014) describes a first series of 18 pregnancies in &ients attempting
to get pregnant after treatment with ulipristal acetate for symptomatic uterine fib his was a
retrospective analysis of patients included in studies PGL0O7-022 and PGL09-026, fellowed beyond the study

end in one study centre. Overall, 15 patients succeeded (71 %) to get pregni talling 18 pregnancies.

The literature search also retrieved a case report (Monleon J et al, 2014) ing pre- treatment with
ulipristal acetate 5 mg prior to preghancy in a 37-year old woman (gravida 17 abortus 1), with a history of
intramural uterine fibroids and prior myomectomy. A normal endometrial morphology cavity was observed

following treatment with ulipristal acetate. Three months after the f ulipristal acetate treatment, the

patient was found to be 5 weeks pregnant.

Also, of interest, another case report (Wdowiak A, 2013) wa %d describing the case of a 35-year old
patient with intramural uterine fibroids admitted for conti infertility treatment receiving a 3-month
course of Esmya prior to intracytoplasmic sperm injecti e patient conceived, the pregnancy went to
term and delivered following spontaneous labour a healthy baby (Wdowiak A, 2014).

O

Post marketing experience Q

The applicant estimates that approximatel 0 women have been treated with Esmya as of 22 February

PregLem-sponsored Post-Authorisati

2014, based on cumulative sales figure ose, 1,386 have been enrolled in the non-interventional
ﬁ%ety Study (PASS) PREMYA (PGL10-014).

The latest PSUR (EMEA/H/C/0020 /0025, covering the period 23 August 2013 to 22 February 2014)
included these data. During the, interval no new safety issues have been identified from clinical trials,
post-marketing reports or lite re. The identified and potential risks were considered adequately covered
in the RMP and there was ed for an update of the product information.

AN

2.6.1. Discussi@n clinical safety

The current varf: @pplication for Esmya is intended to extend the current, short-term pre-operative
treatment tg r(p;}ed intermittent treatment. In completed studies, 1,053 women have been exposed to
ulipristal Na or =23 months to the target dose of 5 mg/day or higher. Of these, 541 patients were
exposed f%two 3-month treatment courses and 457 subjects were exposed to four 3-month treatment
course@uding results from the study PGL11-006 (Part I). In Part Il of the ongoing Study PG11-006, 381
subj ave completed 3 courses of treatment of whom 354 subjects have also completed a 4th course of
tr ent. Thus, the number of subjects exposed to ulipristal acetate for up to 6 months is large (above
6000), whereas the numbers of subjects exposed =6 months and =12 months, respectively, are still not

huge and just above the ICH E1 requirements for long-term exposure.

The demographic characteristics were similar across the phase 3 studies, including the most recent study
PGL11-006. The studies included mainly white females, aged just above 40 years, with a mean BMI slightly
above 25 and the majority were of child-bearing potential.
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In Study PGL11-006 Part I, the most common TEAEs were headache, and hot flush. Other common TEAEs
were influenza, breast pain/tenderness/discomfort, nausea, nasopharyngitis, fatigue and pelvic pain. The
proportion of subjects reporting on-treatment TEAEs was higher during the first treatment course (44%)
than during the second treatment course (<30%b). A similar pattern was seen for treatment—related adverse
events, i.e. a higher frequency reported during the first treatment course than during the secon atment
course, and with hot flush and headache being most frequently reported. There were no obviodb
dose-related AEs.

atment TEAEs

Off-treatment TEAEs (from >7 days after the last dose of a treatment course to the be |@ of the next)
were mainly related to uterine bleeding, e.g. dysmenorrhoea and menorrhagia. Fewer &ff-tr

were reported following treatment course 2 than treatment course 1. O

Concerning adverse events of special interest (reproductive and breast disorderSjexcessive uterine
bleeding, hot flushes and other castration-related symptoms, ovarian cysts, norrhea, headache and
gastrointestinal disorders) the data from Study PGL11-006 are in line with vidus results and do not give

any cause for concern. @

The endometrial safety of ulipristal acetate, in particular endometrialq:kness, hyperplasia/carcinoma and
non-physiological changes, has been extensively discussed during itial marketing authorisation
procedure EMEA/H/C/2041, the variation EMEA/H/C/2041/11/19 ding the indication to two treatment
courses and the present application .

Due to the mechanism of action of ulipristal acetate, thicke 'che endometrium is expected, as observed
in previous short-term and long-term studies. The end @

studies, with about 5% showing an endometrial thickr&l&i mm at screening and 7-15% of subjects
showing a thickness >16 mm at 10-18 days after @]of menses following treatment course 1. In study
PGL11-006, the median endometrium thickness@

| thickness has shown a similar pattern across

ilar to screening levels at all time-points during the
study and post-treatment follow-up. There were er subjects with endometrium thickness >16 mm after
successive treatment courses (4.9% and 3. of patients by the end of second and fourth treatment course,

respectively). With regards to endometrial thigkness, no significant differences were observed between the
PGL4001 5 mg and 10 mg groups. 0

Considering the available safety infi ion, the applicant was requested to provide further advice in the
SmPC for the prescriber on followﬂo patients during long-term treatment with Esmya and how to manage

patients with increased endomeét hickness or with altered and/or unexpected bleeding patterns.

