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Product information

Name of the medicinal product:

Esmya

Applicant:

PregLem France SAS.

>
%)

32, route de I'Eglise *
F-74140 Massongy \
France (

Active substance:

ulipristal acetate

International Non-proprietary Name:

ulipristal

Pharmaco-therapeutic group
(ATC Code):

Uterine myoma {
Vo 2

Therapeutic indication(s):

indicated for pre-operative

ate to severe symptoms of
uterine fi in adult women of reproductive age.
The dur; of treatment is limited to 3 months

(see\ 4.4)

treatment

Pharmaceutical form:

O

Y

Strength:

,@met

5 mg

Route of administration:

Oral use

$
>

Packaging:

PVC/PE/PVDC/Alu blisters

K

Package size:

28 tablets
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List of abbreviations

AAS Atomic Absorption Spectrometry
ACTH Adrenocorticotropic hormone
ADME Absorption, Distribution, Metabolism and Elimination

ADR Adverse drug reaction

AE Adverse event

AESI Adverse Event of Special Interest

ALAT Alanine aminotransferase

ALP Alkaline phosphatase

AP Applicant's Part (or Open Part) of a DMF
API Active Pharmaceutical Ingredient

AR Assessment Report

ASM Active Substance Manufacturer

ASMF Active Substance Master File = Drug Master File
ASR Annual Safety Report

AST Asparate Transaminase

ASV Aqueous suspending vehicle

AUC Area under the curve

BMI Body mass index {
BP British Pharmacopoeia @
CEP Certificate of Suitability of the European Pharmacopagei
CFU Colony Forming Units 6
CHMP Committee for Medicinal Product for Human Use

Cnax Maximum concentration

CMS Concerned Member State O

CoA Certificate of Analysis \

CPK Creatine phosphokinase

CRS Chemical Reference Substance (official ard)

CT Computed Tomography

DCM Dichloromethane Q

DB Double Blind

D&C Dilation and Curettage &

DDI Drug-Drug Interaction (J

DILI Drug Induced Liver Injury

DMF Drug Master File = Activ S@nce Master File

DP Decentralised (Applicati ocedure

DSC Differential Scanning C etry

E2 Estradiol 6

ECG Electrocardiogram

EDQM  European Direct r the Quality of Medicines

EEA European Econo rea

EMA European MedicinesNAgency
EU-RMP European RIi nagement Plan

FDA Food and Administration
FSH Follicle- ating hormone
GCP Good %I Practice

GLP Googl ratory practice

GMP G nufacturing practice
GnRH otropin releasing hormone

GPRD @ eral Practice Research Database
Hb emoglobin
Hc ematocrit
High Density Polyethylene IPCIn-process control
G Human ether-a-go-go gene

ICH International Conference on Harmonisation
IND Investigational new drug

INN International Non proprietary Name

IR Infrared

ITT Intent-to-treat

U International Units
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1UD Intrauterine Device

JP Japanese Pharmacopoeia

LCL Lower confidence limit

LC-MS

/MS Liquid chromatography tandem mass spectrometry
LDH Lactate dehydrogenase

LDPE Low Density Polyethylene

LH Luteinising Hormone @b

LLT Lower Level Term

LOA Letter of Access .
LOD Limit of Detection \
LOQ (1) Limit of Quantification, (2) List of Questions {
MA Marketing Authorisation

MAH Marketing Authorisation holder O
MD Multiple Dose Q
MEB Medicines Evaluation Board &
MedDRA Medical Dictionary for Regulatory Activities

MRI Magnetic resonance imaging 0

MS Mass Spectrometry

ND Not detected @

NICE National Institute of Health and Clinical Excellence
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NIH National Institutes of Health @

NLT Not less than

NMR Nuclear Magnetic Resonance Q
NMT Not more than Q
NOEL No observed effect level

00Ss Out of Specifications O

P4 Progesterone

PAEC Progesterone Receptor Modulator Associated Endometrial Changes
PB Population Based 6

PBAC Pictorial Bleeding Assessment Chart

PD Pharmacodynamic Q

PDE Permitted Daily Exposure
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PK Pharmacokinetic
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PP Per-protocol &

PR Progesterone rec
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s.C. subcutaneous

SD Standard deviation
SF-MPQ Short Form McGill Pain Questionnaire
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1. Background information on the procedure

1.1. Submission of the dossier

The applicant PregLem France S.A.S. submitted on 19 November 2010 an application for @ting
Authorisation to the European Medicines Agency (EMA) for Esmya, through the centralise@ocedure
under Article 3(2) (a) of Regulation (EC) No 726/2004. The eligibility to the centralised@edure was
agreed upon by the EMA/CHMP on 29 September 2009. {

The applicant initially applied for the following indication: treatment of sym @ (heavy uterine
bleeding and/or pain) in patients with uterine fibroids who are eligible for surgery, or when surgery is

not appropriate. Esmya is indicated in pre-menopausal adult women. Subs tly, the indication was
é{ of moderate to severe

revised as follows: Ulipristal acetate is indicated for pre-operative treat
symptoms of uterine fibroids in adult women of reproductive age. The@tion of treatment is limited

to 3 months (see section 4.4) {

The legal basis for this application refers to: %Q

Article 8.3 of Directive 2001/83/EC, as amended - comple dependent application.

clinical and clinical data based on applicants’ own
substituting/supporting certain test(s) or study(ieb

The application submitted is composed of admini tr@ information, complete quality data, non-
x and studies and/or bibliographic literature

Information on Paediatric require@qts

Pursuant to Article 8 of Regulation (EC) 1/2006, the application included an EMA Decision
P/215/2009 on the agreement of the§ ing of a product-specific waiver.

Information relating to o@ market exclusivity

Similarity {O

Not applicable. Q

Applicant’s re% for consideration
Additional.d market exclusivity

N

The applicﬁxa uested consideration of one year data/market exclusivity in regards of its application
for a ne iIGation in accordance with Article 14(11) of Regulation (EC) 726/2004.

SGi @ﬁc Advice
T pplicant did not seek scientific advice at the CHMP.
Licensing status

The product Esmya was not licensed in any country at the time of submission of the application.
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Another product containing the same active substance, Ellaone (ulipristal acetate) was authorised in
the EU on 15 May 2009 in the indication of emergency contraception within 120 hours (5 days) of
unprotected sexual intercourse or contraceptive failure. The marketing authorisation holder for Ellaone
is Laboratoire HRA Pharma.

HRA Pharma and PregLem France S.A.S are distinct companies but have entered licensing aents
for ulipristal acetate therefore the concept of Global Marketing Authorisation applies. @

. \@
The Rapporteur and Co-Rapporteur appointed by the CHMP and the evaluatio@s were:

Rapporteur: Tomas Salmonson Co-Rapporteur: PieterS&}eﬁ

e The application was received by the EMA on 19 November 2010. @

1.2. Steps taken for the assessment of the product

e The procedure started on 15 December 2010.

e The Rapporteur's first Assessment Report was circulated to BQ&\P members on 7 March 2011.
The Co-Rapporteur's first Assessment Report was circulatQ | CHMP members on 4 March
2011.

e During the meeting on 11-14 April 2011, the CHMP gon the consolidated List of Questions to
be sent to the applicant. The final consolidated L t@u
April 2011.

estions was sent to the applicant on 14

e The applicant submitted the responses to the@lP consolidated List of Questions on 19 May 2011.

¢ The Rapporteurs circulated the Joint Asses@mt Report on the applicant’s responses to the List of
Questions to all CHMP members on 5%2011.

e During the CHMP meeting on 21 J 1, the CHMP agreed on a list of outstanding issues to be

addressed in writing by the apglitan
e The applicant submitted the :bses to the CHMP List of Outstanding Issues on 22 August 2011.

e The Rapporteurs circulat Joint Assessment Report on the applicant’s responses to the List of

Outstanding Issues to MP members on 5 September 2011.

e During the CHMP%M on 22 September 2011, the CHMP agreed on a second list of outstanding

issues to be ad by the applicant.

e The applican@nitted the responses to the second CHMP List of Outstanding Issues on 17
*

List

October Zix
e The 5 urs circulated the Joint Assessment Report on the applicant’s responses to the second
tstanding Issues to all CHMP members on 1 November 2011.

. D@ the CHMP meeting on 17 November 2011, the CHMP agreed on a third list of outstanding
es to be addressed by the applicant.

. he applicant submitted the responses to the third CHMP List of Outstanding Issues on 17
November 2011

e The Rapporteurs circulated the Joint Assessment Report on the applicant’s responses to the third
List of Outstanding Issues to all CHMP members on 28 November 2011.
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e During the meeting on 12-15 December 2011, the CHMP, in the light of the overall data submitted
and the scientific discussion within the Committee, issued a positive opinion for granting a
Marketing Authorisation to Esmya on 15 December 2011.
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2. Scientific discussion

2.1. Introduction

Uterine fibroids b

Uterine fibroids (uterine leiomyoma) are benign, monoclonal, hormone-sensitive, sm@ muscle
tumours of the uterus. They are the most common tumour of the female reproducti% t
menopausal women and have been reported to affect 20-40% of women during Hei
years. @

in pre-
productive

Uterine fibroids are often asymptomatic, but when symptomatic, the primar
uterine bleeding, anaemia, abdominal pressure, abdominal pain, increa
infertility. In particular, heavy menstrual blood loss is one of the most fre

of uterine fibroids. &

toms are heavy
inary frequency and
y disabling symptoms

Treatment

Currently, the treatment for symptomatic fibroids is surgery. %tomatic uterine fibroids are the
leading reason for hysterectomy. Other, less invasive treatmeht/procedures include myomectomy
(which may preserve fertility), uterine artery embolization a @ f the dominant symptom is bleeding,
endometrial ablation.

circulating oestrogen has been applied as a medicahapproach for treating fibroids. Gonadotropin
releasing hormone (GnRH)-agonists are there@ licensed for the pre-operative treatment of

Because uterine fibroids are hormone dependent adx regress after menopause, suppression of

symptomatic uterine fibroids. GnRH-agonist

correcting anaemia when given concomitanti§awith iron therapy, reducing abdominal symptoms and

reducing fibroid and uterine volume. Th%u;e is limited to 3-6 months duration as suppression of
e

effective in reducing fibroid-related bleeding,

oestrogen to castration levels results in ausal symptoms including hot flushes, mood swings and

loss of libido and can also lead to loss e mineral density.

About the product Q
Esmya (Ulipristal acetate) is a Q terone receptor antagonist. It acts by depriving uterine fibroids of
growth stimulation due to geSterone. Ulipristal acetate is indicated for pre-operative treatment of

moderate to severe sme of uterine fibroids in adult women of reproductive age. The duration of
mo

treatment is limited t&

The treatment cons@f one tablet of 5 mg to be taken orally once daily for up to 3 months, and it

S.

should be stagteé dufing the first week of a menstrual cycle. There are no data available on treatment

with a duratiﬁlg ger than 3 months or on repeat courses of treatment. Therefore, treatment duration
.

should n &Q d 3 months.

. @aality aspects

1.

2.

Introduction

Esmya contains the active substance ulipristal acetate. For other ingredients see the SmPC. The
product is formulated as immediate-release, white to off-white round biconvex 5 mg tablets, which are
embossed by “ES5” on one side.
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The product is packaged in orange PVC/PE/PVDC/Alu transparent triplex blisters.

2.2.2. Active Substance

The chemical name of the active substance is 17a-Acetoxy-11p-(4-N,N-dimethylamino )-19-

norpregna-4,9-diene-3,20-dione.
& q ’
The corresponding molecular formula is C3gH37NO4, molecular weight is 475.619 g/m@

The absolute configuration of the chiral centers is as follows: 8S, 11R, 13S, 14S,

N
&
,00

Ulipristal acetate is a white to ygl stalline powder. It is freely soluble in methylene chloride,

soluble in methanol, acetone and
by micronisation The substanc@e

of studies. k

An ASMF procedure is d to provide information on the active substance.

Manufactu rch
*
N

The struct re@ dation of ulipristal acetate was performed with Elemental Analysis, Infra-Red (IR)
spectros uclear Magnetic Resonance (NMR) (1H-NMR and 13C-NMR, HMBC, HMQC and COSY),
uv spe opy and mass spectroscopy. The polymorphic form of ulipristal acetate is also
chara@zed by differential scanning calorimetry (DSC), IR and X-ray diffraction. The validation-
pr

copfirm that the active substance ulipristal acetate presents a homogenous crystalline structure, when
obtained following the proposed synthetic process. In conclusion, the drug substance exists in one
polymorphic form.

nol and insoluble in water. The desired particle size is achieved
not show polymorphism, which has been confirmed by a number

oc

n batches of ulipristal acetate have been analysed by IR, DSC and X-ray diffraction in order to

Analyses of chromatographic purity by HPLC, assay and optical rotation in the final product confirm the
exact chiral structure of the active.
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Specification

Control tests for the active substance include description, identification by IR spectrum and HPLC,
related substances and assay by HPLC, optical rotation, melting point, water content, heavy metals,
residual solvents and particle size.

The acceptance criteria for impurities, including limits for organic impurities, inorganic im s and
residual solvents, are defined. Origin of the impurities and amounts found in clinj ials are
described. As confirmed by numerous studies, none of the impurities are genotoxic. 4 y limits in
the specification are justified and found safe. {

The limits for residual solvents are those of the Ph.Eur. monograph or tighter.

The limits set for specification parameters are acceptable and in line v@h results, stability
studies and CHMP guidelines. Analytical methods used are sufficiently deseri and fully validated in
line with the CHMP requirements.

Results of analysis of six production batches of the active substance @ provided. Compliance with
the specification was demonstrated.

Stability Q@

Stability studies have started for 6 validation batches atdboth aCcelerated (40°C/75% RH) and long-
term (25°C/60% RH) conditions. Testing frequencig according to valid guidelines and the
following parameters are monitored: description, tification by IR, water content, related
substances and assay by HPLC and optical rotatibl’he same limits as those proposed for release are

used.

Accelerated studies have been completed for @Vcches. Long-term results are available from 9 to 60
months, depending on the individual batc anufacturing date.

Forced degradation studies have b (,faﬁrried out to study degradation patterns of the active
substance and to confirm that the 6

conditions but almost total in xidizing conditions and at pH 14. Specified impurities were
detected in heat, acid and basj itions, respectively. Unknown impurities were detected in strong
heat and strong basic conditi g

ethod is stability indicating. The degradation was low in most

A photostability study w performed according to ICH Q1B conditions. Degradation was found in
both solid drug substance ane in drug substance in solution. It can be concluded that ulipristal acetate

is light sensitive. @

A suitably valid@e-test period is approved, supported by the available stability data. The active
*
substance sho stored protected from light; no other storage precautions are needed.

*

2.2.@Qished Medicinal Product

duct is formulated as immediate-release, white to off-white round biconvex 5 mg tablets, which
areYembossed by “ES5” on one side.

The excipients used in the tablets are all standard pharmaceutical grade excipients that correspond to
the appropriate Ph.Eur. monographs. Microcrystalline cellulose and mannitol are included as diluents,
croscarmellose sodium as a disintegrant, talc as a glidant and lubricant that prevents sticking upon
compression and magnesium stearate also as a lubricant.
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Adventitious agents

All excipients are either of synthetic or vegetable origin. The magnesium stearate is of vegetable origin
and a statement confirming this is provided from the supplier.

Manufacture of the product b

The manufacturing process of the finished product was sufficiently described. Process validatien studies
were performed on two pilot batches and three validation batches. The data dem %e that the
process is well controlled and the finished product complies with the specification. IAladdition, process
validation scheme for commercial scale batches, which addresses all requiremen m the validation
guideline (CPMP/QWP/848/96), was presented. Therefore, process validation nd to be adequate

in combination with the process validation scheme for larger batch sizesaProgess validation for the
commercial size batches will be carried out before release on the market.o

Product specification @

form. The finished product is tested for appearance, identity b and HPLC, related substances and
assay by HPLC, disintegration, dissolution, average mass, co @ uniformity and microbial purity. The

shelf-life limits for assay and impurities were tightened the procedure. Impurities/degradation

The specification of the finished products includes standard test@%rameters for this kind of dosage

products were evaluated and found to be acceptable fro safety perspective.

All the analytical tests used for the finished [Mct control were sufficiently described and
appropriately validated.

Batch analysis results of seven batches (clinigalzdevelopment, stability and validation batches) were
presented. All batches comply with the finished Product specification.

Stability of the product (J

Stability studies were started for t guct packaged in the proposed commercial packaging, orange
PVC/PE/PVDC/Alu transparent tri blisters on commercial scale batches. Full commercial scale

batches will be also placed on @ ity once available.

mass and microbial purity.

The parameters tested ar &arance, related substances, assay, dissolution, disintegration, average
ting frequency corresponds with the current guideline requirements.

Results of acceleratgd, studies at 40°C/75% RH up to 6 months and results of long-term studies at
25°C/60% RH u {b
degradation p ts’are seen. Changes in assay, average mass and dissolution are not significant. All
results comp@ the acceptance criteria at the end of shelf-life.

.

In gener% results support the shelf-life and storage conditions as defined in the SmPC.

N

months are available. Only very little degradation is observed and no new
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2.2.4. Discussion on chemical, pharmaceutical and biological aspects

No quality-related major objections were raised during the assessment time. All other concerns were
addressed satisfactorily by the applicant in the response package. The information presented in the
quality dossier is considered satisfactory and adequate to support the marketing authorisation®

2.2.5. Conclusions on the chemical, pharmaceutical and biological @ cts

Information on development, manufacture and control of the drug substance and df duct have
been presented in a satisfactory manner. The results of tests carried out indlicaté satisfactory
consistency and uniformity of important product quality characteristics, and the@ turn lead to the
conclusion that the product should have a satisfactory and uniform performar@

2.3. Non-clinical aspects S’

e clinic.

2.3.1. Introduction

female animals. Safety pharmacology, general toxicology, ge icity and reproduction toxicology

The non-clinical development program, except in a limited numbz specific cases, was conducted in
studies with ulipristal acetate were performed in accordance %ood Laboratory Practices (GLP).

2.3.2. Pharmacology Q

Progesterone plays a pivotal role in reproductimt is involved in the control of ovulation,
implantation, and maintenance of pregnancy, agithdrawal of progesterone at the end of a non-
fertile cycle results in menstruation in human nonhuman primates. In the uterus, progesterone
controls the growth and differentiation of enQetrial and myometrial cells and directly regulates a
variety of cell functions; it also acts indir%by functionally opposing various estrogen effects. In the
non-pregnant uterus, progesterone exerébj inhibitory and stimulatory effects on cell proliferation in

a cell- and tissue-specific manner.

Progesterone mediates its physio | effects through interaction with the progesterone receptor, a
member of the superfamily of receptors. The recognition of the important role of progesterone
in reproduction led to the i( ment of synthetic progesterone receptor ligands, also known as
Selective Progesterone Re Modulators (SPRMs). The synthesis of mifepristone (RU486), the first
progesterone and glucoc oid receptor antagonist, was a starting point of drug discovery for
progesterone recepto odulators throughout the world, with much attention focused on finding
compounds with in@ed progesterone antagonistic potency and reduced antiglucocorticoid activity
compared with r? stone. Ulipristal acetate, which binds strongly to the progesterone receptor and
stabilizes it in’N tagonist conformation and inhibits progesterone induced transcription, is a result of
this search. (J
SPRMs h@en shown to work through several mechanisms of action in uterine fibroids. Firstly they
intera the progesterone receptors in the fibroid cells triggering apoptosis and inhibiting
proh n of these cells. Secondly, SPRMs display a direct and specific effect on the endometrium,
ing bleeding within a few days. Thirdly, they reduce gonadotrophin secretion and inhibit ovulation
whilé maintaining serum estrogen levels at moderate concentration corresponding to mid follicular
phase levels.
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Primary pharmacodynamic studies

The binding of ulipristal acetate to hormonal steroid receptors has been studied in a number of reports
with the data being expressed either as an ICs, or as Relative Binding Affinity (RBA) as compared to a
value of 100% for reference agent (progesterone for the progesterone receptor, dexamethégsone for
the glucocorticoid receptor, estradiol for the estrogen receptor, dihydrotestost or

. \@
A summary of studies performed in vitro with can be found in the table belowQO

methyltrienolone for the androgen receptor).