Reversible increase in thic of the endometrium may occur under treatment. In case of repeated
intermittent treatment§periodre
ultrasound to be perf e® after resumption of menstruation during off-treatment period. If endometrial

monitoring of the endometrium is recommended. This includes annual

3 months followi

thickening is noted persists after return of menstruations during off-treatment periods or beyond
%end of treatment courses, investigation including endometrial biopsy should be

04

during re a\

altered p nt or unexpected bleeding pattern, such as inter-menstrual bleeding, investigation of the
endomw including endometrial biopsy should be performed in order to exclude other underlying
condfti

performed in OC:{ o0 exclude other underlying conditions, including endometrial malignancy. Similarly, if
intermittent treatment, after the initial reduction in bleeding or amenorrhoea, in case of an

7 including endometrial malignancy (see SmPC section 4.4).

Progesterone receptor modulator Associated Endometrial Changes (PAEC) describes the non-physiological
histological changes in the endometrium that have been associated with treatment with progesterone
receptor modulators. In all specimens of PAEC, there is an inactive, flattened and atrophic appearance of the
epithelium. It is thinner than in the normal proliferative menstrual phase, and there is little evidence of
mitosis. Repeated intermittent 3-month courses of ulipristal acetate in the 2 long term Phase 11l studies
(PGL09-027 and PGL11-006) did not increase the occurrence of PAEC. From the study results there is no
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evidence that appearance of PAEC is a precursor to or a risk factor for more serious conditions of the
endometrium such as hyperplasia with atypia or endometrial carcinoma. Repetition of treatment courses did
not increase PAEC appearance, frequency or reversibility. Even after exposure to 8 treatment courses the
detailed descriptions of PAEC features compare to those after a single treatment course. Overall, the data
from this study confirmed a rapid reversibility of SPRM-associated non-physiological endometri anges
following completion of treatment and subsequent menstruation.

With regards to hyperplasia, the MAH has provided an in depth discussion with respect to t (%cteristics
of endometrial hyperplasia and mechanism of action of ulipristal acetate on the endomé& %concluding
that its impact on the endometrium is specific and different from an unopposed oestr }eﬁect. In
addition, in a previous procedure (EMEA/H/C/2041/11/14) including non-clinical carc@nicity studies, the
CHMP has previously concluded that UPA is not carcinogenic in experimental ani at sufficiently large
exposure margins compared to human exposure. Thus, from a mechanistic p% view, it can be agreed
that the risk of endometrial hyperplasia and cancer may be lower compared ontinuous oestrogen
effect. As in previous studies, endometrium biopsies were obtained at se me points in study
PGL11-006. In total in long-term Phase 111 studies (PGL09-026/027 and P -006), the applicant provided
results from 380 biopsies taken 3 months after discontinuation of 4 trgatment cycles with ulipristal acetate.
With respect to the biopsy results in the clinical studies, the frequ hyperplasia in all phase 3 studies
was low (0.89%) and, importantly, lower than the incidence in s pulation prior to treatment (1.82%).
When looking at the incidence after 4 courses in study 006, th ence was 0.59% with 5 out of 6 cases
being reversible. Preliminary results from the ongoing Pearléexténsion 2 (8 treatment courses) have not

shown any cases of hyperplasia, albeit in a small sam@

No particular pathologic pattern could be identified for the'e cases of hyperplasia (e.g. progress from simple
to complex atypical hyperplasia). In the 3 cases Wi@ypical hyperplasia, one case resolved after having
undergone curettage (at which the atypia had IWQ gnosed), one case spontaneously resolved while

receiving ulipristal acetate treatment and one spogtaneoulsy resolved within 3 months following treatment

end. &

Overall, the available data on hyperplasi gnant neoplasia during ulipristal acetate treatment in clinical
trials indicate spontaneous reversibilitfaof Ayperplasia. In addition, the incidence of hyperplasia did not
increase during subsequent treatm urses.

The incidence of hyperplasia in Ithy pre-menopausal population with no gynaecological symptoms is

not well established. However, St is agreed with the applicant that the population with no gynaecological
symptom is not the popula@;f patients who will be treated by Esmya. Patients treated with UPA have
fibroids with abnormal tigerine Bleeding (AUB) and other gynaecological symptoms. The Applicant performed
literature research w publications were considered relevant for prevalence rate calculation. The
prevalence of endo Iﬁhyperplasia in the premenopausal population, reported in the literature, ranges
from 2% to 25.89 ith 0.03% to 1.26% for atypical hyperplasia. The incidence of hyperplasia in a study

including 3006§%en increases with age from 1.97% for women 30-40y to 4.68% in the age of 45-50 years

(Iram, 20 majority of patients treated with UPA for fibroids-related AUB are likely to be > 40 years
old. In st L11-006 the participants had a mean age around 42 years. In ulipristal acetate phase Il
studies evalence and incidence of endometrial hyperplasia rate were below 1% (0.59%, 95% CI

0.0 .12% over an 18 months period) and comparable with the published literature. Overall, repeated
t ent with ulipristal acetate courses does not seem to increase the occurrence of more serious

conditions of the endometrium such as hyperplasia with atypia or endometrial carcinoma.