In vitro studies

Table 1. Summary of primary pharmacodynamic studies performed in vit% ulipristal acetate.
Type of Study,

TEST SYSTEM Test conditions Conclusion @
report
Steroid receptor Extracts from rat Comparison of Ulipristal acetatepis a progesterone receptor antagonist
binding, in vitro uterus, prostate binding of ulipristal and also a gl %ticoid receptor antagonist with little
PGL-H-401 and thymus acetate or no activit e estrogen receptor. The

extracts, rabbit and mifepristone to  pharmac mic profile is similar to that of

uterus, human IM9 various steroid mifepri

cells receptors. 6
Steroid receptor Extracts from Comparison of Ul@a‘l acetate is an antiprogestine with similar
binding and in  rabbit uterus and binding of ulipristal \ cy as mifepristone.
vitro thymus, acetate
antiprogesteron recombinant rat and mifepristone

e activity and human various steroi
PGL-H-402 receptors. T47D-C) receptors.

and HepG2 cells &
Characterization T47D and HelLa Receptﬂ ng to  Receptor binding studies showed Ky values of 0.58+0.03

of in vitro cells proge and and 0.31+0.04 nM for mifepristone and ulipristal
glucocorticoid écoid acetate, respectively, on the progesterone receptor with
receptor ors. corresponding values on the glucocorticoid receptor of
binding esterone agonist 0.68+0.06 and 1.68+0.18 nM — reference values were
PGL-H-403 d antagonist 3.95+0.25 nM for progesterone and 9.5+1.5 nM for
{ activity was assessed dexamethasone on the respective receptors.
through stimulation  |n T47D cells, ulipristal acetate and mifepristone
of alkaline functioned as pure antagonists at the progesterone
\ phosphatase activity receptor.
@ in T47D. At the glucocorticoid receptors, mifepristone functioned
Q Glucocorticoid as a full antagonist while ulipristal acetate functioned as
’\ antagonistic activity 5 competitive antagonist.
N (J was assessed in HeLa .o Jpove
RN cells.
Leiomyom \Human leiomyoma In vitro Ulipristal acetate inhibits the proliferation of cultured
proliferati cells 1, 10, 100, 1000 nM leiomyoma cells by down-regulating PCNA expression
PG H@ and induces apoptosis by up-regulating cleaved
caspase-3 and PARP expression and down-regulating
Bcl-2 expression.
Leion:yoma cell Human leiomyoma In vitro Ulipristal acetate down-regulates VEGF, ADM and their
protein and normal 10, 100, 1000 nM receptor contents and moderates PR isoform contents in
expression, myometrial cells cultured leiomyoma cells in a cell-type specific manner.
PGL-H-411
Steroid receptor Extracts from Comparison of The monodemethylated metabolite of ulipristal acetate
Esmya

CHMP assessment report
Page 15/106
Rev06.11



binding and in  rabbit uterus and binding of ulipristal has similar pharmacodynamic activity compared to that

vitro thymus, acetate of ulipristal acetate both at recombinant human
antiprogesteron recombinant rat and mifepristone progesterone-A and progesterone —B receptors and at
e activity and human and their putative rabbit progesterone and glucocorticoid receptors.
PGL-H-449 receptors. T47D-C) metabolites to
and HepG2 cells various steroid b
receptors. -~
Endometrial cell YHES cells In vitro Treatment of cell cultures with 100 uM u ;W acetate
proliferation, 0.1-100pM significantly inhibited proliferation byt I%
PGL-H 460 concentrations were without effect; N@ results were
observed with mifepristone. ‘{

Pharmacodynamic activity of metabolites to ulipristal acetate &

The pharmacological activity of the principal metabolites of uliprist acetate, the mono-N-
demethylated (PGL4002) and di-N-demethylated (PGL-4004) deriyativ has been investigated
through receptor binding in limited in vitro and in vivo programme n vitro, both PGL4002 and
PGL4004 bound to progesterone receptors, with PGL4002 having the greater affinity. In vivo, PGL4002
showed activity in the anti-Clauberg test after oral administr@, but this was less than that of
ulipristal acetate (doses up to 1.6 mg/rat/day) while PGL400 n

administration in the anti-McGinty test (dose of 1.0 pg,.i omparative study where 1.0 pg of
ulipristal acetate gave 79.4% inhibition of endometrial pr(@tion) (PGL-H-450).

O

Secondary pharmacodynamic studieo

ly weakly active after intraluminal

The antiovulatory and antifertility (post—coita%tivity of ulipristal acetate has been investigated in
rats in several studies. Ulipristal acetateyhas a dose-dependent antiovulatory effect and completely
blocked ovulation at and above doses o /kg. A partial blockade of ovulation was noted already at
the lowest dose 0.5 mg/kg. Mifeprist s partially active at 4 mg/kg and did not completely block
ovulation even at the highest dos ﬁgated, 8 mg/kg following oral administration. The antifertility
or post-coital effect was investig n female rats that were mated with fertile males and dosed on
day 4 to 6 of gestation. The als were euthanized on day 10 of gestation and the number of
concepti was recorded. Ulipﬁa acetate at doses of 2.0 mg/rat/day, either p.o. or s.c., prevented
pregnancy in all animalsQe respective groups while 1 mg/kg had a partial post-coital effect. In
another dosing regimen withiksingle 2 mg doses of ulipristal acetate to rats on different days of mating,
no post-coital effect bserved on days 0, 1, 2 or 3 post-mating, but prevented 100% of gestations
on day 4 but with @eﬁect on day 5. Administration of progesterone to ulipristal acetate treated
pregnant rats;e@d the post-coital antifertility effect and maintained pregnancy. A dose-dependent
post-coital @of ulipristal acetate was observed in rabbits when the animals were dosed on

gestation @ 3. A compete block of gestation was seen at 10 mg/kg and a partial block of gestation
at 4 an /kg. On days 4, 5 or 6, 32 mg/kg, had no or slight post-coital effect while 64 mg/kg
totally, d gestation in the rabbit.

Th ility of ulipristal acetate to terminate pregnancies was investigated in the guinea-pig and

ey. Ulipristal acetate, mifepristone and lilopristone were approximately equipotent at the dose
levels of 10 and 30 mg/day in terminating pregnancies in guinea-pigs when the animals were treated
on days 43 and 44 of gestation. Pregnant long-tailed macaques (5/group) were administered ulipristal
acetate or mifepristone 0.5 or 5 mg/kg/day p.o. or 0.5 mg/kg/day i.m. on days 23-26 of gestation.
Pregnant animals were assessed by ultrasound pre-treatment (day 23) and then monitored on days
26-28, 30, 32, 35, 55, 80, 100, 130 and 145. At 0.5 mg/kg of ulipristal acetate there was no loss of
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foetuses, while at 5 mg/kg 2/5 foetuses were lost. The corresponding figures for mifepristone is 2/5
foetuses lost at 0.5 mg/kg while 4/5 foetuses were lost at 5 mg/kg following oral administration. When
using intramuscular administration of 0.5 mg/kg 4/5 foetuses were lost in ulipristal acetate treated
animals and 3/5 in mifepristone treated animals. In monkeys in which pregnancy continued and which
were allowed to deliver normally, there was no evidence of structural or physiological abnor ities in
foetuses.

In vivo, the main metabolite of ulipristal acetate, the mono-N-demethylated (PGL @nhibited
endometrial proliferation after oral administration with lower magnitude of efficat

ulipristal
acetate while di-N-demethylated (PGL4004) was only weakly active. {

Safety pharmacology programme &\/Q

Safety pharmacology studies have been conducted on the centr Q)us, cardiovascular and
respiratory systems. Ulipristal acetate did not produce any unexpected gr toxic effects in the safety
pharmacology studies. The only effect of relevance is an increasedfarterial blood pressure observed in
conscious female beagle dogs at 25 and 125 mg/kg, resulting@ posure margins of 36 and 337,

000)
N

Table 2. Summary of safety pharmacology studiﬂerformed with ulipristal acetate.

The studies are summarised in the table below.

Organ System Spem_es/ Q
Strain
Evaluated Method o Doses )
Gender/ . Conclusions
Admimstration Duration
Number/
Study Number
Group I}
CENTRAL NERVOUS SYSTEM \)
-
Functional observation Rat/SD 5, 25, 125 mg/kg Ulipristal acetate has no effect on
battery (Irwin test), 6F/group behaviour or physiological changes.
PGL-H-415 (O
CARDIOVASCULAR SYSTE
Action potential duratiop Dog/Bgagle In vitro 1, 3, 10 pM Ulipristal acetate is unlikely to have an
in Purkinje fibres, \ (0.475, effect on cardiac sodium channels.
PGL-H-412 @ 1.425, 4.75
Q pHg/mL)
HERG tail currer’n\ Transfected In vitro 10 pM (4.75 Ulipristal acetate had no effect on HERG
PGL'H'41% HEK293 cells pg/mL) tail current.

Cardiovas@effects Dog, Beagle The animals were 5, 25, 125  Ulipristal acetate significantly increased
d

(arteri pressure, 4 F/group orally dosed mg/kg blood pressure. The NOAEL was 5 mg/kg.
heart,r nd ECG) sequentially with 7 The exposure margin at NOAEL is slightly

scdious, days between doses below clinical exposure (348 ng*h/ml
telehmetered female of ulipristal acetate. divided by 548 ng*h/ml). The exposure
beagle dogs Recordings were margin at 25 mg/kg is 14 times the
PGL-H-416 made for up to 24 clinical exposure.

hours after dosing.

RESPIRATORY SYSTEM
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Respiratory parameters
(respiratory rate and

tidal volume)
PGL-H-414

Rat/SD
8F/group

Plethysmography
chambers

5, 25, 125
mg/kg po

Ulipristal acetate

had no effect on the

respiratory parameters investigated.

Table 3. Safety margins of animal exposure in safety pharmacology studies performed with

acetate. N
C max Therapeclijtic AUC . T%?ﬁpdmc ratio
. a pg/mL ratio h.pg/mL
Species Dose Ulipristal | PGL | Ulipristal | PGL | Ulipristal PGL pristal | PGL
acetate 4002 acetate | 4002 acetate 400, acetate 4002
5mg 0.681 1.375 11 63 3.645 17 46
Rat 25mg 3.418 1.562 53 71 29.779 137 130
125 mg 8.908 3.684 139 167 72.407 334 299
5mg 0.130 0.185 2 8 0. 348 2 5
Dog 25mg 2.153 1.426 34 65 7. 7 961 36 94
125 mg 7.360 2.790 115 127 73 42 440 337 499
hERG assay 10 uM / c
Purkinje fibres | 4.64 ug/mL 4.750 4 { i i

@ Human dose (10mg/day) and animal dose (mg/kg); ° Steady state exp

(PGL09-023); ° Ratio calculated based on the total fraction in human

a; ¢ Therapeutic rati

s after 10 days of daily administration

os were based on a

clinical steady state exposure of 10 mg/day, since steady state d?S g/day (the proposed clinical dose) was
not readily available. Thus therapeutic ratios at a clinical dose G 9/

N

Pharmacodynamic drug interactio O

day are likely to be higher.

A receptor binding study was submitted rder to investigate the affinity of ulipristal acetate to other

C—lj rised in the table below.

than hormonal receptors. This study is

Table 4. Summary of a receptor ﬁoperformed in vitro with ulipristal acetate.

TEST SYSTEM Comment

Study, report conditions

Type of

Receptor 78 receptors, io& In vitro Significant binding of ulipristal acetate and PGL4002 at
binding assay channels an 10"°M range the glucocorticoid receptor. Ulipristal acetate also partially
of ulipristal transporter s prevented binding of the cognate reference compounds to

acetate and its PPARY and to a CI- channel, whilst PGL4002 exhibited

AN

metabolite @ residual binding affinity for the cannabinoid receptor 1.
PGL4002,
PGL-H-470 Ao

\‘
b\a'macoklnetlcs

Th @lacokinetics of ulipristal acetate were determined in mice (CD-1), rats (Sprague Dawley),
its* (New Zealand White), dogs (Beagle) and monkeys (Cynomolgus). Absorption, distribution,
metabolism and excretion of ulipristal acetate were studied in rats and monkeys using oral and

2.3.3.

intravenous dosing. The pharmacokinetics of ulipristal acetate are summarized in the table below.

Table 5. Summary of pharmacokinetics for ulipristal acetate

Absorption Rapidly and well absorbed after oral administration to mice, rats, rabbits,
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dogs and monkeys.

Cmax = 1 hin rats, 1-2 hours in dogs and 4 h in monkeys following oral
administration.

Bioavailability Rats approximately 80%.

Monkeys approximately 112%.

Human: No data Q
Dose proportionality The exposure appeared to be less than proportional over the dos

5 to 125 mg/kg for both ulipristal acetate and the metabolite P
rats but the converse was seen in dogs. When analysed by R osure
of rats and rabbits increased less than proportionally over se range

50-1250 mg/kg
Non-linear kinetics in humans, with less than dose pro Q\al increase

in exposure.
Terminal plasma half- Rat: 6 hrs following oral administration N
life Monkey: 87 hrs following oral administration 0
Human: 32 hours after oral administration
Distribution Highly protein bound (96.7-99.5%) to plasma@ﬁeins of mouse, rat,

rabbit, dog, monkey and human g_‘

14C-ulipristal acetate was widely distri rats and monkeys. Higher
concentrations of radioactivity wer pigmented tissues (uveal
tract, pigmented skin and menmgeQ

No human data on excretion int

No information on dIStI’IbUtIOI’]m lacenta.

Metabolism Rapid and extensive metaWosgbly via cytochrome P450 (CYP3A4).
A large number of metabolites*are produced, up to 28 in rat and 20 in
monkeys. In vivo metatﬁﬂq'n data in humans are very limited.

Excretion Rats and monkey: m _PoUte via faeces (83.3-44.7%).
Biliary excretion was ®hserved in the rats.

*\i
@,

Assays for ulipristal acetate have@n developed based on radioimmunoassay (RIA) and LC-MS/MS
techniques.

Method of Analysis

The RIA assay was used t&upport the initial pharmacokinetic studies and also the toxicokinetic
analyses. The average IiQf detection was 1+0.1 pg/tube. LC-MS/MS methods were developed to
support the safety logy studies in rat and dog and were shown to be specific for both
ulipristal acetate an;& 002, with a limit of quantification of 1 ng/mL for both analytes.

In addition t t LC-MS/MS assay for the ulipristal acetate and its metabolite PGL4002, in
cynomolgus y plasma has been performed. The method is accurate and precise for the
determinatiol ofy PGL4001 and PGL4002 in the validated calibration range from 1.00 to 500 ng/mL

(Study p& 03).
Akl

bsorption of ulipristal acetate is rapid and complete with bioavailability of approximately 80% in
the rat and 112% in the monkey. Cmax was obtained after 1 h in rats, after 1-2 hours in dogs and
after 4 hours in monkeys. In the rat and rabbit, the exposure to ulipristal acetate increased less than
proportional, while the opposite was observed for the dog.

chz
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Distribution

The distribution of radiolabeled (**C) ulipristal acetate to tissues has been investigated in the albino rat
and in the pigmented rats. Ulipristal acetate related radioactivity was widely distributed in the body,
peak concentrations of radioactivity generally occurred 1 hour after dosing. Quantifiable radioactivity
was still present in all tissues at the final sampling time of 3 days, indicating a fairly slow tu@er of
radioactivity/active substance. In support of the present application, a tissue distributi

with **C-ulipristal acetate in female pigmented rats has been performed. Following oral QA
radioactivity was absorbed and widely distributed, with peak concentrations occurringein t tissues 3
days after dosing which had declined by 7 days. Radioactivity was still visible afteg 28vdays in most
tissues. Levels of radioactivity in the uveal tract/retina (melanin containing tissue higher than in
most other tissues, suggesting that ulipristal acetate-related material did bhi Q
concentrations at 28 days were similar to those measured at 7 days, inding was likely not
reversible, and elimination from the uveal tract/retina is related to the turi’

study
jstration,

melanin. Since

of melanin within the
tissue. These findings could have been a concern. However, the earlier fagfrmed phototoxicity study
was negative up to the limit of solubility for ulipristal acetate and there%no concern remains.

In addition, a distribution study was also performed in the monkey&ifh results only available from the
final blood sampling 14 days after dosing. At this time, only livi gall bladder had concentrations
greater than 1 ug equiv/g, with lesser quantities in thyroid, ki @ortex, adrenal and spleen: at this
time, mean levels in blood were 0.064 pg.equiv/g whil otal radioactivity remaining in the
animals accounted for 1.1-1.6% of the administered do@ince, quantifiable radioactivity was still
present in some tissues at the sampling time of 1s; a slow turnover of radioactivity/active
substance in monkey is indicated.

Ulipristal acetate is highly bound to plasma ns in all animal species investigated including

humans. Q
Metabolism &/

Ulipristal acetate is rapidly and extens metabolised in rats and monkeys. The in vitro metabolism
data in humans are quite limite % CYP isoenzymes were tested, while in vivo data indicate
presence of other pathways, e.g. lation. The in vitro studies showed formation of two metabolites,
PGL4002 and PGL4004. O

In vitro metabolism was s & in liver microsomes from female mouse, rat, rabbit, dog, monkey and
human liver for 10 or 60 tes and resulted in a metabolic turnover of 32-79% of ulipristal acetate
after 60 minutes inc\%ion in the presence of B-NADPH. In all species, the same two principal
metabolites were p@ed, however, the identity of those were not reported in the study. Additionally,
some minor me@ es were detected in the animal species which were not detected with human
microsomes. T\ 0, no metabolites were detected that were unique to humans. No significant
metabolisg @bserved in the absence of B-NADPH, suggesting a role for cytochrome P450 in the
metaboli Xulipristal acetate.

To co , the in vivo metabolism data in humans are limited and further information will be
re from the Applicant (see clinical Pharmacokinetic AR). Based on the limited amount of data
ble in animals, both rats and monkeys can be considered relevant animal species.

Excretion

Ulipristal acetate is mainly excreted via faeces in the rat and cynomolgus monkey following both oral
and intravenous administration. Biliary excretion was identified as a major contributor in the rat.
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Pharmacokinetic drug interactions

In vitro metabolism studies with human liver microsomes in the absence and presence of NADPH (PGL-
H-429) implicated cytochrome P450 enzymes in the metabolism of ulipristal acetate and studies with
supersomes showed cytochrome P450 to be the major isoenzyme involved (PGL-H-430).

Ulipristal acetate has the potential to inhibit CYP2D6 and CYP3A4, based on in vitro data (@4-430).
However, the metabolite PGL4002 (PGL09-010) was not shown to interact with the mgjc@P enzymes
at clinically relevant concentrations. {C

Ulipristal acetate and PGL4002 did not demonstrate an induction effect on CYPl@ YP3A4 activity
at any of the tested concentrations for each donor in the inducti dy (PGL09-008).

Ulipristal acetate appears to be a potent P-gp inhibitor in vitro in Caco-24gél PGL09-007) with an
IC5o value of 0.73 uM (0.34 pg/ml). The inhibitory effect was in a simi@ e as for ketoconazole
and cyclosporine at high concentrations. 2

2.3.4. Toxicology é

Ulipristal acetate has been evaluated for its toxicity in rats ar%wnkeys dosed daily for up to 6 and 9
months, respectively. In addition, reproductive and deve@ntal toxicity studies in rats and rabbits,
in vitro and in vivo genotoxicity assays as well as a pho % icity study was carried out.