One important issue is that endometrial hyperplasia in most cases is asymptomatic and therefore may go
undetected for quite some time. If hyperplasia persists, the condition will evolve and after an asymptomatic
time interval becomes symptomatic and initiate further investigation (Archer, 1991). The actual risk of a

one-time diagnosis of endometrial hyperplasia will therefore to some part be depending on if the woman is
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asymptomatic or symptomatic, and characteristics of symptoms at the diagnosis. When a diagnosis of
endometrial hyperplasia is established a spontaneous normalization or a subsequent diagnosis of
adenocarcinoma (AC) is possible (Kurman, 1985; Lacey, 2008; Lacey, 2010). When there is no atypia, a
quite long delay between the initial diagnosis of hyperplasia and a later diagnosis of AC is reported (11 years
-4.1 years). Atypical hyperplasia may indeed develop to adenocarcinoma and a delay in diagnosis result
in a worsened prognosis. However, the incidence of atypial hyperplasia was very low and mos @ not
higher compared to what could be expected in the background population.

In conclusion, the risk of endometrial hyperplasia associated with the use of UPA is con$i % as low.
However there is limited information available on the long-term effect of Esmya after | -term use as long
term treatment has been studied up to 4 intermittent treatment courses only. “Lon m effects of
prolonged treatment of the endometrium (including possible malignant changeQ’Qqncluded as a safety
concern in the RMP under missing information (see RMP). Additional long ter fe

descriptive data, will be collected in the post-authorisation safety study (PGL@ following 1500 patients
who intend a long-term treatment with UPA for up to 5 years. One of the Ji ions of PGL14-001 study is
that there is no pre-defined number of biopsies because standard gynaec ical practice does not
recommend endometrial biopsies in asymptomatic patients. Further ﬁi on endometrial safety in the
context of long-term use of ulipristal acetate will be also available he ongoing PGL11-024 (Pearl
extension 2) which will provide endometrial biopsies after 8 repe@%‘ermittent treatment courses with 10

data, although mainly

mg of ulipristal acetate (twice the marketed dose) (see RMP).

An investigation of the observed cases of hyperplasia in S GL11-006 and an adequate description of
follow-up was provided and showed that there was gex good agreement between pathologists on the
presence of hyperplasia, but some disagreement on the el of atypia. The need for further guidance for

pathologists in diagnosing between benign/malign@ndometrial biopsy taken during treatment with

ulipristal acetate was discussed by the Applican
interpretation of atypia findings. c

even specialist pathologists had difficulties in

The discrepancy in diagnosing endometri rplasia (with the current WHO classification which is
recommended by FDA and was used for. sment in Phase 111 studies) is a well-described fact and not
specific to the follow-up of treatme ith Olipristal acetate. The applicant stated that EU pathologists have
been and are extensively trained on @ . Since repetition of treatment courses does not lead to an increase
in premalignant or malignant dia es or in any new features of the endometrium compared to short-term
treatment, it is believed that r& er training would allow minimising risk of discrepancies between
pathologists. The SmPC alr ntains information about endometrial changes (see SmPC section 4.4) in
particular that histological &es denoted as “Progesterone Receptor Modulator Associated Endometrial

Changes” (PAEC) shoul t be mistaken for endometrial hyperplasia. As simple hyperplasia is the principal
differential diagnosis EC and simple and complex hyperplasia can occur spontaneously in women of
reproductive age normal bleeding and sometimes resolves, the applicant proposed to provide further

fact that cogp to simple hyperplasia, only hyperplasia with nuclear atypia is at higher risk of

guidance to the’ ician on how to proceed in case of any incidental hyperplasia diagnosis. Owing to the
'

progressio o\malignancy (Kurman et al. 1985), a different proceeding for atypical and non-atypical

hyperplasi ecommended. In case of hyperplasia (without atypia), monitoring as per usual clinical

pra 'c@

i 10ation and management as per usual clinical practice should be performed (see SmPC section 4.4).

. a follow-up control 3 months later) is recommended. In case of atypical hyperplasia,

Information on the number of cases of hyperplasia observed in the clinical programme, its reversibility, the
incidence, and comparison to prevalence in symptomatic menopausal women have been adequately
reflected in the SmPC.