N
Q

Single dose toxicity studies with ulipristal acetate, have been conducted in rats and rabbits using the
oral route of administration. The table below prevides an overview of the single dose toxicity studies
submitted for Ulipristal acetate. :&

Single dose toxicity

Table 6. Overview of the single dgs&gtoXicity studies performed with ulipristal acetate.

Study ID/ | Species/ se/Route | Approx. | Major findings

GLP Sex/Number/ O mg/kg lethal
Group { dose /

observed
Q max
non-

%\ lethal

dose
PGL-H- Ra‘t/ /18F/group 0, 1250/po <1250 Mortality: One treated rat was found moribund
431 on day 2 and euthanized (clinical signs see

* (} below + apnea, ptosis, lethargy, tremors and

\ convulsions on day 1).
t} Clinical signs: No effect on body weight.
@ Decreased faecal output on day 1 and in some
animals also on days 2-3, discharge from the

eyes or nose (6/10), piloerection (2/10) and
decreased motor activity (1/10).

Liver and kidney weights were increased, ovary
weight decreased.

PGL-H- Rabbit/NZW/10F/group 0, 1250/po >1250 Mortality: Two animals died, the deaths were

432 by the assessor not considered related to
treatment.
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Clinical signs: Food intake and faecal output
were reduced for 4 to 6 days after dosing.
No effect on organ weights and no
histopathological changes.

F = female/s, M = male/s

*

Repeat dose toxicity %6

Pivotal repeated-dose toxicity studies were conducted for 6-month in rats and cyn \o@us monkeys,
supported by 14-day preliminary studies. Furthermore, a 9-month toxicity stu@as conducted in
cynomolgus monkeys followed by a recovery period of 2 months.

Administration of ulipristal acetate (1, 5 and 25 mg/kg/day) to rats in -month toxicity study
caused changes in haematological (increased white cell, lymphocyt neutrophils; reduced
erythrocyte numbers, haematocrit and haemoglobin) and biochemi reduced sodium, chloride;
increased globulin, total protein and cholesterol) parameters. Orga W@ analysis showed increased
liver and adrenal weights and decreased ovaries, uterus and roid weights at the 5 and 25
mg/kg/day dose levels. On histological examination, these co d with adrenal cortical and liver
hepatocyte hypertrophy, ovarian follicular cysts and follicul resia and uterine glandular dilation:
pituitary hyperplasia and mammary galactoceles were a d. These histological changes were
most notable in animals treated with 5 or 25 mg/kg/ ut the changes in mammary glands and
ovaries were also seen at 1 mg/kg/day. There was icant positive correlation between pituitary
weights and serum prolactin levels and between hﬂal weights and serum corticosterone levels.
Treatment-related changes were seen at all dose Is and it was not possible to determine a NOEL in

this study.

The 6-month study in cynomolgus monk v&onducted at dose levels of 1, 5 and 25 mg/kg/day.
Administration of ulipristal acetate disr the hypothalamic-pituitary-adrenal axis with increased
cortisol and prolactin levels. Although ne levels were altered at all dose levels, the consequences
were most apparent at the 5 and 254g/kg/day dose levels. The menstrual cycle was disrupted in mid-
and high-dose animals with som -dose animals being acyclic throughout the study. Lymphocyte
numbers were reduced and ne il numbers increased at these dose levels. Adrenal weights were
increased in high-dose anim re was a significant correlation between adrenal weights and serum
cortisol levels), consistentgmwi he hypertrophy observed at histology; although thymus weights were
decreased at this dose , there were no histological correlates. Histology also showed cystic
dilatation of uterine N)metrial glands in mid- and high-dose animals, with one high-dose animal

showing mild squan@metaplasia.

The 14-day study, in“rats showed several changes in terms of laboratory parameters, organ weights
and histopath6logy. These changes were mainly confined to the mid- and high-dose levels of 20 and
100 mg @With effects on ovaries and uterus in only a few animals at the low dose (4
mg/kg/d which was the NOEL in this study.

Th 1@5/ study in rhesus monkeys had only two dose levels, 20 and 100 mg/kg/day. Two animals in

e -dose group were particularly affected by treatment with one animal euthanized on day 8. No
tréatment-related changes in haematology parameters were observed while high-dose animals showed
changes in some biochemistry parameters which are considered of low clinical relevance. Serum
cortisol levels showed a general trend of increasing values in the high-dose group. Organ weights were
increased in the high-dose group for liver, thyroid and heart and, for animals in both treated groups, in
the spleen, adrenals, ovaries and kidneys. A dose related increase in mucous cells in the cervix in low-
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and high-dose groups and a decreased bone marrow cellularity in two high-dose animals were
observed at histopathology.

The 9-month toxicity study in female cynomolgus monkeys was performed with identical dose-levels as
in the previous 6-month study, 1, 5 and 25 mg/kg/day. Two female in the control group and two in the
25 mg/kg/day group were allowed to recover for 2 months. In general, similar signs as obser in the
previous 6-month study were noted; interruptions of the menstrual cycle, increased Ie@ total

and 25

leukocytes and neutrophils, increased prolactin and serum cortisol levels all observegdra
| yperplasia

mg/kg/day. Dose-dependent histopathological findings consisted of cystic endom
and/or squamous metaplasia of the uterine endometrial epithelium and ovidudg, findings. Cystic
endometrial hyperplasia was characterized by cystic dilatation of the endometrial ds and increased
number of the glands, accompanied by thickening and proliferation of the etrial mucosa. This
finding was seen in conjunction with squamous metaplasia of the epitheﬂn? t recovery, findings
were limited to few localized cystic dilations of the endometrial glands an e hyperplastic piling of
central oviduct lumen and discrete cyst formation in the mucosal epi m of the oviduct wall. One

animal had a finding of squamous metaplasia of the oviduct mucosﬁsimilar to that seen in the uterus.

the localized uterine mucosa. Furthermore, changes in the oviducs z bserved; dilation of the

At recovery, no macroscopic findings were noted in one anima@ in the other animal microscopic

findings of minimal or mild severity were observed. :
Genotoxicity Q

The genotoxicity of ulipristal acetate has been stuﬁ@ith respect to gene mutations in bacteria,
chromosomal aberrations in vitro in human lymphocytes, mutations in TK locus in vitro in Mouse
Lymphoma L5178Y cells and in vivo in the mou icronucleus test in bone marrow. No genotoxic
potential was evident in any of the test sys@when tested up to appropriate concentrations and
dose levels according to guidelines.

Carcinogenicity é
)

No carcinogenicity studies with uli cetate have been submitted.

Reproduction Toxicity O

A standard package of re &tive toxicity studies have been conducted with focus on embryofoetal
development and possible ects on pups from dams which were dosed during the early days of
pregnancy, of relevanc&for the proposed indication. Doses in these studies were low so as to provide

data at levels whick@mt impair pregnancy.

An embryofetal @opmental study was conducted in the rat with ulipristal acetate 0, 0.1 0.3 and 1
mg/kg. At mgrkg the pregnancy rate was reduced to 84% and a significant increase in post-

implant 6\ was observed. 9 out of 21 pregnant females had uterine implantations comprised
entirelyaésorption sites. Of dams that had viable foetuses, a decrease in the number of live fetuses
per f@ was noted. No adverse effects were noted in a male rat fertility study when the animals

ed p.o. with ulipristal acetate 10 mg/kg. There was no evidence of a teratogenic effect of

stal acetate in this rat study.

we

Female rabbits were dosed with ulipristal acetate 0, 0.1 0.3 and 1 mg/kg and the pregnancy rate was
reduced at the high dose level. Further, similar results as seen in rats were noted also in rabbits and a
NOEL for developmental toxicity was established at 0.3 mg/kg both in the rat and rabbit.
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Pregnant rats were treated with ulipristal acetate 0.5 and 1 mg/kg during gestation day O to 3 in order
to mimic an potential exposure of a human embryo shortly after the unprotected intercourse. At both
dose levels the gestational length was increased and at 1 mg/kg the number of pregnant animals was
reduced. No adverse effects were seen on development of the F1 generation including reproductive
capacity. In the in vivo primary pharmacodynamic study performed in cynomolgus monkeys r red to
in section 11.1, no evidence of structural or physiological abnormalities in fetuses or i V%that
survived exposure to ulipristal acetate (0.5 and 5 mg/kg po) at gestation days 23-26 we@en. The
data comprised 4 and 2 live births from dams dosed orally with 0.5 and 5.0 mg/kg/ﬂa@spectively,
and one live birth from a dam treated intramuscularly with 0.5 mg/kg/day.

Pregnant rats were treated with high doses of ulipristal acetate 2, 4 or 8 mg/kg @ng late (Day 17-
19) gestational phase. Ulipristal acetate induced premature parturition in Wals irrespective of
dose and all pups delivered were found dead in their placental membrane. &

Toxicokinetic data 0

The toxicokinetics of ulipristal acetate were characterized in rats and monkeys. Only female animals
were used in the toxicological investigation. (

In rats, the increase in exposure to ulipristal acetate a 4002 using LC-MS/MS was sub-
proportional in the dose range of 5 to 125 mg/kg/day tog h an increase of the metabolic ratio
ulipristal acetate/PGL4002 suggesting that the metabol f ulipristal acetate was saturated with
increasing doses (PGL-H-421). Similar changes in expo were obtained by RIA measurement after 6
months of repeated oral dosing (PGL-H-435). In preghant rats, the increase in systemic exposure for
ulipristal acetate and PGL4002 using LC-MS/MS slightly less than dose- proportional between 0.1
and 0.3 mg/kg/day for C. ., and dose- or roportional for AUCgqg,, with, in all cases, the
systemic exposure of ulipristal acetate being er than that of PGL4002 (PGL-H-471).

In monkeys, toxicokinetic data showed eperal pattern of dose- or supra-proportional increase in
ulipristal acetate and PGL4002 exposure&, (Qu, and AUC;_579 gays) USiNg LC-MS/MS with increasing dose
level (1 to 25 mg/kg/day) followi alNadministration over 9 months; similar findings were seen from
6 month dosing using RIA measur, nt (PGL-H-436; PGL09-001). Multiple sampling time points in the
9 month monkey study showe xposure at 1 mg/kg/day throughout the study. However, steady
state was quickly established her dose levels with consistent values seen throughout the dosing

acetate were less than t of PGL4002 at 1 and 5 mg/kg/day, and approximately equal to those of
PGL4002 at 25 mg/kw.

Local ToIera@
L 4

No local tolerc}studies were submitted.
*

period for both parent nd PGL4002 (PGL09-001). Furthermore, concentrations of ulipristal
h

Other \Eity studies
ty

e

An%eyaluation of the in vitro phototoxicity of ulipristal acetate (2.5-30 pg/mL) on Balb/c 3T3 fibroblasts
using the neutral red uptake assay has been performed (study PGL-H-448). The highest concentration
of ulipristal acetate used was limited by solubility. When tested up to the limit of solubility, ulipristal
acetate was not phototoxic.
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2.3.5. Ecotoxicity/environmental risk assessment

Based on the CHMP Guideline on the Environmental Risk Assessment of Medicinal products for Human
Use (EMEA/CHMP/SWP/4447/00, 01 June 2006), an action limit is in principle not applicable for
ulipristal acetate, as it is a selective progesterone receptor modulator and a potential Zdocrine

disruptor. Based on the extensive metabolism and very limited excretion of unchanged uli I, its
therapeutic use is unlikely to represent a risk to the environment. However, a Phase Il e mental
risk assessment is recommended, and underway, to further characterize the po}e endocrine
modulating properties of ulipristal acetate in the environment. {\
Table 7 Summary of main study results _O
Substance (INN/Invented Name): ulipristal Q
CAS-number (if available): &
Phase | «
Calculation Value Unit \J Conclusion
PEC <urfacewater » refined <0.01 ng/L Not applicable
Phase 11 Physical-chemical properties and fate @
Study type Test protocol Results ( Remarks
Adsorption-Desorption OECD 106 o~ To be provided
Ready Biodegradability Test OECD 301 y To be provided
Phase Ila Effect studies
Study type Test protocol Eng%' value | Unit Remarks
Algae, Growth Inhibition OECD 201 NQ - pg/L | To be provided
Test/Species FaaN
Daphnia sp. Reproduction OECD 211 \ ‘NOEC pg/L | To be provided
Test \
Fish, Early Life Stage Toxicity | OECD 210 NOEC png/L | Full fish life cycle
Test/Species AO to be provided.
Activated Sludge, Respiration | OECD 209 EC ng/L | To be provided
Inhibition Test
Phase Ilb Studies ‘ N
Fish Bioaccumulation OECD 6)5" BCF L/kg | To be provided
a

In the context of the obligation bMAH to take due account of technical and scientific progress, the
CHMP recommends the follow;j ints to be addressed:

- a phase Il ERA for ulipri etate.

2.3.6. Discussio}wn non-clinical aspects

.
safety pharmaw

were related(to jts action on progesterone receptors (and at higher concentrations on glucocorticoid
receptortmh antiprogesterone activity observed at exposures similar to therapeutic levels.

The non-clinical Qbmitted reveal no special hazard for humans based on conventional studies of
, repeated dose toxicity, and genotoxicity. Most findings in general toxicity studies

Based
Us

CHMP Guideline on the Environmental Risk Assessment of Medicinal products for Human
A/CHMP/SWP/4447/00, 01 June 2006), an action limit is in principle not applicable for
| acetate, as it is a selective progesterone receptor modulator and a potential endocrine

disrtiptor.Based on the extensive metabolism and very limited excretion of unchanged ulipristal
acetate, its therapeutic use is considered unlikely to represent a risk to the environment. A phase Il
ERA has been recommended post approval and is currently ongoing to gather further information
about the fate and effects of the drug substance as a potential endocrine modulator in the
environment.
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Due to its mechanism of action, ulipristal acetate has an embryolethal effect in rats, rabbits (at
repeated doses above 1 mg/kg), guinea pigs and in monkeys. The safety for a human embryo is
unknown. At doses which were low enough to maintain gestation in the animal species, no teratogenic
potential was observed. Reproduction studies performed in rats at doses giving exposure in the same
range as the human dose have revealed no evidence of impaired fertility due to ulipristal tate in
treated animals or the offspring of treated females. As ulipristal acetate is administered b no
specific local tolerance studies were conducted. No signs of irritation of the gastrointestin@ct were
observed in toxicology studies. .

Based on the non-clinical dossier, the following amendments have been ma to” the Product

Information: O

Section 4.3 of the SmPC has been amended to include the following contrain s: hypersensitivity
to the active substance or to any of the excipients, pregnancy, breastf , genital bleeding of
aljrovarian or breast cancer

unknown aetiology or for reasons other than uterine fibroids, uterine, cervi
and treatment beyond 3 months. @

Section 4.4 of the SmPC includes warnings and precautions on cﬁ’aception. Esmya should only be
prescribed after careful diagnosis. Pregnancy should be preclud

of progestagen-only pills, a progestagen-releasing intrauteri me or combined oral contraceptive
pills is not recommended. Although a majority of women t a therapeutic dose of Esmya have

r to treatment. Concomitant use

anovulation, a non hormonal contraceptive method is rec nded during treatment.

This section also includes a precaution for use wit c@mitant treatments. Ulipristal acetate is not
recommended for patients receiving P—glycoprot;m‘—gp) substrates (e.g. dabigatran etexilate,
digoxin). Co-administration of moderate or po@ CYP3A4 inhibitors and ulipristal acetate is not
recommended. When prescribing ulipristal ace patients receiving CYP3A4 inducers, plasma levels
of ulipristal acetate may be reduced. ConcomQuse of ulipristal acetate and potent CYP3A4 inducers
(e.g. rifampicin, carbamazepine, phenyto&S}John’s wort) is not recommended.

Section 4.5 of the SmPC identifies po r@interaotions between Ulipristal acetate and other medicinal
products. Medicinal products whic Id¥affect ulipristal acetate are hormonal contraceptives, CYP3A4
inhibitors, and CYP3A4 inducerbipristal acetate could interfere with the action of hormonal
contraceptives and P-gp substr@.

The basis for the assessmen long term safety of ulipristal acetate has been a 9-month toxicity study
in cynomolgus monkeys 2 month recovery period. In this study, histological changes resembling
progesterone recethnjo ator associated endometrial changes were noted at doses from 1

mg/kg/day. This haﬁ-I a concern but is considered acceptable given that the proposed indication
for Esmya with i duration of treatment set to 3 months.

maxi
e

No carcinoge @udies with ulipristal acetate have been performed given the short treatment

duration (@ maximum of 3 months). However, cystic hyperplasia of the uterine endometrium was

observe% w exposure during the 9 month repeat dose toxicity study in monkeys, which is of

conce

rn.
To Q!s the absence of carcinogenicity studies, the applicant has initiated as part of the RMP a 104-

carcinogenicity study in rats and a 26-week carcinogenicity study in transgenic TgRasH2 mice. It
is cOnsidered acceptable for these studies to be performed post-approval, as no signs of malignant
changes were noted in the endometrial data collected up to 38 weeks after three month treatment with
ulipristal in the clinical studies.

Two non-clinical carcinogenicity studies are also ongoing to determine the potential of ulipristal acetate
for neoplasia (PGL0O9-005 and -PGL10-005). In addition to this, the findings in cynomolgus monkeys
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observed in the repeat dose toxicity study have been adequately described in the section 5.3 of the
SmPC.

2.3.7. Conclusion on the non-clinical aspects b
The non-clinical data for Esmya are adequate to support the market authorisation. The jcant has
initiated and will submit the results of a 104-week carcinogenicity study in rats a@a 26-week

carcinogenicity study in transgenic TgRasH2 mice as a post-authorisation measur hetermine the
potential of ulipristal acetate for neoplasia. These post-authorisation measures ar@e

in the RMP. Q
2.4. Clinical aspects @0

uately covered

2.4.1. Introduction {

GCP @

The Clinical trials were performed in accordance with GCP@i ed by the applicant,

The clinical studies were performed in accordance wi @Declaration of Helsinki, the ICH Harmonized

Tripartite Guideline for GCP, the European Union Chinical Trial Directive and all applicable local
regulatory requirements.The applicant has pro a statement to the effect that clinical trials
conducted outside the community were carpi t in accordance with the ethical standards of

Directive 2001/20/EC .

e Tabular overview of clinical studi

The following table summarizes al clinical studies submitted.