Women who get symptomatic relief (less bloating & discomfort due to reduced fibroid size and better energy
due to less heavy bleeding) might be inclined to use Esmya persistently without a break. This type of use
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poses a risk since intermittent use allows/induces a type of withdrawal bleed, which should offset any
developing endometrial hyperplasia. In order to minimise the risk of occurrence of persistent use beyond 3
months, stringent risk minimisation activities were and are undertaken. The proposed SmPC indicates at
several occasions that the treatment should not be longer than 3 months continuously as the risk on
endometrium is unknown if continued longer and that it must be intermittent in case of the propbsed
repeated intermittent use (see SmPC sections 4.2, 4.4). Educational material has been sent t %
gynaecologists at time of national launches to increase awareness that each Esmya treatment €gugse should
be limited to 3 months. From the presented post marketing data the risk seems limited,wi low number
of cases and no detrimental reported adverse events.

With regards to the effect of Esmya on short-term fertility and long-term fertility, it ted that fertility is
likely to be very low considering the target population’s age, fibroid condition anqglstal acetate’s impact
on the pituitary-ovary axis. In study PGL11-006 the participants had a mean ag€ areund 42 years. From the
provided data on fertility from clinical studies and post-marketing data, the tre nt with ulipristal acetate
does not seem to have a negative impact on fertility either after short-tegm epeated intermittent
treatment. The need for contraception during treatment is already addrein the SmPC (see SmPC
section 4.4). During the off-treatment interval ovulation resumes ra@bly and consequently pregnancies
may occur if no contraception is used. The Esmya SmPC already ribes the pregnancy prevention prior
treatment. In addition, a pregnancy test is indicated prior to tr dm start in case of a suspected
pregnancy (see SmPC section 4.4) %

The effects of Esmya on oestrogen levels and bone miner sity were discussed by the applicant. The
majority of women treated with ulipristal acetate wer atory, though their E2 levels remained
generally in physiological ranges after 3 months of tn;%bnt (Study PGL-H-510). Bone turnover was
assessed by measurement of bone markers in StucQLO?—OZZ, and by bone density scans in Study
PGL-N-0090. The active control in study PGLO7- s leuprorelin. The biochemical markers of bone
resorption showed higher values with Ieuproreli@tment compared to treatment with ulipristal acetate
after 3 months. In study PGL-N-0090, ther%\s no evidence of any change to bone density after 6 months

of treatment with ulipristal acetate. It is |
expected with repeated treatment cou% ther safety assessments including vital signs, physical

examinations and laboratory assess&

showed that the intermittent repe ministration schedule was well tolerated, and the safety profile was
comparable between the PGL\:@mg and 10 mg dosing groups. The number of TEAEs reported during

ely that no adverse influence on bone mineral density is to be

¥ as well as reported TEAEs and SAEs, both on- and off-treatment,

treatment courses 2, 3 and 4 lower than during treatment course 1, with no increase in frequency of any
TEAE. The most frequentlyrted on-treatment TEAE was headache, and the most frequently reported
on-treatment TEAE consideredSstudy medication-related was hot flush (mostly mild, none severe). The
occurrence of hot flu?b s in line with previous studies.

L 4
frequencies of s w adverse drug reactions based on the pooled data from the four phase |1l studies (see
(:sy

The table of adver@ug reactions during treatment course 1 has been updated to reflect the revised
SmPC sectien When comparing repeated treatment courses, overall adverse reactions rate was less
frequent i Xequent treatment courses than during the first one and each adverse reaction was less
frequent o ained in the same frequency category (except for dyspepsia which was classified as

unc @n treatment course 3 based on one patient occurrence).

(0) I, 34 SAEs occurred in 28 subjects, including 6 SAE reports of menorrhagia (5 were considered
PGL4001- related). It is agreed that the occurrence of SAEs of menorrhagia could be expected as the
population in the study are women with fibroid-related heavy menstrual bleeding. Similar frequencies were
reported in studies PGL0O7-021 and PGL0O7-022 in the screening phase and in control groups. Three SAEs of
myoma expulsion were reported (PT: uterine leiomyoma), which are part of the possible evolution of the
fibroid disease and may reflect a reduction in the size of the myoma.
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The analysis of TEAEs and provided SAEs did not raise any particular concerns regarding breast disorders
during repeated intermittent treatment. The MAH has discussed the potential impact of ulipristal on the risk
of breast cancer both with respect to selective progesterone receptor modulation as well as a result of a
possible increase of estrogen levels. The current knowledge about Selective Progesterone Receptor
Modulators (SPRM) does not indicate an increased risk for breast cancer.

The discontinuations in study PGL11-006 give no cause for concern. Overall, across the phase les with
ulipristal acetate (PGLO7-021—Part A, PGL0O7-022 — Part A, PGL09-026, PGL09-027 and P 6 Part I;
1053 patients), TEAEs leading to study drug discontinuation occurred at a rate of 2.0% G@fcr the 5 mg
dose and 2.1% for the 10 mg dose).

2.6.2. Conclusions on clinical safety &

Based on the available data related to endometrial safety after up to 4 treatmént courses, no increased
occurrence of more serious conditions of the endometrium such as hyper; with atypia or endometrial
carcinoma was observed. The final study report from study PGL11-006 did reveal any unexpected safety
findings. It is reassuring that median endometrium thickness (7-8 was similar to screening levels at
all-time points during study and during the post-treatment follow-{ip” FUrthermore, non-clinical
carcinogenicity studies have become available after initial appr ee variation EMEA/H/C/2041/11/14).
No neoplastic changes or other findings that would raise conc %ng—term safety were observed in these
studies. Thus, overall the safety profile is reassuring. é

Additional safety data will be collected in the post-autxgon safety study (PGL14-001) following 1500
patients who intend a long-term treatment with UPA for up’ to 5 years as well as in the two already ongoing
studies (PGL10-014 [already in the RMP], and PGL 24). The currently ongoing study PGL11-024 (the
second extension of PGL09-026, i.e. following P?—OZ?) will provide safety and efficacy data of up to 8
treatment courses, i.e. data on 4 additional treatnient courses further to the data submitted in this variation

(see RMP). é
2.6.3. PSUR cycle 20

The PSUR cycle remains unchan@

The annex Il related to the PS& refers to the EURD list which remains unchanged.

R

2.7. Risk manag&ent plan
The CHMP receive&lowing PRAC Advice on the submitted Risk Management Plan:
L 4
The PRAC consj & that the risk management plan version 13.2 could be acceptable if the applicant
implements‘& nges to the RMP as described in the PRAC endorsed PRAC Rapporteur assessment report.

The CHMP@)rsed this advice without changes.

The imnplemented the changes requested in the RMP by PRAC and CHMP. The CHMP endorsed the
c o the Risk Management Plan version 13.3 with the following content (new text marked as
undenlined, deletions marked as strikethrough):

Safety concerns

Summary of safety concerns

Assessment report
EMA/341144/2015 Page 66/74




Summary of safety concerns

Important identified risks

Inappropriate management of endometrium thickening
(unnecessary interventions or treatments)

Inappropriate diagnosis of endometrial hyperplasia (mi ing
PAEC for hyperplasia) =

'Y

Important potential risks

Acute uterine bleeding requiring immediate inter

&
Drug Induced Liver Injury {\

Treatment course beyond three months

Missing information

3

Long-term effects of prolonged tre@nt of the endometrium
(including possible malignant cm

Delayed diagnosis of atypicztndometrial hyperplasia or

adenocarcinoma @

Impact on surgery %
Use in patients wit te to severe hepatic impairment

Pharmacovigilance plan

Use in patien{@severe renal impairment
S

O

Study/activity Type, Objectives
title and category

Safety&cerns addressed Status (planned, Date for

& started) submission of

(1-3) (J interim or final
9 reports (planned
§> or actual)
Prospective non Esmya use@al - Inappropriate management of | Started in Q1 First yearly
interventional study world” p@ice endometrium thickening 2012 report submitted
(PASS) Q unnecessary interventions or in May 2013
PGL10-014: A \ treatments)

prospective 4@
multicenter N
non—interventionaﬂ\

study of wonleno
treated wit Na
(ulipristal a@) as
pre-ope

treat t of moderate

to ere symptoms of

uterine fibroids.

(PREMYA, category 3)

- Inappropriate diagnosis of
Second yearly

endometrial hyperplasia ]
report submitted

(mistaking PAEC for

] in May 2014
hyperplasia)
- Acute uterine bleeding
requiring immediate Final study report
intervention planned Q1

2016 (4 years

- Drug Induced Liver Injury |
ost-approva

(DILI)

- Treatment course beyond

three months

- Delayed diagnosis of atypical
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Study/activity Type, Objectives Safety concerns addressed Status (planned, Date for
title and category started) submission of
(1-3) interim or final
reports (planned
"X
endometrial hyperplasia or @
adenocarcinoma * %
N
- Impact on surgery {
P o N
Retrospective non Esmya use in “real | -Inappropriate management of Started ( U Interim stud
interventional study world” practice endometrium thickening submis s) report submitted
(PASS) (unnecessary interventions or in Feb
treatments) 0 2015 planned-01
PGL11-020: Esmya
prescription patterns in - Inappropriate diagnosis of
Europe: A endometrial hyperplasia (
retrospective drug (mistaking PAEC for 4 .
L . ] Final study report
utilisation chart review hyperplasia)
planned
study. (PRECISE,
-Treatment course b ee
category 3) Q4 2015
months
- Impact on su ;
Survey on Educational —Inappropmanagement of Started survey report
effectiveness of programme as risk | endom thickening submitted
educational minimisation (unneceSsary interventions or
March 2015
programme for measure t&n}nts)
potential prescribers. Final-survey-
q tment course beyond three
reportplanned-
(PREPAR; )onths
\ Q12615
category 3) . . .
- Delayed diagnosis of atypical
O endometrial hyperplasia or
k adenocarcinoma.
Q -Inappropriate diagnosis of
\ endometrial hyperplasia
‘@ (mistaking PAEC for
C\ hyperplasia)
.A
Esmya use in “real | -lnappropriate management of Planned in Q4 Yearly reports in
world” practice endometrium thickening 2015 Q1 2017, 2018,
(unnecessary interventions or 2019, 2020
treatments) 2021 and 2022
- Inappropriate diagnosis of
endometrial hyperplasia .
] ] Einal report
study to evaluate the (mistaking PAEC for ]
planned in Q1
long term safety of hyperplasia)
. . 2023 (8 years
Esmya, in particular . . o
] - Acute uterine bleeding after variation
the endometrial o ]
requiring immediate approval
safety, and the current
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Study/activity Type,
title and category
1-3)