Table 8. Summary of ulipris@cetate clinical study programme

"
R
N
X

<

Esmya
CHMP assessment report

Page 27/106
Rev06.11



Summary of ulipristal acetate clinical development (safety populations)

Double- Ulipristal acetate doses (mg) Control Planned
Phase Study blind N ) Treatment
11255 10 [ 20 | 30 | 50 [100] 200 Duration
Pivotal Phase I11 studies in target population
" PGL07-021 | Yes 95| 98 Placebo (48) eks®
" PGL07-022 | Yes GnRH- a
97| 103 agonist® (102) Weeks
Repeated-dose studies in target population *
I PGL-N-0287 | Yes 8 6 Placqu?} 12 Weeks
[l PGL-N-0090 |Yes 16° | 16° Plagebg 12 Weeks®
Il |PGL09-026 |No 1249 PRV 12 Weeks?
Repeated-dose studies in healthy subjects S
1 PGL-H-510 |Yes 12 12| 11 Placebo (11) | 3 months
[ PGL09-023 | Yes 8 | 8 8 Q lacebo (8) 10 days
Single-dose studies in healthy subjects
I PGL-H-503 | No 6 6 6 7 Placebo (5)
I PGL09-004 |No 33| 33 o -
I PGL-H-501 | No 10 ( -
I PGL-H-505 | Yes 11 11 Placebo (12)
I PGL-H-506 |No 13° 4° Placebo (159
I PGL09-022 |No Erythromycin
18 N 7 interaction | Single-dose
I PGL09-015 |No 5 | £\ -
[ PGL-H-504 |No .20/ -
[ PGL-H-512 | No 19 -
[ PGL-H-516 |No 0 53 -
1 PGL-H-511 | Yes Placebo
g\ 35 (35)
I PGL11-002 |No 18 NA
Single-dose studies in subjects requiring emer, %;u;ontraceotion
1 PGL-H-508 | Yes 6_113 413 -
11 PGL-H-509 | No LS 1533 -
1 PELRES g;::%lf i Q 1104 E?;?;‘graﬁrf)l Single-dose
1 PGL-H-507 |Yes 832 Levonorgestrel
0.75 mg (840)

(Ellaone®, EPAR. EMEA/26178%/2009)

As studies were carried ouby variolig sponsors, all studies have been given a new number according to PregLem’s classification

system (see Section 2.2 for ofiginal study numbers).

a Extension perio{@& sting of safety follow-up visits at Weeks 26 and 38 were also carried out; see PGL07-021 and
PGL07-022 Pakt B\CERs included in Module 5.

b Leuproreljn Z@Q once monthly injections.

c At the eni first 12 weeks, all subjects were given the option to take ulipristal acetate (unblinded) for the following

Shaded studies are those incIudHRA Pharma application for ulipristal acetate use as an emergency contraceptive

12 week§. Each group included 2 subjects randomized to placebo for the first 3 months who received ulipristal acetate in
th Xm xtension period. Three subjects in the ulipristal acetate 5 mg/day group and 6 subjects in the ulipristal
ac g/day group continued into the 3 month extension period.
d Da es from a published article (18). In total 61 subjects received study treatment in this study but in the publication,
@ numbers are only given for 56 subjects included in analyses.
same 35 subjects received ulipristal acetate and placebo in this crossover design study.

e
onsor and Subjects were blinded, Investigator unblinded.
g Interim data available (cut-off date 15 March 2011)
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2.4.2. Pharmacokinetics
Absorption
(Study PGL10-12). Micronization increases the bioavailability and micronized drug substance din

the 5mg tabled formulation. The absolute oral bioavailability of ulipristal acetate ha@)t been
determined.

The active substance ulipristal acetate is a weak base with pH dependent and poor aqueouszolubility

The bidirectional permeability of ulipristal acetate and the metabolite PGL4002 w, Qsessed using

human Caco-2 cell monolayers (PGL09-007). Some problems with non-specifi ng of the test

compounds to the experimental devices were encountered in this study, which the results from

this experiment inconclusive. It can therefore not be immediately concludeK’O ulipristal acetate is a
e P-gp substrates. It
was not investigated whether ulipristal acetate is a substrate (or inhibit

uptake or efflux (biliary) transporters in the liver.

high-permeability substance. Ulipristal acetate and PGL4002 do not appe
Q other transporters, e.g.

NS

The ulipristal acetate formulation used in the pivotal phase II%ies is a tablet formulation containing

Bioequivalence

04, PGL-H-504, PGL-H-501, PGL-H-
516) provide information on the impact of the formu on bioavailability but are not crucial to
bridge data between formulations.

5 mg ulipristal acetate. Thus, the BE studies submitted (

small deviation from strict bioequivalence was s for Cax for the parent drug ulipristal acetate for
both the 5 and 10 mg strengths. The deviati small and not likely relevant and furthermore, the
phase |1l studies were conducted with thwall formulation to be marketed.

In the bioequivalence study (PGL09-004) compari@ 2 different ulipristal acetate tablet formulations, a

Study PGL-H-504 was a single dose, (ho comparatlve study of a 30 mg ulipristal acetate tablet
formulation. The study was submnte@part of the PK profile characterization.

Study PGL-H-516 was a two-tre nt, single-dose, crossover study in healthy female volunteers
comparing the bioavailability ipristal acetate for a 30 mg tablet manufactured at two different
sites. Bioequivalence was de( ated between the tablets studied.

No issues related to bioec@ence between different formulations have been identified.

Food interaction @

The food interaction“study (PGL-H-512) was conducted with a ulipristal acetate 30 mg tablet and had
an adequate M No dramatic effect of food on the exposure of ulipristal acetate and its active
metabolite Q

on aver dian tmax increased from 0.75 hours to 3.0 hours and Cmax showed a mean decrease
of 44% tudy has been conducted with the 5 mg Esmya tablet in the dossier.

und, although the PK profile was changed to some extent. AUC was increased 26%

on with medicinal products affecting gastric pH

vivo interaction study (PGL11-002) was submitted in which the effect of repeated dosing of
esomeprazole on the pharmacokinetics of ulipristal acetate (5mg) was studied. Administration of
ulipristal acetate (10 mg tablet) together with the proton pump inhibitor esomeprazole (20 mg daily for
6 days) resulted in approximately 65% lower mean Cmax, a delayed tmax (from a median of

0.75 hours to 1.0 hours) and 13% higher mean AUC. This effect of medicinal products that increase
gastric pH is not expected to be of clinical relevance for daily administration of ulipristal acetate
tablets.
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Distribution

Ulipristal acetate has a high degree of binding to plasma proteins (98%) and to blood cells, resulting in
a free fraction of about 1% (PGL-H-427, PGL-H-428, PGL09-011). The protein binding of the active

metabolite PGL4002 was somewhat lower compared with that of ulipristal acetate (96-97%). yThere is
no information about the volume of distribution of ulipristal acetate due to the Iask ravenous
pharmacokinetic data. Ulipristal acetate may be distributed in milk. {\

Metabolism

The in vitro metabolism data are limited and only microsome studies has be Qitted (PGL-H-429,
PGL-H-430) but not studies using hepatocytes. Furthermore, only CYP iso% s were tested, while
in vivo data indicate presence of other pathways, e.g. acetylation. T vitro studies showed
formation of two metabolites, PGL4002 and PGL4004. CYP3A4 seemed involved in the formation
of these metabolites. An in vivo interaction study with the CYP3A4 inhi r erythromycin, showed an
approximately 3-fold increase in the exposure to ulipristal acﬁte, thus, providing support for
involvement of CYP3A4 in the in vivo metabolism.

In vivo metabolism data are available from a mass balance (PGL09-015). In plasma, complete

as achieved. However, a later time

£tlid
identification of the radioactivity in plasma in the 1 hour- $=’
points no metabolite profiling seems to have been perfaornied. Throughout the dossier, the applicant is
mainly focused on PGL4002 as being the maj bolite, however, considering the overall
metabolism pattern and mass balance data this may béva relatively small pathway. PGL4002 probably
contributes to some extent to the activity of uli | acetate, with plasma levels that are about 30%
of those of the parent drug, a somewh er protein binding and a potency similar to
ulipristal acetate.

Incomplete information is also availableéﬁ metabolite pattern in faeces and urine.
o]

An invitro study has been condu@
i have been conducted to investigate in vitro whether other

ulipristal acetate. However, no s
transporter proteins (efflux/uptf are involved in the absorption, distribution or elimination of

assess the involvement of P-gp in the absorption of

ulipristal acetate.

The consequences of gen 'golymorphism have not been studied. Known polymorphic cytochrome
P450 isoenzymes, e.g. C 6 or CYP2C19 do not seem to be involved in the ulipristal metabolism,
based on in vitro dataNAcetylation seems to be one metabolic pathway for ulipristal acetate and N-
acetyl transferase i%wn to be polymorphic. The importance of this pathway is, however, unknown.

EIiminatioﬁ\Q

A mass h N study with radio-labelled ulipristal acetate has been submitted (PGL09-015). An oral
solution @ aining *C-ulipristal acetate was administered to 5 women at a dose of 20 mg. In plasma,
the r@ half-life of total radioactivity was much longer compared with the mean half-life of

d ulipristal acetate (120 vs. 51 hours). Based on AUCg_, ulipristal acetate and the metabolite
cepsidered to be the primary metabolite (PGL4002) together only constitute approximately 8% of the

un

AUC,_, of total radioactivity.

Despite a prolonged sampling period (up to 264 hours post-dose), the overall mean recovery of
radioactivity in excreta did not sum up to more than approximately 79%. The excretion was mainly
faecal, with a mean of 72%. Some individuals showed a very late excretion of radioactivity in faeces.
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Given that most subjects had a low faecal excretion during the first 48 hours after dosing and given
the relatively fast absorption, the radioactivity in faeces indicates excretion of unchanged drug or
metabolites, not of unabsorbed drug. In metabolite profiling attempts of faecal samples, no unchanged
ulipristal acetate has been detected. The urinary excretion of radioactive material was low, with a

mean of 6%. b

Dose proportionality and time dependencies @

.
Data on dose proportionality for ulipristal acetate has been submitted for doses acr Q@range of 1
{opausal women

mg to 200 mg. Study PGL-H-503 covered a dose range of 1-200 mg in healthy pre-
in fasted state, with ulipristal acetate. In study PGL09-004, 5mg and 10mg doséere studied, and
were shown to be proportional. In study PGL09-023, where the 10mg, 20 and 50mg doses were
studied, the exposure to ulipristal acetate increased somewhat more than e proportional both after

single and multiple dosing, however, the deviation from dose proportionality Was not very large.

Study PGL09-023 provides the main source to multiple dose PK data f ristal acetate, although the
therapeutic dose 5 mg/day was not studied. This study showed that with once daily administration,
steady state is reached after 8-10 days, or possibly somewh Qier. A comparison of single and
multiple dose exposure data indicated no unexpected fi a%

accumulation nor signs of decreased exposure with time.

over time, neither unexpected

The inter-individual variability in exposure to ulipristal @e is moderate to high (approximately
50%). There was no information about intra-individ bility.

Special populations O

No studies in special populations have been@mitted. The effect of renal impairment or hepatic
impairment on the pharmacokinetics of :gipris | acetate has not been investigated. No population

pharmacokinetic analysis has been perfoc s an alternative to specific pharmacokinetic studies.

Pharmacokinetic interac 'o@udies

One in vivo interaction study -022) was submitted in which the effect of repeated dosing of
erythromycin on the pharma ics of ulipristal acetate was studied. A small increase in Cpx (18%)
of ulipristal acetate was ob, Kd upon co-administration with erythromycin while the AUC values were
approximately 3-fold hngth erythromycin. The mean half-life was not affected. The data suggests
an effect on the gut P3A4"metabolism of ulipristal acetate, although a larger effect on C,,,x might
have been expecte inhibition was mainly pre-systemic. For the metabolite PGL4002, C,.x Was
reduced by eryt@ n co-administration to about 50% of the value without erythromycin. The AUC
db

values were irfcge y approximately 50% and the mean half-life was doubled.

*

Pharrrb. fnetics using human biomaterials
(o]

No ph@

Pharmacodynamics

kinetic studies using human biomaterials were submitted.

Mechanism of action

Effects on progesterone action in target tissues
Progesterone receptor action of ulipristal acetate was demonstrated in vitro (Study PGL-H-410; Study

PGL-H-411) evaluating the effects of ulipristal acetate on proliferative activity and apoptosis in cultured
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human uterine leiomyoma cells. The results suggest that ulipristal acetate inhibits the proliferation of
cultured leiomyoma cells by down-regulating proliferating cell nuclear antigen (PCNA) expression, and
induces apoptosis by up-regulating cleaved caspase-3 and poly ADP ribose polymerase (PARP)
expression and down regulating B-cell lymphoma 2 (Bcl-2) expression (see non-clinical section).

Effects on ovarian function after single doses of ulipristal acetate b
Studies in regularly menstruating healthy women using single doses from 1mg.t<@ mg were
submitted in order to demonstrate effects on ovarian function. \
In Study PGL-H-505, patients were randomized to a single dose of 10, 50 or 1 S of ulipristal or
placebo in the mid-follicular phase of the menstrual cycle. The treatment cycl een preceded by
and was followed by a control cycle. Mid-follicular phase administration %

and delay ovulation in all active dose groups. All women on 50 or 1008%

treatment, whereas most of those receiving placebo or the 10mg dosﬁ
treatment. Endometrial biopsies were obtained 5-7 days after ovulati d, compared with placebo,
there was a delay in endometrial maturation at all doses of uliprista

to stun the follicle
ulated >1 week after
ulated within 1 week of

In order to study effects of early luteal phase administration of gtal (Study PGL-H-506), regularly
menstruating women were randomized to receive a single do ipristal: 10mg, 50mg or 100 mg or
placebo given after ovulation and within two days of the L . Four to six days after treatment, a
transvaginal ultrasound was done to measure endometrialsthickness and any ovarian cysts, if present,
and an endometrial biopsy was obtained. The wome tudied during a control, a treatment, and a
post-treatment cycle. There was no significant diffe;ex among the treatment groups in the length of
the follicular or luteal phase, or overall cycle len during the baseline, treatment or post-treatment

menstrual cycles. Early luteal administrati(b 0 or 100 mg appeared to delay endometrial

maturation and to decrease endometrial thiekneéss without affecting luteolysis or menstrual cycle

length. &

The effect of ulipristal acetate on the Iei&cy of the menstrual cycle was studied in PGL-H-504. Healthy
lengths were studied during a control, a treatment, and a post-
a single dose of ulipristal: 1mg, 10mg, 50mg, 100 mg, 200 mg

women with normal menstrual cycl

treatment cycle. The women receij
or placebo administered in the mi
luteal phase, no significant

teal phase. When Ulipristal acetate was administered in the mid-
on menstrual cycle length was observed at doses up to 100 mg.
ingle 200 mg dose all had a shortened luteal phase and early menses.

However, subjects receivi

In order to study th eﬁQf a single oral dose of 30mg ulipristal acetate on the outcome of the
leading follicle and \qe specifically to assess inhibition of follicular rupture, healthy regularly
menstruating wome re randomized in a cross-over design to a single oral dose of 30 mg ulipristal
acetate or to plaggbdrto be administered in cycles 1 and 4 when the lead follicle diameter had reached
=18mm (St \ L-H-511). Ulipristal acetate delayed or inhibited follicular rupture significantly
compared?® Lm

already % .

Ef @n ovarian function and endometrium during continuous daily administration of
IStal acetate

cebo even when administered immediately before ovulation (when LH surge has

The pharmacodynamic properties with regard to the hypothalamic-pituitary axis and the effects on the
endometrium of continuous administration of ulipristal acetate were studied in healthy, regularly
menstruating volunteers (Study PGL-H-510). After a control cycle, women were randomized to receive
2.5 mg/day, 5 mg/day, 10 mg/day or placebo throughout 3 months after which a post-treatment cycle

followed.
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Inhibition of ovulation, as defined by progesterone levels <3 ng/ml throughout the third treatment
cycle, was seen in the majority of volunteers on 5mg and 10mg. No statistically significant impairment
of follicular growth vs placebo was observed. Estradiol levels remained in the physiological range
during the follicular phase in all groups, with FSH levels in the range of low normal values for the 5 and
10 mg/dose group as well as for anovulatory subjects in the 2.5 mg group. The LH surge washlunted
but not down-regulated and remained in a range compatible with folliculogenesis.

The endometrial histology produced results indicating predominantly secretory endo @, in the
treatment groups, despite suppressed circulating endogenous progesterone levels, \M@l

progesterone agonist effect of the compound. Bleeding days decreased with suc@gssive months of
treatment, with amenorrhea achieved in 9/11 and 9/10 in the 5 and 10 mg grt@ respectively, at

month 3. Q

Primary and Secondary pharmacology 0

ggested a

Four pharmacodynamic dose-response studies with 30mg ulipri acetate formulation were
submitted. However, no new pharmacodynamic studies have en submitted in relation to the
proposed indication “treatment of uterine fibroids”. g{

-H-505 and PGL-H-506). Only one
study (PGL-H-510) is a repeated-dose study in which subject ived daily a single dose of ulipristal

acetate (2.5 mg, 5 mg or 10 mg) over 12 weeks to s he minimal effective dose in ovulation

Three studies involved a single-dose administration (PGL—H—SQe

inhibition. This pharmacodynamic study is conseque tI@ most relevant.

Primary pharmacology O

In the Phase Il study (PGL-H-510) in hezﬁ subjects, a dose-dependent effect was seen on
amenorrhea and the anovulation rate. T jority of the subjects in the 5 and 10 mg/day group had
amenorrhea and anovulation, whereas this)was not the case for the 2.5 mg/day and placebo group.
The percentage of amenorrhea and@ulation rate was comparable between the 5 and 10 mg/day
group. Comparison of mean horrr@ vels for all treatment groups versus placebo did not show any
statistically significant differen H, LH, estradiol, cortisol, prolactin and testosterone), except for
progesterone levels, which w ‘che majority of the subjects in the 5 and 10 mg/day group below 3
ng/ml throughout treatm% le 3. Further, LH surge was blunted in 18.2%, 54.5% and 80% in the

2.5, 5 and 10 mg/day gro espectively.

There was no signifi Nifference between treatment groups in terms of endometrial thickness. The
histological patterns@ormal cyclic endometrium were only displayed by a minority of subjects in the
5 (18%) and 10¢(0%) mg/day group compared to placebo (55%) and the 2.5 (27%) mg/day group.
Most subject N/o) exhibited cystic dilated glands in the 5 mg group, whereas this was 0% in
placebo, 9 ‘Kd out of 11 subjects) in the 2.5 mg group and 10.0% (1 out of 10 subjects) in the 10
mg gro specific patterns such as disordered architecture or abnormal vessels were present.
There@ o signs of endometrial hyperplasia or cellular atypia in any of the patients studied.

SecCendary pharmacology

Ulipristal acetate reduces oestrogen concentrations by inhibiting ovulation via effects on follicle-
stimulating hormone (FSH) and luteinising hormone (LH). Pre-clinical studies indicate that ulipristal
acetate binds to the glucocorticoid and androgen receptors. The in vivo anti-glucocorticoid and anti-
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androgen activity was demonstrated at doses approximately 50-fold greater than those needed for
anti-progesterone effect.

Relationship between plasma concentration and effect c
-021,

Trough levels of ulipristal acetate and PGL4002 were determined at weeks 5, 9 and 13
PGLO7-022). No correlation was observed between ulipristal acetate and/or PGL400 trough
concentrations and other end-points, such as endometrium thickness, total myomé\ e, uterine

O

Pharmacodynamic interactions with other medicinal pro%?or substances

volume

No specific pharmacodynamic interaction studies have been submitted. 0

2.4.4. Discussion on clinical pharmacology

Esmya is intended for use in fertile women and the population i ed in the pharmacokinetic studies
(healthy female volunteers between 18 to 50 years) is th@e deemed adequate. No population
pharmacokinetic analyses or studies in special popul@s ave been performed. Two in vivo

interaction studies are available. O

No population pharmacokinetic analysis has beernvd performed as an alternative to specific
pharmacokinetic studies. Esmya is only intende@ use in females of fertile age, for which PK and
clinical studies have been performed. Hence, @n age and gender are considered sufficient. No data
with respect to the effects of weight or race on the pharmacokinetics of ulipristal acetate are available.
The applicant analysed the influence of@

two pivotal clinical studies with two%
that a trend to a higher exposure nith®higher weight was seen, a clear and relevant relationship was

t and Body Mass Index on the trough concentrations in

t doses. There was a high variability and, despite the fact

difficult to detect. The clinical nce of this marginally higher exposure is therefore considered

small. {

In patients with renal imeent, no dose adjustment in mild or moderate impairment are suggested
while Esmya is not reegmmended in severe renal impairment unless the patient is closely monitored.
The recommendati t to use Esmya in severe renal impairment unless the patient is closely

monitored is tpeg@e endorsed, in the absence of data. A strict contraindication is not proposed and is
not considere@ al

.
As no st \subjects with hepatic impairment has been submitted, the applicant will conduct a study

nted.

of the ulipristal acetate in volunteers with mild, moderate and severe hepatic impairment (PGL-
W cluded in the RMP). According to the CHMP guideline on the evaluation of pharmacokinetics

edicinal products in patients with impaired hepatic function (CPMP/EWP/2339/02), a study in
hepatic impairment should be conducted for a substance like ulipristal acetate since hepatic
impairment is likely to significantly alter the pharmacokinetics (especially metabolism and biliary

excretion) of the drug and/or its active metabolites, and since a posology adjustment would be likely.
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For patients with mild hepatic impairment, no dose adjustment is recommended, while the use in
moderate or severe hepatic impairment is not recommended, unless the patient is closely monitored.
The recommendation not to use Esmya in moderate and severe hepatic impairment unless the patient

is closely monitored is justified, since metabolism appears to be a major elimination route for

ulipristal acetate and since the absolute bioavailability is unknown. A strict contraindication vere
hepatic impairment is not considered warranted, since ulipristal acetate is not a subs with a
narrow therapeutic window and since 10-fold higher doses (50 mg/day for 10 g]a s)mhave been
administered without serious safety concerns. {\

The effective dose of ulipristal acetate as emergency contraception product (earl@gnancy; within 5
days post-intercourse) is 6 times the dose recommended in uterine fibroi e of non-hormonal
contraceptive methods is recommended during treatment with Esmya, wi atement of the SmPC
that concomitant use of Esmya is likely to reduce progestagen efficdey./No cases of unintended
pregnancy during ulipristal acetate treatment were reported in Phase studies of ulipristal acetate

for treatment of symptomatic fibroids in patients eligible for surger&

The study also highlights the need for more understanding of h@dometrial effects during long-term
treatment with ulipristal, beyond 3 months. Histopathologi aluation of endometrial biopsies in
women treated with ulipristal is very difficult as the pattegns found apparently do not follow that seen
during other hormonal treatment. The 6 months p t—ment follow data from the Phase Il study
and its extension (PGL09-026 and PGL09-027 res(p&ely) and the follow-up of the proposed non-
interventional study (PGL10-014) will supply mo g term data on the endometrial safety of Esmya
administration up to 12-month post tre@t, as detailed in the RMP (see section 2.7.