Objectives

Safety concerns addressed

Status (planned,
started)

Date for
submission of
interim or final

reports (planned

or ac%

prescription and

management patterns
of Esmya in a long

term treatment

setting.

(PREMIUM, category
3)

intervention

- Treatment course beyond

three months

- Long-term effects of prolonged

treatment on the endometrium

- Delayed diagnosis of atypical

endometrial hyperplasia or

adenocarcinoma
fs{>

- Impact on surgery

g
&
(o}

e
S’)

Clinical trial
PGL11-024: A Phase
111, extension study of

Safety and efficacy

- Long-term effects of pr.

in total eight
3-month

repeated intermittent

3-month courses of

open-label of 10 mg
ulipristal acetate.

(PEARL extension 2,
category 3)

treatment courses

treatment on the endo

O
O

<
X

Started

Final report in Q3
2015

Risk minimisation measures b

Safety concern

Routine ris@ﬁmisation measures

Additional risk minimisation measures

Inappropriate
management of
endometrium

thickening
.

N
6\0

(unnecessary

interventions

Warnichtion 4.4 of SmPC:
P?z\codynamic properties in section 5.1 of SmPC

!'% iption of selected adverse reactions in section

.8. of SmPC

(gynaecologists).

Educational material to prescribers

diagqosis of
endometrial
hyperplasia
(mistaking PAEC for
hyperplasia)

Warning in section 4.4. of SmPC

Description of selected adverse reactions in section

4.8. of SmPC

Pharmacodynamic properties in section 5.1. of

SmPC

pathologists.

Educational material to prescribers and
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Safety concern

Routine risk minimisation measures

Additional risk minimisation measures

Acute uterine
bleeding requiring
immediate
intervention

Section 4.4.

Section 4.8., Selected adverse reactions

None proposed.

Drug induced liver

injury

This risk has not been confirmed in human.

None proposed.

Treatment course
beyond three
months

Posology (section 4.2. of SmPC)

Special warnings and precautions for use (section
4.4 of SmPC)

Pharmacodynamic properties (section 5.1. of SmPC)

* Q’
p\

-
Educational materifl rescribers.

Long-term effects of
prolonged
treatment of the
endometrium
(including possible

malignant changes)

4.1 of SmPE)

Posology (section 4.2. of SmPC)

Special Warnings and precautions for use (secti
4.4 in the SmPC)

4

Non@osed.

Delayed diagnosis of
atypical endometrial
hyperplasia or

adenocarcinoma

»

Special warnings and precautions for use in section
4.4. of SmPC

Pharmacodynamic properties i@ion 5.1. of

&

Educational material to prescribers and

pathologists.

Impact on surgery

-

b

ent fibroid surgery.

Impact of Esmya eneficial and/or adverse

effect on the sub %

Since it is an ven and rather an unlikely
hypotheticalyrisk, routine risk minimisation activities

are cong @ ed not necessary at this stage.

None proposed.

Use in patients with
moderate to severe

hepatic impairment
*

O

PoNy and method of administration (section 4.2

i@pq.

Sp%cial warnings and precautions for use (section
h4.4 in SmPC)

Pharmacokinetic properties (section 5.2 in SmPC)

None proposed.

Use in pg} with
seve

i ent

Posology and method of administration section 4.2
in SmPC)

Special warnings and precautions for use (section
4.4 in SmPC)

. s

None proposed.
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2.8. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2 and 5.1 of the SmPC have been updated. Some
changes were also made in section 4.4, e.g. the warning with regard to endometrial changes. In addition,
section 4.8 of the SmPC has been updated with information from the new studies. The Package feaflet has
been updated accordingly.