Pharmacovigilance). &

Based on the clinical pharmacology dat(sybmitted in this dossier, the Product Information has been
revised as follows: 0
Section 5.2 of the SmPC includes@mation on the following pharmacokinetic properties of ulipristal

acetate:

Following oral administra@a single dose of 5 or 10 mg, ulipristal acetate is rapidly absorbed, with
a Chax Of 23.5 + 14.2 ng/miNand 50.0 + 34.4 ng/ml occurring approximately 1 h after ingestion, and
with an AUCq_, Of \_ 31.7 ng/ml 134.0+ 83.8 ng.h/ml, respectively. Ulipristal acetate is rapidly
transformed into ?Qmacologically active metabolite with a Cox of 9.0 = 4.4 ng/ml and 20.6 +
10.9 ng/ml alg

and 63.6 = 3(;[19.h/m| respectively.

N

Adminis of ulipristal acetate (30 mg tablet) together with a high-fat breakfast resulted in
ap ro@tely 45% lower mean Cpx, a delayed t,.x (from a median of 0.75 hours to 3 hours) and

rring approximately 1 h after ingestion, and with an AUCq.,, of 26.0 & 12.0 ng/ml

Y igher mean AUCy., compared with administration in the fasted state. Similar results were
obtained for the active mono-N-demethylated metabolite. This kinetic effect of food is not expected to

be of clinical relevance for daily administration of ulipristal acetatetablets.

Ulipristal acetate is highly bound (>98%) to plasma proteins, including albumin, alpha-l-acid

glycoprotein, high density lipoprotein and low density lipoprotein.
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Ulipristal acetate is readily converted to its mono-N-demethylated and subsequently to its di-N-
demethylated metabolites. In vitro data indicate that this is predominantly mediated by the
cytochrome P450 3A4 isoform (CYP3A4). The main route of elimination is through faeces and less
than 10% is excreted in the urine. The terminal half-life of ulipristal acetate in plasma following a

single dose of 5 or 10 mg is estimated to be about 38 hours, with a mean oral clearance ) of

about 100 I/h. @
2A6, 2C9,

In vitro data indicate that ulipristal acetate and its active metabolite do not inhibit CY, @
2C19, 2D6, 2E1, and 3A4, or induce CYP1A2 at clinically relevant concentrations. T gdministration
of ulipristal acetate is unlikely to alter the clearance of medicinal products tha@ metabolised by
these enzymes. In vitro data indicate that ulipristal acetate and its activegpetabolite are not P-gp
(ABCBL1) substrates. The applicant will conduct a Phase | drug-drug inter. study with a sensitive

P-gp substrate to look further into the pharmacokinetics of ulipristal acet cluded in the RMP).

No pharmacokinetic studies with ulipristal acetate have been performa@women with impaired renal
or hepatic function. Due to the CYP-mediated metabolism, hepaticWpairment is expected to alter the

elimination of ulipristal acetate, resulting in increased exposuEeQ% applicant will perform a phase |

study of the pharmacokinetics of ulipristal acetate in vol s with mild, moderate and severe

hepatic impairment, (PGL-W-001) (included in the RMP). Q

Section 4.4 of the SmPC note that the use of non- Qal contraceptive methods is recommended

during treatment with Esmya.

Section 4.6 of the SmPC notes the effects o ipfistal acetate on fertility, pregnancy and lactation.

Ulipristal acetate is likely to adversely interaét with progestagen-only pills, progestagen-releasing

devices or combined oral contraceptive pj erefore, concomitant use is not recommended. Although
a majority of women taking a th ic dose of Esmya have anovulation, a non hormonal
contraceptive method is recomm uring treatment. Esmya is contraindicated during pregnancy.
There are no or limited amount o from the use of ulipristal acetate in pregnant women. Although

no teratogenic potential was g o% ed, animal data are insufficient with regard to reproduction toxicity.

Available toxicological datai imals have shown excretion of ulipristal acetate in milk. It is unknown
whether ulipristal acetate xcreted in human milk and a risk to the newborns/infants cannot be
excluded. Esmya is r&aindicated during breast-feeding. A majority of women taking a therapeutic
dose of Esmya hav@)vulation, however, the level of fertility while taking multiple doses of Esmya

has not been stu@ied:

Section 4.2 c(tﬁ SmPC includes recommendations on special populations such as patients with renal
impairm patic impairment and children. No dose adjustment is recommended in patients with
mild erate renal impairment. In the absence of specific studies, Esmya is not recommended in
pa [@

réeommended for patients with mild hepatic impairment. In the absence of specific studies, Esmya is

ith severe renal impairment unless the patient is closely monitored. No dose adjustment is

not recommended in patients with moderate or severe hepatic impairment unless the patient is closely
monitored. There is no relevant use of Esmya in the paediatric population. The safety and efficacy of

Esmya was only established in women of 18 years and older.
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2.4.5. Conclusions on clinical pharmacology

The clinical pharmacology data package submitted was considered adequate. As no study in.subjects
;::)istal

with hepatic impairment has been submitted, the applicant will conduct a study of the PK o

acetate in volunteers with mild, moderate and severe hepatic impairment (PGL-W-001) @uded in

the RMP). The applicant will also conduct a Phase | drug-drug interaction study Wltlz sitive P-gp
substrate to look further into the pharmacokinetics of ulipristal acetate. {
The ongoing Phase Ill study (PGL09-026), its extension (PGL09-027) and ollow—up of the

proposed non-interventional study (PGL10-014) will provide more long ter @on the endometrial
safety of Esmya administration up to 12-month post treatment. 0

The aforementioned post-authorisation measures have been adequatel@ered in the RMP.

NS

2.5. Clinical efficacy @

The efficacy of ulipristal acetate as a treatment of uterir@vmds was assessed in four studies: two
pivotal Phase Il studies (Study PGLO7-021 and Studyq 7
(Study PGL-N-0287 and Study PGL-N-0090). T ble below summarizes the key design

-022), and two smaller Phase Il studies

characteristics of the efficacy studies. O
Table 9. Efficacy study design characteristics
. Treatment
Phase Study Design %yration Treatment groups Dose N
( 5 mg/day 96
_bli Ulipristal acetate®
PGLO7-021 Double-blind, place le weeks p 10 mg/day o8
controlled
1" Placebo? - 48
: 5 mg/da 102
Double-blind, - Ulipristal acetate ey
PGLO7-022 dummya 12 weeks 10 mg/day 103
comparafo rolled Leuprorelin 3.75 mg once a month® 102
10 mg/day
i Ulipristal acetate
PGL-N-0287 Po % ind, placebo 12 weeks P 20 mg/day
antrolled
11 «a Placebo -
Ulipristal tat 10 mg/day 13
_bli ipristal acetate
PGL-N-0090 4 uble-blind, placebo | 1, 5, \\eekst P 20 mg/day 14
controlled
Placebo - 14
a 80 mg Fe™ T eron®, containing 256.3mg of ferrous sulfate, equivalent to 80mg of Fe?") was administered daily,
concomitghtiVAin all treatment groups
b Admipistered)as an intramuscular injection

2 to Week 24 was an optional, unblinded extension period of ulipristal acetate treatment, which was undertaken by
ga’the placebo group (2 each received ulipristal acetate 10 and 20 mg/day), 3 subjects

Dose response studies

PGL-N-0287

PGL-N-0287 was a randomized, double-blind placebo-controlled Phase Il study of the effect of daily
administration of 10mg or 20mg ulipristal acetate to reduce fibroid size in otherwise healthy women
with symptomatic uterine fibroids requesting a hysterectomy. The first cycle was at baseline after
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which treatment continued over three menstrual cycles (or 90-102 days). Subjects were admitted for
hysterectomy after the LH surge in the third treatment cycle, or in the follicular phase of the fourth
cycle or, if anovulatory, between 90 and 102 days of treatment. Subjects were randomized to one of
the following treatments: ulipristal acetate at a dose of 10 mg; ulipristal acetate at a dose of 20 mg;
placebo. The primary objective of the study was to compare the effect of daily adminis ion of
ulipristal acetate over a period of 10-14 weeks to that of placebo. The number of patients incl was

n@efﬁcacy
and of a dose-response association. However, the data appear to support an effect of u tal acetate

in reducing fibroid volume. {\

PGL-N-0090 \Q

Study PGL-N-0090 was a randomized, placebo-controlled, double blind, par‘ﬁroup Phase Il study in
regularly menstruating, otherwise healthy women with symptomatic ine leiomyoma. The study
consisted of a baseline cycle and 2 treatment phases, both of a durati@S menstrual cycles. During
phase 1, subjects received randomized, double-blind treatment ilﬁding placebo. At the end of this
phase, subjects could choose to continue treatment (with the s

randomize to 10 or 20mg dose) in phase 2 for an addi m
(myomectomy or hysterectomy). The primary objective of thi y was to compare the effect of daily

considered too small and the variability in fibroid volume is too large to allow conclusio

ose or — if previously placebo —
3 months or to elect surgery

administration of ulipristal acetate in cycling women with l€iomyomata to reduce leiomyoma size.

Endometrial biopsy results \

The endometrial biopsies were taken after 3 - @onths. No endometrial biopsies were performed
during screening. Thirty-four subjects undem@at least one endometrial biopsy during the 2 phases
of treatment. Of those, 9 biopsies did not allowrfor a clear diagnosis. In 4 biopsies hyperplasia were
diagnosed. As the scoring system for etrial biopsies in the Phase Il trials did not allow for
description of Progesterone Receptor tor-Associated Endometrial Changes (PAEC) findings, the
Applicant was asked to re—evaluat% ases of endometrial hyperplasia according to the rating scale

that includes standard descriptors EC, as was used in the Phase Il studies.

These four biopsies were re Iuated by three expert pathologists blinded for each other”s
assessment. No diagnosis of@ometrial hyperplasia was made by any of the expert pathologists

The ongoing Phase Il st%nd its extension (PGL09-026 and PGL09-027) and the follow-up of the
nal study (PGL10-014) will generate more long term data on the endometrial

proposed non—interve&
safety of Esmya adlﬁv ation up to 12-month post treatment.

-

2.5.2. Ma@}tudies

PGLO7-
A Ph , randomized, parallel group, double-blind, placebo controlled, multi-center study to assess
th acy and safety of PGL4001 (ulipristal) versus placebo for pre-operative treatment of

tomatic uterine myomas.
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Methods

Study Participants

Eligible participants in this study were pre-menopausal women with symptomatic uterine oma(s),
excessive uterine bleeding and anemia for whom a surgical procedure was indicated to the
myomas (i.e. hysterectomy, myomectomy, uterine artery embolization or endometrium abl

Inclusion criteria R %

In order to be included, subjects fulfilled the following criteria:

e provided written informed consent prior to any study related procedures. O
e were a pre-menopausal woman between 18 and 50 years incIUSiVe_&?
e had a PBAC score >100 during Day 1 to Day 8 of menstruation pr@hg the baseline visit.

e had myoma-related anemia defined as hemoglobin (Hb) s1(@dL. Absence of macrocytic
anemia was to be proven by a mean corpuscular volume (I\/.IQ) <104 fL.

e had a myomatous uterus volume <16 weeks. @

e had at least one uterine myoma of =23 cm diameter Qe and no myoma larger than 10 cm

diameter in size confirmed by ultrasound. Q

e were eligible for one of these surgical pro d: i.e. hysterectomy, myomectomy, uterine
artery

e embolization or endometrial ablation wit weeks and up to 14 weeks from baseline study

visit. Q

e had a clinical breast examination hout significant findings at the screening visit.

e had no clinically significant fi o@) at Papanicolaou test (PAP) smear, performed within the
én’g visit.

past 12 months or at the scr
e if of childbearing potenwbe subject had to be practicing a non-hormonal method of

contraception as listed @ :
- sexual abstinen

- diaphragms
- condom artner with a vasectomy performed at least 6 months prior to the study and
confir zoospermia.

o if of mr@bearing potential, the subject had to have had a tubal ligation sterilization at

least @uonths before study start.
.
. ?‘&ody Mass Index (BMI) >18 and <40.

Ex |L@ criteria

cts who fulfilled any of the following criteria were excluded from participation:

e had a history of uterus surgery (except caesarean section or cervical conization), endometrial
ablation or uterine artery embolization.

e had a history of or current uterine, cervical, ovarian or breast cancer.
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e had a history of atypical hyperplasia or a current endometrium hyperplasia (atypical or non-
atypical) or adenocarcinoma or similar lesions in the screening biopsy or in a biopsy performed
within the past 6 months.

e had a condition requiring immediate blood transfusion or a level of Hb <6 g/dL. 2

e had a known hemoglobinopathy (i.e. Sickle Cell anemia and Thalassemia).

*

¢ had a known severe coagulation disorder c®
e had a large uterine polyp (>2cm). {\

e had one or more ovarian cysts =4cm in diameter diagnosed by ultrasound

e presented with any metallic, ferro-magnetic or electronic implant OF device which may
interfere with the MRI examination or potentially pose a risk internal (implanted)
defibrillator, implanted spinal cord stimulator, IVC filters, cochlea@r) implant, clips used on
brain aneurysms, artificial heart valves, implanted drug infusi rts, infusion catheter, 1UD,

prostheses, implanted nerve stimulators, metal pins, scre

implanted electronic device, including a cardiac pacemaker, affificial limbs or metallic joint
v&lates or surgical staples, metallic

foreign body fragments (metal splinter) in orbit, co stive heart failure, claustrophobia,

pedicle screws / anterior interbody cages in spine). q
e had a history of or current treatment for myomja With a Selective Progesterone Receptor

Modulator (SPRM) or a Gonadotropin Releasing one agonist (GnRH-agonist).

e had been taking:
- treatments with progestins (systemor progestin releasing intra-uterine system) or an
oralcontraceptive: within the % efore the screening visit,
- acetylsalicylic acid, mefenamic acid, anticoagulants such as coumarins and/or
antifibrinolytic drugs suc ranexamic acid: within one week before the screening
visit,

within one week o months before the screening visit, respectively.

O

&nment during the study with drugs that were not permitted by the
study protocol: p % tins (systemic or progestin releasing intra-uterine system), oral

- systemic glucocoz Qreatments and/or systemic depot glucocorticoid treatments

e was likely to require

contraceptive$,, systemic glucocorticoids (oral and injectable), acetylsalicylic acid, and/or

mefenamic nticoagulants such as coumarins and/or antifibrinolytic drugs such as
tranexamj g
*
e had &l | hepatic function at study entry (defined as aspartate transaminase (AST),
alani nsaminase (ALT), gamma glutamyl transferase (yGT), alkaline phosphatase or total

o) \n above 2 Upper Limit of Normal range (ULN)).

. @ a positive pregnancy test at baseline or was nursing or planning a pregnancy during the
urse of the study.

had a current (within twelve months) problem with alcohol or drug abuse.

¢ had a mental condition rendering the subject unable to understand the nature, scope and
possible consequences of the study, and/or evidence of an uncooperative attitude.

e had abnormal baseline findings, any other medical condition(s) or psychiatric condition(s) or
laboratory findings that, in the opinion of the investigator, might jeopardize the subject’s
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safety or interfere with study evaluations. This included the use of agents known to induce or
inhibit the hepatic cytochrome CYP3A4.

e had an allergy to SPRMs or progestins or any of the ingredients of the study drug tablet
(referred to in the Investigator’s Brochure)
e was currently enrolled in an investigational drug or device study or had participated i Q\ a
study within the last 30 days é
. \(o
Treatments é

Subjects were randomized to one of three treatment groups in a 2:2:1 rati% ceive either PGL4001
5 mg, PGL4001 10 mg, or PGL4001 matching placebo. 0

T

Subjects were treated for up to 13 weeks, and after end-o gment assessments at Week 13
subjects still qualifying for surgery underwent hysterectomy, %ectomy, uterine artery embolization

Part A:

or endometrial ablation as determined by the investigator, jects underwent a closing Week 17

visit, which concluded Part A of the study.

Part B of the study was the follow-up study without treatment; all subjects were to be seen 3
months and 6 months after the end-of-treatmen® (Week 13), at Week 26 and Week 38.

Objectives 0
Efficacy Objectives :b
To demonstrate superior %cy of PGL4001 with concomitant iron administration versus placebo with
concomitant iron admwrati n:

Part B:

Primary objectives

- To reduce @ive uterine bleeding prior to surgery
o

al myoma volume prior to surgery.

- To red’usg
T Qnstrate superior efficacy of PGL4001 with concomitant iron administration versus
with concomitant iron administration in correcting anemia caused by uterine myomas.

Se or@ objectives
éTo demonstrate improvement in myoma-related symptoms, such as pain.

- To assess PGL4001 capacity to decrease uterine volume.
Exploratory objectives

- the proportion of subjects switched to less invasive surgery or for whom surgery is cancelled
due to improved condition at treatment completion,
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- the proportion of subjects undergoing blood transfusion, the number of transfusions and
volume transfused per subject.

Safety Objectives

- Assess overall safety of ulipristal acetate (PGL4001) in subjects with uterine myomas.

<
&

Outcomes/endpoints {
Co-Primary efficacy endpoints: O
- Percentage of subjects with reduction in uterine bleeding defined as C score <75 at end-

of treatment visit (Week 13 visit)

- Change in total myoma volume assessed by Magnetic resonanc@g@ (MRI) from screening
to end of treatment visit (Week 13 visit). {

Secondary efficacy endpoints: @

- change from baseline to Week 5, Week 9, and We %sits in bleeding pattern recorded by
subjects using the PBAC.

- change from baseline to Week 5, Week Q@eek 13 visits in Hb, hematocrit (Hct) and
ferritine.

- percentage of subjects with Hb =12 and Hct >36% at Week 5, Week 9 and Week 13
visits.
- percentage of subjects in amenorraga at Week 5, Week 9, and Week 13 visits.

- percentage of subjects with a e reduction of 225% of the total myoma volume assessed
by MRI at Week 13 visit. b
- percentage of subjects &'breduction of =225% of uterine volume assessed by MRI at Week

13 visit.
- change from scre@o Week 13 visit in uterine volume assessed by MRI.
lin

- change from base o Week 5, Week 9, and Week 13 visits in global pain score (Short-form

McGill Pain tionnaire).