<Q
3. Benefit-Risk Balance .\@
Benefits é

Beneficial effects Q

In short-term studies, i.e. one treatment course of 3 months, ulipristal aceta shown a statistically
significant difference in reduction in menstrual blood loss versus placebo al roximately 75% of the
women were in amenorrhea after one treatment course with ulipristal a 5 mg/day. Patients treated

with ulipristal acetate had a greater reduction in myoma size versus placebo. In comparison with the GnRH
ilar magnitude.

agonist leuprorelin, the effects of ulipristal acetate were overall of@

The clinical data after more than two treatment courses in stud 11-006 has now been provided along
with data from study PGL09-027 (previously assessed data)

course 1 and 2; 48.7 % were in amenorrhea at the en all four treatment courses. At the end of

treatment course 4, 158 (69.6%) patients were asmzd as being in amenorrhea. The proportion of

In study PGL11-006, 61.9% of patients on the 5 mg dog‘e @ in amenorrhea at the end of both treatment

subjects in amenorrhoea at the end of treatmen 4 was to some extent lower compared to at the
end of course 2. However, the proportions are still cOnsidered to be of clinical relevance. In addition, 73.3
% of the patients on the 5 mg dose had ¢ olled bleeding (no episodes of heavy bleeding and a

maximum of 8 days of bleeding over 56 s)wafter treatment course 4.

The mean (median) PBAC scores asso
treatment course. Both fibroid volu @« uterine volume decreased during the study. The total volume of
the 3 largest fibroids identified gening was shown to decrease following the first treatment course,
and to further decrease after %'g

(screening 3) to visit 10 wa
volume reduction.
An improvement in q@)f life measurements evaluated using the specific UFS-QoL symptom severity

and HRQL scales w showed. During the off-treatment interval, with resumption of menstruation the
quality of life v@s htly reduced compared to the end of each treatment course, but was still improved

iated with return of menstruation decreased after each subsequent

eatment course. The mean (median) percent change from baseline
(-72%). By the end of treatment course 4, 81% had a =25% myoma

in comparisgn (o] eline.
Uncertai irrthe knowledge about the beneficial effects

Long te@reatment has been studied up to 4 intermittent treatment courses (see SmPC section 4.2).
Addi e
P -026, i.e. following PGL09-027) will provide safety and efficacy data of up to 8 treatment courses, i.e.

fficacy data will be available from the ongoing study PGL11-024 (the second extension of

data on 4 additional treatment courses further to the available data (see RMP).
Risks

Unfavourable effects
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Repeated doses of ulipristal acetate is reported in 1238 subjects of whom 1053 were exposed for =3 months
to the target dose of 5 mg/day or higher, and 541 subjects were exposed for = two 3-month treatment
courses to the target does of 5 mg/day or higher. Totally 457 subjects were exposed to four 3-month
treatment courses in completed study with 5 or 10 mg/day (when taking account of off-treatment intervals,
equates to 21 months of treatment and monitoring).

Endometrial safety data are obtained from ultrasound examinations (endometrial thickness) a iopsies
(hyperplasia/carcinoma and non-physiological changes). The final study results of PGL11-0 e included
with treatment courses 1 to 4 up to the end of the study follow-up visit, and with availab%a on women
with endometrial thickness = 16 mm. In long-term Phase 111 studies (PGL09-026/027 PGL11-006), the
total number of biopsies is 380, 3 months after discontinuation of 4 treatment course luding UPA+NETA
subjects, the total number of adequate biopsies is 318, 3 months after disconti ign of 4 treatment

courses. &

In study PGL11-006, there were fewer subjects with endometrium thicknes%ﬁ mm after successive
treatment courses. The frequency decreased from 7.4% to 1.5% from tr@ent course 1 to treatment
course 4. The median endometrium thickness was similar to screenir{ev at all time-points during the

study and post-treatment follow-up.

The frequency of non-physiological changes did not increase wit &tion of treatment courses (observed
in 17.8% and 13.3% of biopsies respectively following treatme ses 2 and 4). The data from this study
confirmed a rapid reversibility of SPRM-associated non-physiological endometrial changes following
completion of treatment and subsequent menstruation. O

With respect to the biopsy results in the clinical studies,hrequency of hyperplasia in all phase 3 studies is
low (0.89%) and, importantly, lower than the incidn study population prior to treatment (1.82%).
When looking at the incidence after 4 courses in¢/ 006, the incidence was 0.59% with 5 out of 6 cases
being reversible. Preliminary results from the ongomg Pearl extension 2 (8 treatment courses) have not
shown any cases of hyperplasia, albeit in a | ,sample size. In addition, from a mechanistic point of view,
it can be agreed that the risk of endometri erplasia and cancer may be lower compared to a continuous
oestrogen effect. Therefore, the risk of@metrial hyperplasia associated with the use of ulipristal acetate
is considered as low and does not pr, an approval of repeated, intermittent treatment courses.

Uncertainty in the knowledgut the unfavourable effects

Long term safety has been up to 4 intermittent treatment courses (see SmPC section 4.2).
Long-term safety data with icular attention to endometrial safety will be followed in three studies
(PGL10-014, PGL11-0 nd PGL14-001, see RMP).

Benefit-Risk Bala@

Importance of@able and unfavourable effects

Studies evamgcidtreatment up to 4 intermittent treatment courses studies have shown that ulipristal

acetate tr t results in amenorrhoea in a substantial part of the women. Available data have shown
that th s are maintained over up to four treatment courses where approximately 73 % of women
expegie controlled bleeding. Reductions in myoma and uterine volume are observed and clinically

r ffects on pain and quality of life outcomes are also shown. Thus, it is considered sufficiently

demonstrated that the effect of Esmya is maintained during repeated intermittent use which is assessed as
important.

The adverse event profile is rather benign and data up to 4 intermittent treatment cycles have not shown
any new or unexpected adverse events.
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The incidence and prevalence of hyperplasia with ulipristal acetate are below 1% and compares with
published literature regarding prevalence. Repeated treatment with ulipristal acetate courses did not
increase the occurrence of more serious conditions of the endometrium such as hyperplasia with atypia or
endometrial carcinoma. The action of ulipristal acetate on the endometrium is specific and different from an
unopposed oestrogen effect. Ulipristal acetate is not carcinogenic in experimental animals at suffici

exposure margins compared to human exposure. The risk of endometrial hyperplasia associated
of ulipristal acetate is considered as low and does not preclude an approval of repeated, intermittent treatment

courses.

L 4
Benefit-risk balance {\

The Benefit/Risk for the proposed extension of indication for Esmya for intermitte Qment of moderate
to severe symptoms of uterine fibroids in adult women of reproductive age is%d ed positive.

Discussion on the benefit-risk balance 0

Esmya is currently approved for the pre-operative treatment of modera evere symptoms of uterine
fibroids in adult women of reproductive age with a treatment duration, limitéd to a maximum of two
treatment courses of 3 months each. The limitation in duration of tr ent was due to lack of long term
safety data. Surgery may not be a suitable option for all patients, Jfor medical or personal reasons or if
the woman is peri-menopausal and would rather wait that the toms of uterine fibroids decrease as

result of menopause. Thus, a continued medical treatment i s would be valuable and currently no
medical treatment is approved in this indication.

Safety and efficacy data on the use of Esmya for internN;treatment of moderate to severe symptoms of
uterine fibroids in adult women of reproductive age jis available for up to 4 intermittent treatment courses.
Further long-term safety and efficacy data will be @ible from several studies as reflected in the risk

management plan.

Women who get symptomatic relief (less blGating & discomfort due to reduced fibroid size and better energy
due to less heavy bleeding) might be incli@?to use Esmya persistently without a break. This type of use
poses a risk since intermittent use alloﬁw uces a type of withdrawal bleed, which should offset any
developing endometrial hyperplasiag er to minimise the risk of occurrence of persistent use beyond 3
months, stringent risk minimisatio ities were initiated at the time of initial MA and are still undertaken.
The treatment should not be lo Qhan 3 months continuously as the risk on endometrium is unknown if
continued longer and that it muast be intermittent in case of the proposed repeated intermittent use (see
SmPC sections 4.2, 4.4). E ional material is in place to increase awareness that each Esmya treatment
course should be Iimit%i’, nths. From the presented post marketing data the risk seems limited with

a low number of case no detrimental reported adverse events.

The discrepancy anosing endometrial hyperplasia is a well-described fact and not specific to the
follow-up of treow with ulipristal acetate. The educational material to prescribers and pathologists has been
updated to.reé(ythe extended indication. The educational program in combination with the additional
pharmaco@ ce activities in the RMP are considered sufficient and will provide appropriate measures on
reducing_t isk of inappropriate management of endometrium thickening and inappropriate diagnosis of
end @ hyperplasia as well as long term treatment with ulipristal acetate.
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4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptad
ol

therefore recommends the variation(s) to the terms of the Marketing Authorisation, concernin@ lowing
change: . Q’
Variation requested Type \%nexes
7~ | affected
C.l.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition | T I, Il and 111B
of a new therapeutic indication or modification of an

4
4
approved one &

Extension of the indication to include intermittent treatment of moderat vere symptoms of uterine
fibroids in adult women of reproductive age; consequently, the sectiops 4.1, 4.2, 4.4, 4.8 and 5.1 of the

SmPC have been updated. The Package Leaflet has been updated dingly. Furthermore, the key
elements of the educational material in Annex Il have been revise@

The requested variation proposed amendments to the Summ roduct Characteristics, Annex Il and
Package Leaflet. 6

O
5. EPAR changes \

The EPAR will be updated following Commissiong;on for this variation. In particular the EPAR module 8
"steps after the authorisation” will be updated a Il

Extension of the indication to inclu? @wittent treatment of moderate to severe symptoms of uterine

OwWs:

fibroids in adult women of reprodu ge; consequently, the sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the
SmPC have been updated. The P@ge Leaflet has been updated accordingly. Furthermore, the key
elements of the educational n'@

Summary \ 2

This variation extend@use of Esmya to include intermittent treatment of moderate to severe symptoms
of uterine fibroigsda on data from two phase |1l studies. In that context, safety information has also
been updated N commendations for periodic monitoring of the endometrium and information on the
managem%t;\bered bleeding (inter-menstrual bleeding) and hyperplasia (with and without atypia).

in Annex Il have been revised.

Please ref Scientific Discussion ‘Esmya-H-C-2041-11-28’

<
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