- changg f@raseline to Week 13 visit in symptoms related to uterine myomas (Measurement
t

of dis N{

L 4
e

due to uterine fibroids questionnaire).
ent of pain (McGill Pain Questionniare).

- y of life (Uterine Fibroids Questionnaire)

e size

The sample size calculation was based on both primary efficacy endpoints, and to ensure that there
was adequate patient exposure to PGL4001 in order to assess patient safety. The calculation was
based on demonstrating superiority of PGL4001 versus placebo with at least 90% power for each of
the primary endpoints, using two sided tests with type | error rates of 5%, and a Bonferroni correction
for the two dose comparisons.
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In order to achieve a power of 90%, the analysis of the total myoma volume required more subjects
than the analysis of percentage of subjects with PBAC <75 at end-of-treatment visit, so the sample
size calculation was based on this endpoint.

With an estimated 10% on-treatment drop-out rate, 240 patients were required to be randemized to

ensure adequate power (96 subjects for each treatment group and 48 subjects in plac 242

subjects were actually recruited in 35 sites, in six countries. @
X2

Randomisation {\

Subjects were randomly assigned to one of three treatment groups in a 2:2: Qolacebo, PGL4001

5 mg and PGL4001 10 mg. &

Prior to the start of the study, a randomization list was generated to b@smitted to the assigned
clinical packaging organization for labeling and to a fully web—ir%ted interactive voice/web
response system.

The randomization list and/or the electronic file were secured irq}ked cabinet and/or an electronic
file with restricted access to only the designated person
handling the study medication, until the study database was | and ready to be un-blinded.

ctly responsible for labeling and

Kit numbers indicated on the list started from 3001, 30 %3 etc. (4-digit) and corresponded to the
kit number indicated on the label of the study drug. 0&

to the investigational centers. Subjects were randomizéd following a stratification by hematocrit (Hct)
value (measured at Screening) and ethnicity ir@ier to avoid any unbalance between treatment

groups as follows Q

e Hct <28%, and Hct >28% &

te blocks of treatment materials were sent

e Black African women or other ethnicitiéj

Blinding (masking) bo

The designed study was consi to be double blind. The randomization list was secured in a locked
cabinet and/or a computer{file with restricted access to only the designated personnel directly
responsible for labelling ndling the study medication.

All evaluations conducted as part of the study were performed by individuals who were blinded to the
treatment allocationf study blind could be broken for an individual subject only in the case of an

emergency when edge of the IMP was essential for the clinical management of the subject.
L 4
After the Iast@g t had completed Part A of the protocol, the treatment groups were un-blinded, and

the result$ Week 17 were analyzed. Once the last subject has completed Part B of the protocol,
results o x Weeks 26 and 38 will be analyzed.

<

iIStical methods

All statistical hypothesis tests and confidence intervals performed were two sided, using a 5% level of
statistical significance. As comparisons involve two dose levels, a Bonferroni correction for the
hypothesis tests and confidence intervals was used. The Intent-to-Treat (ITT) population was the
population of primary interest for the efficacy analyses. When the assumptions of any of the
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parametric analysis such as normality or variance heterogeneity were deemed invalid, then appropriate
non-parametric methods were used instead.

The primary objective of demonstrating superior efficacy of PGL4001 versus placebo to reduce
excessive uterine bleeding was assessed by testing the null hypothesis that there is no difference in
the percentage of subjects with PBAC <75 at end-of-treatment visit (Week 13 visit) fo?@OOl
compared with placebo. The hypothesis was tested via a Cochran-Mantel-Haenszel test.

The primary objective of demonstrating superior efficacy of PGL4001 versus placeko duce total
myoma volume prior to surgery was assessed by testing the null hypothesis that the \ o difference
in the average change in total myoma volume assessed by MRI from screening gd of treatment
visit (Week 13 visit) for PGL4001 compared with placebo. The hypothesis wa t@d via analysis of

covariance, after log transforming the data.

A successful outcome was deemed to occur if at least one of the 5 mg 0&&9 PGL4001 treatments
results in a statistically significant improvement over placebo with regar oth endpoints

Results

Participant flow

Consented and
Seresmed
N=462

F—

Randomized

M=141

—

Placebo PGL4001 5{\0 BGLAM0L 10 mg

N=48 N=96 N=03
e s Hat meated Withdrawn
Withdramw =1 e
N=3 Withdrann o
N=4
0\
[ - [
Surgery Lo Surgery No Surgery Mo
Sugpery Surgery Surgery
15=13 o =32 =31 N=37 M=34 W=54

Recruitment

The study period was from 31 October 2008 to 17 Aug 2010. This was a multinational study planned to
be conducted in 30 sites. Thirty nine sites were initiated in 6 countries but only 38 sites actively
recruited.
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Conduct of the study

Individual major protocol deviations were reviewed in order to identify subjects who would need to be

excluded from the PP population. If the reason a subject did not meet protocol compliance >80% was
due to early withdrawal from the study then the subjects would be excluded from the PP p tion,
but that this was not to be considered as a major protocol violation.

Due to the unexplained repeated receipt of clotted blood samples, two subjectg 050 and
144/1087) were included based on local laboratory analyses for hematology paramet creening.
A summary of the major protocol deviations is listed in the table below. A total .8%) subjects
had a major protocol deviation, both of whom were in the PGL4001 5 mg grop%
Table 10. Summary of Major Protocol Deviations (Treated Subjects)Sf
Treatment p

Placebo PGL#4001 5mg | PGL4001 10mg Total

(N=48) =95) (N=98) (N=241)
Deviation Type o N
At Least One Major Deviation 0 224%) 0 2 (0.8%)
Inclusion / Exclusion Criteria 0 1.1%) 0 1 (0.4%)
Received Incorrect Treatment Kit 0 N 0 0
Treatment Compliance 0 Q» [ 0 0
Last non-missing on-treatment PBAC data is recorded on less than 0 0 0 0
or equal to day 56 - Q
Screening PBAC data was completed retrospectively using different | 0 \ 0 0 0
towels/tampons than those provided specifically for the study
Prohibited Concomitant Medication 0 0 0
Other 1(1.1%) 0 1 (0.4%)

<

The demographic characteristics of all g‘d}mized subjects for the safety population are presented by
treatment group in the table belo characteristics were similar between treatment groups, and

Baseline data

also between analysis population e majority of subjects in the study were of white origin (88%),
and of childbearing potenti I.1%), where non-childbearing potential was defined as having
undergone a tubal ligation p to study start.

Table 11. Summaryaof demeographic characteristics at Baseline Safety Population
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Study PGLOT-021

Variable Ulipristal acetate
Placebo - Taotal
Parameter i 2 me/dav 10 me/dav I
= mg/day g/day _a
=48 | Tves) | veosy | OVHD
Face N (%)

Black 0 0 0 0

White 41 84 87 212 @

(85.4%) | (88.4%) | (88.8%) | (88.0%)
- 7 11 11 29
Asan (14.6%) | (11.6%) | (11.2%) | (12.0%) {\
Hispanic 0 0 0 0 O
Other 0 0 0 0 &

Age [vears] (n) 48 95 98 241 0
416 412 42.0 416
Mean (SD} (5.6) (5.9) (5.5) (57) @
Min/Max 26/50 | 24/50 | 23/50 || 23/50
Height [cm] 48 95 98 241 {
1623 1643 163.9 163.7
Mean (SD) (6.6) (6.5) (6.1) (6.
- 143 / 150/ 145 / 143%
Min/Max 176 178 178 éx
Weight [kg] (n) 48 95 98 .
7
Mean (SD) 64.7 70.1 67.1 VE_E.
(12.5) (13.6) (10.3) (12.2)
450/ 420/ 48. 42.0/

MinMiax

106 5 120 0 95! 1200
BMI [kg/m2] 48 95 Q 241

(n)
2 15 L 75 3
Mean (SD) 24.6 25.9 &L?-D 253

4.4 ) (3.9) (4.3)
- 18.0/ 18.1/ 18.0/
Min/Max 40.1 37.6 40.1
e
N (%) (89.6%) 191.6%} (93.9%) | (92.1%)

Numbers analysQQ

A total of 242 patiﬁavere randomized. One subject from the PGL4001 5 mg group did not receive
a

any treatment as d entered menopause.

L 4
All subjects mere randomized into the study and who used the trial medication at least once were

considered ble for the safety population. In the event that a subject received study medication

other th X to which she was randomized, the analysis was performed using the treatment actually

receiv subject who received trial medication from more than one treatment group was excluded

fr z,safety population. A total of 241 subjects were included in the safety population: placebo
, PGL4001 5 mg (N=95) and PGL4001 10 mg (N=98).

The ITT population was defined as all randomized subjects who used the trial medication at least once,
and who had post-baseline, that is, on-treatment, efficacy data for at least one efficacy endpoint. In
the event that a subject received study medication other than that to which she was randomized, the
analysis was to be performed using the treatment group to which she was randomized, rather than by
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the actual treatment she was administered. The ITT population was a subset of the Safety population
and consisted of 237 subjects: placebo (N=48), PGL4001 5 mg (N=95) and PGL4001 10 mg (N=94).

The PP population was a subset of the ITT population. Subjects who withdrew early from the study and

as a consequence had a protocol compliance <80% were excluded from the PP population. Insaddition,

subjects with one or more major protocol deviations were excluded from the PP population
deviations including poor compliance occurring during Part A were determined before dat
the end of Part A and un-blinding of the study. The PP population used for the additiopal
the end of Part B will be the same as that used for Part A, in order to keep the analysé %
to prevent any bias in selecting the population after un-blinding. The PP populatio (!:}sisted of 216
subjects: placebo (N=45), PGL4001 5 mg (N=85) and PGL4001 10 mg (N=86).

istent, and

Eighteen subjects discontinued the study prior to Week 17 due to, lack of%efficacy (N=2), subject
request (N=9), protocol deviation (N=2), lost to follow-up (N=4) and other n (N=1).

T

Outcomes and estimation k

Primary endpoints @
Analysis of Uterine Bleeding: ITT population QQ

The primary goal of treatment in this study was to red PBAC score to <75 over the period of an

entire month, which is considered to be within the n ange of menstrual blood loss, i.e. to reduce
excessive uterine bleeding caused by uterine myomdas, and thereby also reduce myoma-related

symptoms and consequent need for surgery.

The PBAC was completed from Day 1 of meégstfuation to Day 28 (inclusive) during the screening

period, and continuously from Day 1 of nstruation on, or just before treatment, to the last day of

treatment (inclusive). It was reported g eline, Week 5, Week 9 and Week 13 visits. The PBAC
I

score for a specific four week period
and summing up the results for 28 days. Days where ‘no

item in the chart by the items’
bleeding’ had been recorded have re of zero for that day.

The percentage of subjects & duction of uterine bleeding defined as PBAC score <75 at end-of-

treatment visit (Week 136

Table 12. Mean b \e PBAC scores and numbers and percentage of subjects with PBAC

culated by multiplying the number of occurrences of each

re given in table below.

score <75 at wee (Study PGLO7-021, ITT population, LOCF)
Ulipristal acetate Ulipristal acetate 10
pBAC N Placebo
( 5mg/day mg/day
N )
Baseline @) N ™ 48 95 94
460 (293) 487 (320) 411 (250)
’ 376 (119, 1284) 386 (118, 1645) 330 (102, 1570)
48 94 93
a(%) of Subjects
0, 0, O,
N PBAC Score < 75 9 (18.8%) 86 (91.5%) 86 (92.5%)
Difference vs. control - 72.7% 73.7%
95% ClI - 55.1, 83.2 56.2, 84.0
p-value p <0.001 p <0.001

Analysis of Uterine Bleeding: Pre-operative population
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In a sub-analysis of the pre-operative population (subjects who underwent surgery after treatment
with ulipristal acetate), the evidence of superiority towards placebo and non-inferiority towards
leuprorelin is maintained. In the placebo controlled study PGLO7-021 at Week 13, the percentage of
pre-surgical subjects with PBAC score < 75 was far greater with ulipristal acetate 5 and 10 mg (85.4%

and 89.8% respectively) than with placebo (21.1%) (p < 0.001). This represented a differe
Cl) compared with placebo of 64.3% (34.0, 80.3) for ulipristal acetate 5 mg and 68.7%

for ulipristal acetate 10 mg.

Analysis of Total Myoma Volume: ITT population

In this study the co-primary efficacy endpoint was the evaluation of decrea
volume as measured by centralized MRI. The technique of MRI to measure uteri

£

@ 3.7)
X2

o

i terine myoma

rather than ultrasound, as ultrasound can be associated with high variability{le n evaluators.

Table 13. Mean volumes and percentage change in total fibroid %ﬁ

Week 13 (Study PGLO7-021, ITT population) assessed by MRI

from screening to

Total Fibroid Volume Placebo Ulip Ulipristal Iﬂceiare
10 mg/day
N =48 N=04
Raw data cm®
n 45 NS 89 82
Screening Mean (SD) 136.0 (19L4N NS/ 142.5(133.3) 134.3 (151.0)
Median (min. max) | 61.9(04, 1053.1) 8 100.7 (0.5, 616.6) 96.7 (0.6. 966.1)
n 15 N 86 82
Week 13 Mean (SD) 133.8 Gy 136.7 (207.2) 128.5 (193.9)
Median (min. max) | 59.5 (04,731.0) 65.8 (0.0, 1520.6) 71.9 (0.0, 1325.6)
% ch e, Screening to Week 13
Mean o 9 -14.7 -16.0
Median (min, max) i.w){ll_ﬂ._ 134.8) | -21.2(-100.0,2234) | -12.3{-100.0, 146.6)
Difference’ LAY -22.6 -18.2
95% CI N -36.1,-82 -33.0,-52
p-value” 0.002 0.006

Analysis of Total Myoma V

: Pre-operative population

erative population (109 subjects), the total fibroid volume increased in a

When restricting to the pre-
comparable order of itude from Screening to Week 13 with placebo (mean [median] percentage

increase of -1.9%
(-17.8% [-20.59

0]), and decreased with ulipristal acetate 5 mg (-13.0% [-19.0%]) and 10 mg
Ithough ulipristal acetate was equally effective in reducing myoma volume in the

pre-operativeG%e t population, there were only 18 subjects in the placebo group contributing data at

week 13, & reduction of sample size resulted in a loss of statistical significance for 5 mg ulipristal
acetate n difference of - 21.9%, 95% CI: -39.3%, 7.5%, p = 0.157) and 10 mg (Median
differ -18.9%, 95% ClI: -43.6%, 3.5%, p = 0.079). These results are illustrated in the Figure 1
be

re 1. Median Change from Baseline for Total Myoma Volume, PGL0O7-021
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PGLOT-021, Madian Changs from Basabing for Total Myoama Valume,
all subjects [n=216) compared to
subjects proceeding to surgery [n=108]), {ITT}
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-15
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Secondary endpoints

Key results of secondary efficacy endpoints in Study@OZl in table below.

The mean and median Hb, Hct and ferritine were similar for all three treatment groups at
screening as well as at baseline. The eligibHlity “criterion of Hb <10.2 g/dL was evaluated at the
screening visit. A quarter of the subject ceeded this criterion at the baseline visit. The prescription
of iron supplements during the screenin%&ﬁd was allowed, being standard clinical practice.

Table 14. Key results of secon icacy endpoints in Study PGLO7-021, ITT population

R

“
-
N
~

<
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PGL0O7-021 (ITT Population
Placebo Ulipristal acetate
Parameter 5 mg/day | 10 mg/day
N=48 | N=05 | N=94
Median Change from Baseline in PBAC at . b
£ B} K -12
Week 137 50 3290 316 @
n (%) subjects in Amenorrhea at Week 13° 3(6.3) |[69(73.4) | 76(81L.T)
LS Mean Change from | Hb (g/dL) 3.1 41 41 ’\: 9
Baseline at Week 13 — {
. Het (%) 74 10.0 10.0
Ferritine (wL) 214 26.1 26.4 O
n (%) subjects with Baseline 122 | 443 5 (:@
Hb =12 g/dL and b
Hct =36% Week 13° 37771 | B1(85.3) | 84489
LS Mean log,, change in uterine volume, - ib
Screening to Week 13 0.01 007 07
1 (%) with Uterine volume reduction =25% 3064 30 (3 24 (28.2
M (%) with total fibroid volume reduction =
_2':}0"3 B(178) | 35 33 (41.3)
LS mean log;g change in volume of 3 largest
fibroids from Screening to Week 13
SF-MPQ median Part A . Q 50 5.6
change from Baseline =
2t Week 13 Part B (VAS) -165% | 300 [ 270
Part C (FPI) _1)0 1.0 -1.0
UF5-QoL LS mean Svmptom Severity 1 S
change from baseline B
ot Week 13 HEQL Total Scor
Measurement of Discomfort due to Uterlue
Fibroids Questionnaire, median change fom -6.0 -0.0 -11.0
Baseline, Week 13

Bold values indicate that th@s a significant difference between ulipristal acetate vs. Placebo. In

study PGLO7-021 it was always, in favour of ulipristal acetate.

Pain

scales. There was htly higher pain score at baseline in the placebo group compared to the
ulipristal acetgt@ps. All treatment groups experienced a decrease in levels of pain as assessed by
the SF-MPQ ﬁ 13. In the SF-MPQ analyses a statistically significant effect on pain score was only

seen for uﬁ\ acetate 10 mg vs placebo (p=0.037) at week 13.

Tabl l Summary of SF-MPQ (ITT population) Study PGL0O7-021

At baseline, the diffe\piain scores in all three groups, showed values in the lower half of the rating

Pa Placebo Ulipristal acetate Ulipristal acetate

score Mean (Median) | 5mg Mean (Median) | 10 mg Mean (Median)

SF-MPQ (Part A)

10.83 (8.50) 9.64 (6.50) 10.17 (8.00)

Baseline
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Pain Placebo Ulipristal acetate Ulipristal acetate

score Mean (Median) | 5mg Mean (Median) | 10 mg Mean (Median)

SF-MPQ (Part A) b
6.74 (4.17) 3.01 (1.0) 3.26(1.0) @

Week 13
VAS (Part B) Baseline | 46.69 (49.50) 42.33 (39.00) 41.34 (39.00) ) @
VAS (Part B) Week 13 | 27.48(20.50) 11.35(2.50) 11.95(5.50) \
PPI (Part C) Baseline 1.48 (1.0) 1.16(1.0) 1.10(1.0)
PPI (PartC) Week13 0.52(0.00) 0.31(0.00) 0.41(0.%

Improvement of Quality of Life 0

A discomfort questionnaire derived from the validated UFS-QoL was u as there are no versions of

the validated fibroid specific UFS-QoL in countries participating te_the study. Women were asked to
rate the discomfort experienced due to seven different sym@w of uterine fibroids during the

previous 3 months. %
For the pre-operative population, mean (median) Baseli re§ were comparable to the total study
population with a score of 16.5 (17) for the placebo »15.8 (16) for the ulipristal acetate 5 mg

group and a score of 15.2 (16) for the ulipristal acet& g group.

Comparably to the total study population, there a statistically significantly greater improvement
(decrease) in median total score on the rement of Discomfort due to Uterine Fibroid
questionnaire from Baseline to Week 13 with alipristal acetate 5 mg (-10.0, p = 0.021) and 10 mg (-

11.0, p < 0.042) compared with placebo ). These results are illustrated in the Figure 2 below.

9

Figure 2. Median Change from @e in Measurement of Discomfort, PGLO7-021
i

PGLO7-D21, Median Ch Badelit e
in Measuremaent of Discomfort, ts [n=237) compared to
subjects proceeding & o {n=208]}, [ITT)

W Placeho
M Smg
o1y

Improvement of Anaemia
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Patients were to be anaemic for being eligible (Hb < 10.2 g/dl at screening). Haemoglobin (Hb) levels
were compared in the overall and the pre-operative population. The mean (median) Hb values were
similar for all three treatment groups of the overall population at baseline (Range from 9.3 to 9.6 (8.9
to 9.2 g/dl). As all subjects received concomitantly iron due to the study inclusion criterion of anaemia,
there was an LS mean increase from Baseline for the Hb in all three treatment groups. The ingkgase in
Hb from Baseline was statistically significantly larger with both doses of ulipristal acetate mared

with placebo at all timepoints from Week 5 onwards (range of p values 0.002 to < 0.001).

The pre-operative population was comparable to the overall population with regard@aseline Hb
mean (median) values (Range from 9.0 to 9.6 g/dl (9.1 to 9.7 g/dl)). Similarly, the®.S
in Hb from Baseline was consistently statistically significant for both ulipristal ate groups from

ean increase

Week 5 onwards (range of p-values 0.010 to < 0.001). No difference b the overall study
population and the pre-operative population was observed. These results arﬂu} ated in the Figure X

Figure 3. Change from Baseline in Mean Haemoglobin, PGLO?—OZlQ

PELO7F-021, Chanpge from Baseline in Mean Haemoglobin, PGLO7-0ZL, Change from Bassdingin Mea :HWHIWII‘I-
all shjects [nz 237, 1TT) Swhbjects proceeding to wry (W=109, ITTh
]
[
i — | i
; /_/./_ 1.5
3 5
Placehs o Plaadio
LI, Siug ; ¥ 1 S
15 i LA, Tibmp 1.5 e U0 1 Dy
1 1
RS " O
4 i \
Wik 5 sk Yreah 13 Wk 5 ek 0 Wesk 13

Ancillary analyses Q

Exploratory efficacy endpoints (&

Blood transfusions 0
No blood transfusions occurred du@(he treatment period up to week 13.

One subject received a blood t usion during Part A of the study. The subject, in the PGL4001 5 mg
group, received 1050 mL ofﬁ ood cells on the day after her last intake of study medication. The
transfusion occurred on th e day that the woman had a laparoscopic hysterectomy.

\r whom surgery is cancelled because of improvement of symptoms, and
itched to less invasive surgery

Proportion of subj
proportion of subj

There was no%%'cant difference between the treatment groups concerning cancelled surgery or less
invasive surﬂ owever, the greatest proportion of cancelled surgery (73% vs 66-62%) as well as
less inv K/\ ery (77% vs 69-70%) was found in the placebo group after completion of Part A of
the stud Jup to 4 week following the end of study treatment (week 17). This difference between
placeb the treatment groups in cancellation of surgery was smaller by the end of Part B (i.e. up
to s following the end of treatment): 58% vs 46-56%.

Table 16. Analysis of Surgery part A (1TT Population)
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Treatment Grou

Placebo PGL4001 S5mg | PGL4001 10 mg Total

(N=48) (N=95) (N=94) (N=237)
Missing 0 (0.0%) 2 (2.1%) 0 (0.0%) 2 (0.8%)
Non-Missing 48 (100.0%) 93 (97.9%) 94 (100.0%) 235 (89.2%)
Surgery Cancelled (1) 35 (72.9%) 61 (65.6%) 58 (61.7%) 154 (€5 S%s)
Difference -7.3% -11.2% P
(PGL4001 - Placebo) 95% CI (3) 238%, 116% | 27.6%.7.9% | »J
p-value (4) 0.750 0.373 S
Planned and Completed not "‘Other’ 48 (100.0%) 93 (100.0%) 94 (100.0%) 5 (100.0%)
1) (.
Less Invasive Surgery (2) 37 (77.1%) 65 (69.9%) 63 (69.1%6 167 (71.1%)
Dafference -7.2% —?%v
(PGL4001 - Placebo) 95% CIL(3) -22.8%,11.2% -23.5%a¢ 1%
p-value (4) 0.727

T
X

A Phase Ill, randomized, parallel group, double-blind, doublf-@my, active comparator-controlled,

Study PGLO7-022

multi-center study to assess the efficacy and safety of P 1 (ulipristal) versus GnRH-agonist
(leuprorelin 3.75mgq) for pre-operative treatment of symp@i terine myomas.

O
O
<

Eligible patients in this study were pre- &pausal women with symptomatic uterine myoma(s) and
excessive uterine bleeding (PBAC sco eQJDO) for whom a surgical procedure was indicated to treat
the myomas (i.e. hysterectomy, né@omy, uterine artery embolization or endometrium ablation).

O

In order to be included, sﬁ fulfilled the following criteria:

Methods

Study Participants

Inclusion criteria

e provided writhormed consent prior to any study related procedures.

e were apr opausal woman between 18 and 50 years inclusive.

L 4
e hada score >100 during day 1 to day 8 of menstruation preceding the baseline visit.
. ‘d\ omatous uterus volume < 16 weeks.

o t least one uterine myoma of = 3 cm diameter in size and no myoma larger than 10 cm
diameter in size diagnosed by ultrasound.

were eligible for one of these surgical procedures: i.e. hysterectomy, myomectomy, uterine
artery embolization or endometrium ablation within 13 weeks and up to 14 weeks from
baseline study visit.

¢ had a clinical breast examination without significant findings at the screening visit.
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had no clinically significant findings at Papanicolaou test (PAP) smear, performed within the
past 12 months or at the screening visit.

if of childbearing potential the subject had to be practising a non-hormonal method of
contraception as listed below:

o sexual abstinence b

o diaphragms @

*
o condom or partner with a vasectomy performed at least 6 months prio& study and
confirmed azoospermia.

if of non childbearing potential, the subject had to have had a tub@;lon sterilization at
least two months before study start. &

had a Body Mass Index (BMI) = 18 and < 40. 0

Exclusion criteria {

Subjects who fulfilled any of the following criteria were exclud&u participation:

had a history of uterus surgery (except caesarean%on or cervical conisation), endometrial
ablation or uterine artery embolization.

had a history of or current uterine, cervical, ovarian or breast cancer.

had a history of atypical hyperplasia or Qent endometrium hyperplasia (atypical or no
atypical) or similar lesions in the scree%biopsy or in a biopsy performed within the past 6

months.

had a condition requiring imm oﬁtyblood transfusion or a level of hemoglobin (Hb) < 6 g/dL.
had a known hemoglobinopat i.e. Sickle Cell anemia and Thalassemia).

had a known severe co on disorder.

had a large uterine p&p (> 2cm).

had one or more an cysts = 4cm in diameter diagnosed by ultrasound (US).

had a histor current treatment for myoma with a Selective Progesterone Receptor
Modulator @

had bé& ing:
d thents with progestins (systemic or progestin releasing intra-uterine system) or an
&fal contraceptive: within the month before the screening visit,

) or a GnRH-agonist.

@ acetylsalicylic acid, mefenamic acid, anticoagulants such as coumarins and/or

antifibrinolytic drugs such as tranexamic acid: within one week before the screening visit,

0 systemic glucocorticoid treatments and/or systemic depot glucocorticoid treatments
within one week or two months before the screening visit, respectively.

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), oral
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contraceptives, systemic glucocorticoids (oral and injectable), acetylsalicylic acid, mefenamic
acid, anticoagulants such as coumarins and/or antifibrinolytic drugs such as tranexamic acid.

- had a history of or known current osteoporosis.

- had abnormal hepatic function at study entry (defined as aspartate transaminase (AS
alanine transaminase (ALT), gamma glutamine transferase (yGT), alkaline phosphat total
bilirubin above 2 Upper Limit of Normal range (ULN)). @

- had a positive pregnancy test at baseline or was nursing or planning a pregnaﬁ@ring the
course of the study.

- had a current (within twelve months) problem with alcohol or drug abus O
N

- had a mental condition rendering the subject unable to understand re, scope and
possible consequences of the study, and/or evidence of an uncooperative attitude.

- had abnormal baseline findings, any other medical condition(s) ychiatric condition(s) or
laboratory findings that, in the opinion of the investigator, mightJ€opardize the subject’s
safety or interfere with study evaluations. 1

- had an allergy to GnRH-agonist, SPRMs or progestins Qof the ingredients of the study
drug tablet (referred to in the Investigator’s BrochureQ

- was currently enrolled in an investigational dru vice study or had participated in such a
study within the last 30 days @

Treatments

Subjects were randomized to one of three tre@xt groups in a 1:1:1 ratio to receive:

= either oral PGL4001 5mg + intramuscul jection of saline solution

injection of saline solution

= either oral PGL4001 10mg + intra%
= either oral PGL4001 matching plé + intramuscular injection of leuprorelin 3.75mg

Subjects were treated f(Q) to 13 weeks, and after end-of-treatment assessments at Week 13
subjects still qualifyi surgery underwent hysterectomy, myomectomy, uterine artery embolization
or endometrium ab% as determined by the investigator. All subjects underwent a closing Week 17

visit, which copc@ Part A of the study.

N
80

Part @he study was the follow-up study period without treatment; all subjects were to be seen 3
nd 6 months after the end-of-treatment (Week 13), at Week 26 and Week 38.

Part A:

mo

Objectives

Efficacy Objectives
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Primary objective:

e To demonstrate non inferior efficacy of PGL4001 versus Gonadotropin Releasing Hormone
(GnRH)-agonist to reduce, prior to surgery, excessive uterine bleeding caused by uterine

myomas. i
Secondary objectives: c@

&
¢ To demonstrate improvement over baseline in myoma-related symptoms@ as impaired

Quality of Life (QOL) and pain, and to assess PGL4001 capacity to decrea@

well as volume of the three largest myomas. Q
Exploratory objectives: 0

e To assess the proportion of subjects switched to less invasive s@y or for whom surgery was
cancelled due to improved condition at treatment completior&

rine volume as

e To assess the proportion of subjects undergoing blood t@.usion, the number of transfusions
and volume transfused per subject.

Safety Objectives OQ

Primary objective:

e To demonstrate superior safety and to@ce of PGL4001 versus GnRH-agonist regarding
castration-related symptoms and theij sequences of which the principal parameters are
serum estradiol levels and hot flushes.

Secondary objective:

e To assess overall safety 0®4001 in subjects with uterine myomas.

Outcomes/endpoint

Primary efficacy endpoint

- the percent Xsubjects with reduction of uterine bleeding defined as a PBAC score < 75 at
end-of-tr t visit (Week 13 visit).
.

Secondaz‘&y endpoints

e from baseline to Week 5, Week 9, and Week 13 visits in bleeding pattern recorded by

@ojects using the PBAC.

= change from baseline to Week 5, Week 9 and Week 13 visits in hemoglobin (Hb), hematocrit
(Hct) and ferritine.

- percentage of subjects in amenorrhea at Week 5, Week 9, and Week 13 visits.

- change from screening to Week 13 visit in the total volume of the three largest myomas
assessed by ultrasound (US).

Esmya
CHMP assessment report

Page 56/106
Rev06.11



- change from screening to Week 13 visit in uterine volume assessed by US.

- change from baseline to Week 5, Week 9, and Week 13 visits in global pain score (Short-form
Mc Gill Pain questionnaire [SF-MPQ]).

- change from baseline to Week 13 visit in Uterine Fibroid Symptom and health-relate uality

of Life (UFS-QOL) score.
. \@

Sample size {

The sample size calculation was based on the primary efficacy endpoint, the pri safety endpoints,
and to ensure that there was adequate subject exposure to PGL4001 in or assess overall subject
safety. The efficacy calculation was based on demonstrating non-inferior cy of PGL4001 versus
GnRH-agonist with at least 90% power, using a one-sided confidence int with type | error rate of
2.5%, and a Bonferroni correction for the two dose comparisons, wi re-specified non-inferiority

margin of 20%. g
The safety calculation was based on demonstrating superior sa@ f PGL4001 versus GnRH-agonist
with at least 90% power, using two-sided tests with typ
correction for the two dose comparisons.

S

or rate of 5%, and a Bonferroni

For the primary efficacy endpoint, assuming that the m 1 and GnRH-agonist response rates are
both 85% produces a required sample size of 82 SN

total).

in each treatment group (246 subjects in

For the primary safety endpoint serum E2 leve Qanalysis was conducted after taking logarithms of
the data, which produced a required sample size of 27 subjects in each treatment group.

For the primary safety endpoint percen f subjects reporting moderate or severe hot flushes as
adverse events, assuming a percentage,ofsubjects of 20% for PGL4001, and 65% for GnRH-agonist
produced a required sample size of 32%subjects in each treatment group. A larger sample size was
needed to satisfy the efficacy obje@ ompared with the safety objective. In order to be conservative
and ensure sufficient subject r

randomized (100 per treatme, m

Randomisation Q

Prior to the start of \tudy, a randomization list was generated to be transmitted to the assigned
clinical packagingg0
response syste

e for an overall safety assessment as well, 300 subjects were
up).

nization for labelling and to a fully web-integrated interactive voice web

e randomization list and/or the electronic file were secured in a locked cabinet
and/or an elm ic file with restricted access to only the designated personnel directly responsible for
labelling ‘r\ dling the study medication, until the study database was locked and ready to be
unblindezi }

Kit l.@rs indicated on the list started from 7001, 7002, 7003 etc. (4-digit) and corresponded to the
i ber indicated on the label of the study drug. Complete blocks of treatment materials were sent
to“the investigational centers.

Subjects were randomized to one of three treatment groups in a 1:1:1 ratio, following a stratification
process for avoiding any ethnic imbalance between treatment groups for Black African women or other
ethnicities.
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Blinding (masking)

The designed study was considered to be double blind, double-dummy. Prior to initiation of the study,
study materials were determined to be different in appearance and route of administration. In order to
preserve the blind, subjects participating in the study were randomized to receive either PGL4001 5
mg, PGL4001 10 mg, or matching placebo to be administered orally, once daily for up to 13 and
received a concomitant intramuscular injection of 3.75 mg leuprorelin or saline solu t each
scheduled visit up to Week 13 visit. Leuprorelin or saline solution injections were a(im' ed by an
independent study nurse. An independent study monitor at each clinical site checked investigational
medicinal products dispensed and returns (both unused and used tablets) duri e entire study
period.

The randomization list was secured in a locked cabinet and/or a computer % h restricted access to

only the designated personnel directly responsible for labelling and handlin tudy medication.

All evaluations conducted as part of the study were performed by indi who were blinded to the
treatment allocation. The study blind could be broken for an individualSs#ibject only in the case of an
emergency when knowledge of the IMP was essential for the clinicallmanagement of the subject.

As soon as the last subject had completed Part A of the protocl,@dtreatment groups were unblinded,
and the results up to Week 17 were analyzed. As soon as @ subject has completed Part B of the
protocol, results of study Weeks 26 and 38 will be analyzeQ

Statistical methods \O

All statistical analyses performed for efficacy end@ts (non-inferiority) were based on the use of one-
sided confidence intervals, using a 2.5% | f statistical significance. The per-protocol (PP)
population was the population of primary in@ for the efficacy analyses. All statistical hypothesis
tests and confidence intervals performed@fety endpoints (superiority) were two sided, using a 5%
level of statistical significance, using th@ety population. As comparisons involve two dose levels, a
Bonferroni correction for the hypothe@bests and confidence intervals was used. If the assumptions of

ormality or variance heterogeneity were deemed invalid, then
appropriate non-parametric meb ere used instead.

The primary efficacy objecti&
to reduce excessive uteri ding was assessed by testing the null hypothesis that the difference in
the percentage of subjec ith PBAC < 75 at end-of-treatment visit (Week 13 visit) for PGL4001

any of the parametric analysis su

emonstrating non inferior efficacy of PGL4001 versus GnRH-agonist

minus GnRH agonist iSyequal to the non-inferiority margin of -20, versus the alternative hypothesis
that the difference reater than -20. Each PGL4001 treatment group was tested separately, with
the confidence vals produced using the Newcombe-Wilson score method (uncorrected). A
successful ou’ was deemed to occur if at least one of the 5mg or 10mg PGL4001 treatments

resulted in, a §ejection of the null hypothesis.

The prirrésafety objective of demonstrating superior safety of PGL4001 versus GnRH-agonist with
respe erum E2 levels was assessed by testing the null hypothesis that there is no difference in
th serum E2 levels at end of treatment visit (Week 13 visit) for PGL4001 compared with GnRH-

ist. The hypothesis was tested via a repeated measures analysis of covariance, after log
transforming the data.

The primary safety objective of demonstrating superior safety of PGL4001 versus GnRH-agonist with
respect to incidence of hot flushes was assessed by testing the null hypothesis that there is no
difference in the percentage of subjects reporting moderate or severe hot flushes as adverse events

throughout the treatment period for PGL4001 compared with GnRH-agonist. The hypothesis was tested
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via a Cochran- Mantel-Haenszel test. A successful outcome was only deemed to occur if at least one of
the 5mg or 10mg PGL4001 treatments resulted in a statistically significant improvement over GnRH-
agonist with regards to both safety endpoints.

Results b

Participant flow . %

Figure 4. Disposition of Subjects in Study PGL0O7-022 to week 17 (Part A) O{

Consented and &Q
screened
=400 Part A

Scresnmg
# failures "D
Randomized w=e
WN=307

] 1

5 mg PGL4001 10 mg PGLA001 oraln
N=102 N=103 "\ o
Mot treated Withdr swn
=l N=6
Withdrawn
=4
Mo ]
Surgery Surgery Surg Surgery Surgery
=45 WN=52% W=3l =44+ =50

— S
O
,QO

Recruitment
The study period wasﬁn( 12August 2008 to 21 June 2010. This was a multinational study planned to

be conducted in 3075
RS
Conduct@e study

Individu jor protocol deviations were reviewed in order to identify subjects who would need to be
exclum@rom the PP population. If the reason a subject did not meet protocol compliance >80% was
be e of early withdrawal from the study then they would be excluded from the PP population, but

hirty two sites actively recruited in 7 countries.

t this was not a major protocol deviation. Subjects who stopped completing the PBAC before Week
8, or completed the PBAC retrospectively or for whom there was evidence that the subjects did not use
the towels/tampons supplied for the study, would be excluded from the PP analysis.
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A total of 14 subjects had at least one major protocol deviation, 6 (5.9%) subjects from the PGL4001 5
mg group, 4 (3.9%) subjects from the PGL4001 10 mg group and 4 (3.9%) subjects from the GnRH-
agonist group. The table below provides a summary of the major protocol deviations in the subjects

treated.

Table 17. Summary of Major Protocol Deviations (treated subjects)

Re

»

Treatment Group gj
Deviation Type PGL4001 PGL4001 GNRN- Total
5mg 10mg agonis (N=305)
(N=101) | (N=102) 6 2)

At Least One Major Deviation 6 (5.9%) | 4(3.99 L (3.9%) | 14 (4.6%)
Inclusion / Exclusion Criteria 0 0 1'( 1.0%) 1 (0.3%)
Received Incorrect Treatment Kit 2 (2.0%) 0 1(1.0%) 3 (1.0%)
Treatment Compliance 0 1( % 0 1 (0.3%)
Last non-missing on-treatment PBAC data is recorded on less 0 1 . 0 1 (0.3%)
than or equal to day 56 @
Screening PBAC data was completed retrospectively using 0 1 .0%0) 3 (2.9%) 4 (1.3%)
different towels/tampons than those provided specifically for 4’
the study N
Prohibited Concomitant Medication 1(1.0 0 0 1 (0.3%)
Other 4 ( o 1(1.0%) | 1(1.0%) | 6 (2.0%)

Note: some subjects had more than one major protocol deviatio

Source data: Table 14.1.6, Listing 16.2.2

Baseline data

The demographic characteristics of all rando
received are presented in the table below. Th

<

O

ubjects for the Safety population by treatment

hdracteristics were similar between treatment groups,

and also between analysis populations.%smajority of subjects in the study were of White origin
9

(85.0%), and of childbearing potentiag :

having undergone a tubal ligation prioé udy start.

Table 18. Summary of demogr@ characteristics at baseline, safety population

,\O

R

)
S

N
Z

%), where non-childbearing potential was defined as
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Studv PGLOT-022
Ulipristal acetate

Variahle Leupro- Total
Parameter relin Smg/day | 10 mg/day (\':ﬁ:‘ui])
(N=101) (N=97) (N=103) e

5 9 11 29 b
Black (8.9%) | (93%) | (10.7%) | (9.6%)
: 85 83 88 256 Q/
White (84.2%) | (85.6%) | (85.4%) | (85.0%) ¢ %

o]

Asian 1 1 - {\

AStE (1.0%) | (1.0%) | ©.7%)

. 5 3 2 10 O

Hispanic (5.0%) | (3.1%) | (1.9%) | (3.3%) \Q
2 1 1 3 &

Other (2.0%) | (0% | (o | 3% 0
Age [vears] (n) 101 97 103 301
40.3 40.1 40.7 40.4 @
Mean (SD) (6.2 (6.2) (6.3) (6.2)
Min/Max 24/51 | 25/50 | 20750 | 20751 {
Hetoht [cm] 100 97 103 300 @
165.2 1637 1623 163.7
Mean (SD) (5.9) (6.4) (6.7) (6.4
. 147 / 146 / 146 / 146
Min/Max 178 180 180
Weight [kg] (n) 100 97 103
67.9 68.3 68.8 68.4
Mean (SD) (12.2 (12.3) (27N (12.4)
N 48.0/ 485/ 46 460/
Min/Max 1190 | 108.0 1@ 119.0
BMI [kg/m2] 300
(n)
15 5
Mean (SD) {‘4‘ ';)
Min/Max ! 339; . "
Of Childbearing
Potential 292’_
N (%) (96.3%)

Numbers a.aned

Efficacy anal@/vas conducted on both an intention-to-treat (ITT) population and a per protocol (PP)

populatio ough the PP population is the population of primary interest. 307 subjects were
randoml igned to one of 3 treatment groups: PGL4001 5 mg (N=102), PGL4001 10 mg (N=103)
an -agonist (N=102). Two subjects were not treated due to inclusion error (N=1), subject

(N=1) and 4 were excluded from the analyses for GCP non compliance of the site.

The™ITT population was defined as all randomized subjects who used the trial medication at least once,
and who had post-baseline, that is, on-treatment, efficacy data for at least one efficacy endpoint. In
the event that a subject received study medication other than that to which she was randomized, the
analysis was to be performed using the treatment group to which she was randomized, rather than by
the actual treatment she was administered. The ITT population was a subset of the Safety population
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and consisted of 298 subjects: PGL4001 5 mg group (N=98), PGL4001 10 mg group(N=101) and
GnRH-agonist group (N=99).

The PP population was a subset of the ITT population. Subjects who withdrew early from the study and
as a consequence had a protocol compliance < 80% for either tablets or injections were excluded from
the PP population. In addition, subjects with one or more major protocol deviations were

from the PP population. Protocol deviations including poor compliance occurring during was
determined before database lock at the end of Part A and un-blinding of the study. Th

consisted of 281 subjects: PGL4001 5 mg group (N=93), PGL4001 10 mg group %

agonist group (N=93).

pulatlon
andGnRH-

All subjects who were randomized into the study and who used the trial medicatj Qleast once were
considered evaluable for the safety population. In the event that a subject recéived*study medication
other than that to which she was randomized, the analysis was performed e treatment actually
received. A total of 301 subjects were included in the safety population' L 15 mg (N=97),
PGL4001 10 mg (N=103) and GnRH-agonist (N=101).

Fifteen subjects discontinued the study prior to Week 17: 2 subjec were not treated and the
=5), unrelated AEs (N=3),
subject request (N=2), lost to follow-up (N=1), non- compllant ), and previous surgery (N=1).

remaining subjects discontinued due to study medication related

Outcomes and estimation

\

Analysis of Uterine Bleeding: per protocol pop ion

Primary endpoints

The analysis of the primary endpoint Was§4 percentage of subjects with reduction of uterine bleeding
at Week 13 visit defined as PBAC score t end-of-treatment visit (Week 13 visit). The results are
shown in the table below.

Table 19. Mean baseline PB c;res and numbers of subjects with PBAC score < 75 at

week 13 (Study PGLO7-02

populatlon LOCF)

Leuprorelin

Ulipristal acetate

Ulipristal acetate

5 mg/day 10 mg/day
03 N =03 N =05
PBAC at Baseline
n " 93 93 95
Mean PBAC&core (SD) 104 (339) 379 (301) 328 (226)
Median PBAC (min, max) | 297 (102, 2104) 286 (109, 1984) 271 (120. 1809)
At Week 13
92 93 95
N“ﬁbyc QC) gfﬂ"igbf’%’ with 82 (89.1%) 84 (90.3%) 93 (97.9%)

O Bufference vs_control

1.2%

8.8%

-0.3%

0.4%

%\ 2.5% LCL

At baseline, a slightly higher mean and median PBAC score was observed in the leuprorelin group
compared to the ulipristal treated, above all in the 10 mg group. The proportion of subjects with PBAC
scores < 75 at week 13 was similar in both ulipristal acetate groups and in the leuprorelin group. Both
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ulipristal treatment groups showed that the lower limit of the confidence interval was greater than the
pre-specified non-inferiority margin of — 20% versus leuprorelin.

Analysis of Uterine Bleeding: pre-operative population

At Week 13, the proportion of pre-surgical subjects with PBAC < 75 was comparable@ween
non-

leuprorelin (89.6%), ulipristal acetate 5 mg (91.7%) and ulipristal acetate 10 mg (96.0%
inferiority of both doses of ulipristal acetate to leuprorelin was demonstrated, with a 2.50/@ (lower
confidence limit) for the comparison between leuprorelin and ulipristal acetate of —LZ.%and -6.7%
for 5 mg and 10 mg respectively (pre-specified non-inferiority margin of -20%). {\

Secondary endpoints §

The table below summarizes the key results of the secondary efficacy e ts in the per-protocol

population.
Table 20. Key results of secondary efficacy endpoints in Study P 7-022, PP population
PGLO7-022 (PP Poplulation)
Leuprorelin | T cetate
Parameter 5 10 mg/da
N=03 N y
N=205
Median Change from Baseline in PBAC at
Week 132 2 -268 -268
1 (%) subjects in Amenorrhea at Week 13° 74 (80. J0(75.3) | 85 ({89.3)
LS Mean Change from | Hb (g/dL) @ 0.5 0.6
Baseline at Week 13 Het °0)
- (%o Q_ﬁ 1.6 20
Ferritine (wL) 23 22 8.1
n (%) subjects with | Baseline ( S| 52678) | 54(59.3) | 55(59.8)
Hb =12 g/dL and -
Hct =36% Week 13° TL{76.3) | T1(763) | T3(77 1
LS Mean log;; change in uterine vol 025 _0.08 20.10
Screening to Week 13 N - ' )
1 (%) with Uterine volume redyction’=25%
=23%
LS mean log)g change 4 voluime of 3 largest 027 018 072
fibroids from Screeni Week 13 - ' —
SE-MPQ median art A -5.5 -5.0 -6.0
change from Bas = P
at Week 13° ,\i ™ [Part B {VAS) -32.0 -31.0 =325
) Part C (PPI) -1.0 -1.0 -1.0
LTSJQ. mean Symptom Severity 272 -28.2 -338
change fi baseline - -
at Week HEQL Total Score 178 203 234
Swwément of Discomfort due to Uterine
roids Questionnaire, median change from B
eline, Week 13

Bold values indicate that there was a significant difference between ulipristal acetate and leuprorelin.
In study PGL0O7-022, the effects on the secondary endpoints were similar between the three treatment
regimens except for a significantly larger reduction in the log 10 uterine volume from screening to

Week 13 in leuprorelin treated women than subjects treated with either of the ulipristal doses.
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Fibroid Size

The total volume of the three largest fibroids varied widely in all groups at both Screening (4.0 to
790.3 cm3 overall) and at Week 13 (0.7 to 735.4 cm3). The total volume of the three largest fibroids
decreased in all groups from Screening to Week 13, and there were no statistically wcant
differences between groups (median percentage change of -53.5% with leuprorelin, and -3@ and -

42.1% with ulipristal acetate 5 and 10 mg respectively).

When analysing the pre-operative population (n= 142 subjects), the total volume of %ree largest

fibroids decreased by a similar amount across all groups from Screening to W& 3. The non-

inferiority to leuprorelin was observed for the 5 mg group (median percentage ¢ of -46.6% with

leuprorelin, and -25.6% and -31.0% with ulipristal acetate 5 and 10 mg res vely, 2.5% LCL (lower

confidence limit) for the comparison between leuprorelin and ulipristal aceta%)( 0.003% and 0.025%
o

for 5 mg and 10 mg respectively. These results are illustrated in the Figur@ W.

Figure 5. Median Change from Baseline for Total Volume of 3 bi@t Myomas, PGLO7-022

PGLOT-022, Median Change from Baseline for Total Volurne {
aof 3 biggest Myomas, all subjects (m=276) compared to
subjects proceeding to surgery (n=1471, [PF]

S
&

-20)

-3

A4

Improvement of Quw Life

The UFS-QoL wa in all countries except Poland. Baseline mean (median) scores for the Symptom
severity Score’w the Health Related Quality of Life Score (HRQL Total Score) were comparable
between treatment groups and between the overall study population and the pre-operative study

populati@ﬂ three treatment groups showed a marked mean (median) improvement compared to

baseline e UFS-QoL symptom severity score (decrease) and the HRQL total score (increase) which
were ile with mean scores published for the UFS-QolL for patients with confirmed myoma (Baseline)
n healthy subjects (Week 13). For the symptom severity score, the median decrease ranged

fr -28.2 to -34.4 and for the HRQL total score the increase ranged from 20.7 to 26.7 between the
three treatment groups. Comparing the overall population of Study PGLO7-022 with the pre-operative
population, no significant difference was observed. For the symptom severity score, the median
decrease was very comparable to the overall population with a range from -28.1 to -34.4 between the
three treatment groups. For the HRQL total score the increase ranged from 11.2 to 29.7 between the
three treatment groups. This is illustrated in the Figures below.
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Figure 6. Median Change from Baseline in Symptom Severity, PGLO7-022

PGLOT-022, Median Change frorm Baseline in Symplom Severity,
all subjects (n=185 ) compared to subjects
proceeding to surgery [n=108), [ITT}
1]

5
A0 -
A% o
20 4
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=30 1
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Figure 7. Median Change from Baseline in HRQL T@Qcore, PGLO7-022

A0 -

PGELOT-022, Median Change frorm Baseline in HROL Total Score,

all subjects [n=163) compared to subjects
proceeding to surgery [n=108), [ITT}

35 Q
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H | Smg
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Improve e\ Anaemia
Subjec e not required to have anaemia. However the mean (median) Hb values were similar for

ble to the pre-operative population (Range from 11.9 to 12.2 g/dl (12.1 to 12.4 g/dl)). In all

all sth reatment groups at baseline (Range from 12.1 to 12.4 g/dl (12.5 to 12.6 g/dl). This was
th treatment groups Hb values increased over time without any important difference between the

two study populations.
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Ancillary analyses

Blood Transfusions

In the PP population, only 3 subjects had blood transfusions, and all occurred after the Week 13 visit
due to surgery; 1 subject (PGL4001 5 mg group) received 450 mL of red blood cells, 1 subje NnRH-
agonist group) received 577 mL of concentrate and 1 subject (GnRHagonist group) receive L of
concentrate.

.

In the ITT population, a total of 5 subjects received transfusions. In addition to aor the PP
population, 1 subject (PGL4001 5 mg group) received 547 mL concentrate after t eek 5 visit, and
1 subject (PGL4001 10 mg group) received 2 x 600 mL concentrate after the bas visit due to SAE

of worsening of uterine bleeding. Q

Proportion of subjects for whom surgery is cancelled because of improwemént of symptoms, and
proportion of subjects switched to less invasive surgery. &

The distribution of planned surgeries was similar between the three @Iment groups. Surgery was
cancelled for about every second woman. Of those who underweﬁsurgery, around 60% had a less
invasive surgery than had been initially planned in all three trea@n groups. After completion of Part
B of the study, i.e. up to 6 months following the end of tre , the cancellations of surgery were
similar between all three treatment groups, i.e. 47%. é@

g

tment Group
PGL40b PGL4001 GnRH-agonist

Table 21. Analysis of Surgery to week 17 (PP Pon)

Smg 10mg (N=93)
(N (N=95)
Missing 0 M 0 0
Non-Missing ungo.o%) 95 (100.0%) | 93 (100.0%)
P
Surgery Cancelled (1) N 52 f55.9%) 46 ( 48.4%) 50 (53.8%)
Difference \}2 2% -5.3%
(PGLA001 - GnRH-agonist)~ 2.5% LCL (3 | ~-13.9% ~-21.1%
2.5% UCL (3) " [180% 10.8%
Planned and Completed not 'O&{W 92 (98.9%) | 93(97.9%) | 93(100.0%)
Less Invasive Surgery (2) Q - 57(62.0%) | 56(60.2%) | 55(59.1%)
Difterence 5 - 2.8% 1.1%
(PGL4001 - GnRH-ag6Ris)* 2.5% LCL (3) | ~-13.0% ~-14.7%
2.5% UCL (3) 18.4% 16.8%

(1) Denominatog f ercentage is number of subjects with non-missing surgery information.

(2) Denominato, \ rcentage is number of subjects with planned and completed surgery information non-missing
and not 'OtgerQ

(3) LCL = nfidence limit, UCL = Upper confidence limit; calculated using the Newcombe-Wilson score

method ( rrected); Bonferroni adjusted for multiplicity (two comparisons).

Th % no relevant difference in the distribution of planned surgeries between the three treatment
S.

Fibroid size in patients who had not gone hysterectomy of myomectomy
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An analysis was carried out on the subgroups of subjects who had not undergone hysterectomy or
myomectomy during Week 13, to assess the change in fibroid size after the end of treatment, and at
Weeks 17, 26 and 38 (using available data from Part B of the study).

A total of 135 subjects were included in the PP population for this analysis: 45 in the ulipristal acetate
5 mg/day group 46 in the ulipristal acetate 10 mg/day group and 44 in the leuprorelin group.

In the leuprorelin group, after Week 13 the mean total volume of the three largest fibroids” ificreased
rapidly. By Week 38 there was very little percentage change from Screening in togal me of the
three largest fibroids (-3.1%).

With both doses of ulipristal acetate the increases in fibroid size after the end of t @ ent were small,
and the reduction in total volume of the three largest fibroids seen on-treathwvas well maintained
up to 6 months after the end of treatment. With ulipristal acetate 5 mg/daﬁg mean % decrease in
total volume of the three largest fibroids was very similar at Weeks 13 a (-37.3% and -38.8%
respectively). The higher dose of ulipristal acetate showed a greater se in fibroid volume on-
treatment (Week 13: -54.2%), but by Week 38 the % change from Sc@ng with ulipristal acetate 10
mg/day (-30.0%) was similar to that of ulipristal acetate 5 mg/day{

Return of menstruation @

In the placebo 82% had return to menstruation at week 1% corresponding figures for ulipristal
acetate 5 mg and 10 mg was 72% and 66%o, respectively ulipristal groups the median time for
menstruation return was about one week later than wit gacebo, and within on month after end of
treatment. In the GnRH-agonist group 29% had ret enstruation at week 17. The corresponding
figures for ulipristal acetate 5 mg and 10 mg was 64%%and 65% respectively. In ulipristal acetate as
well as GnRH-agonist the mean and median time enstruation return was about three weeks.

<

Summary of main studies &

The following tables summarise th@cacy results from the main studies supporting the present
application. These summaries sh read in conjunction with the discussion on clinical efficacy as

well as the benefit risk assessm e later sections).

Table 22: Summary of EQ&y for trial PGLO7-021

Results and Analvg's

Analysis descri @ Primary Analysis

Analysis popu Q‘ Intent to treat population at Week 13

and time poj

descriptien

Descrip Natistics Treatment group PGL4001 5mg PGL4001 10mg Placebo

and est

vari it Number of 96 98 48
subject
PBAC Score <75 91.5% 92.5% 18.8%
Va”.ab.'“ty n/a n/a n/a
statistic
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Percentage
change in Total
myoma volume:
Median

-21.2

-12.3

3.00

Variability
statistic (min,
max)

-100.0, 223.4 -10

0.0, 146.6

-100.0,134.8

Effect estimate per
comparison

Analysis of PBAC

Comparison groups

o

% Difference

72.7%

PGL4001 5mg V«Q o

95% CI

(55.1%, %‘&)

P-value

Analysis of PBAC

Comparison groups

<O0. 0019
PGW 0mg vs. Placebo

% Difference

=P

95% CI

@2%, 84.0%)

P-value

Total Myoma

Comparison groups

{

@'0.001

Placebo vs. PGL4001 5mg

P—vm

volume

Median difference @‘ -22.6

95% CI (-36.1, -8.20)

P-value 0.002
Total Myoma Comparisongro p Placebo vs. PGL4001 10mg
volume e\

Medial nce -18.2

95% ClI (-33.0, -5.2)

0.006

Notes

Q\I

Analysis description

Total Myoma \Qumev

Hodges-Lehm
with the co

multiplici

n point estimator used for the difference between groups,
ding Moses confidence interval (Bonferroni adjusted for
comparisons))

Table 23: Summary of

Effic
r 4

trial PGLO7-022

Results and Analysis

D

Q

Analysis descriptiomy]

N

Prirvnary Analysis

Analysis populatior(

and time point Q

description ¢

Per protocol population at Week 13

Descrlptlve ics Treatment group PGL4001 5mg PGL4001 10mg GnRH-agonist
and estlrﬂ Leuprorelin
variabili Number of 102 103 102
b subject
PBAC Score <75 90.3% 97.9% 89.1%
Variabilit
statistic>y n/a n/a n/a
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% change from 27.4 -36.7 -42.0
screening to week
13 in the three
largest myomas
by ultrasound
Mean myoma
volume b
Standard 51.2 43.1 @(
Deviation o‘
% change from N7
screening to week -35.5 -42.1 { -53.5
13 in the three <>
largest myomas
by ultrasound Q
Median myoma &
volume Q
(min, max) -98.0, 230.8 -95. 0.0 | -91.0.0,527.7
Effect estimate per Analysis of PBAC Comparison groups { PGL4001 5mg vs. GnRH-
comparison agonist
)
% Difference 1.2%
2% Lower CgMfidente -9.3%
Limit P
P—vaILKQ n/a
Analysis of PBAC Compar&n groups PGL4001 10mg vs. GnRH-
P agonist
O‘O\Wrence 8.8%
9% Yower Confidence 0.4%
Limit
,&f—value n/a
Total Myom V Comparison groups PGL4001 5mg vs.
volume of the Leuprorelin
three lar
fibroids sed
by ulifa@sound
\/ Log 10 change from 0.09
( screening
0 Mean difference
\ X 2.5% LCL -0.003
N 2.5% UCL 0.181
Total Myoma Comparison groups PGL4001 10mg vs.
. Q volume of the Leuprorelin
\ three largest
. (J fibroids assessed
2 \ by ultrasound
Log 10 change from 0.05
@ screening
Median difference
2.5% LCL -0.043
2.5% UCL 0.140

Notes

Analysis description
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All statistical analyses performed for efficacy endpoints (non-inferiority)
were based on the use of one-sided confidence intervals using a 2.5% level
of statistical significance. The Per-protocol population was the population of
primary interest for the efficacy analyses.

Analysis performed across trials (pooled analyses and meta-analysi
No analyses performed across trials were submitted. . %
Clinical studies in special populations {

No clinical studies in special populations were submitted. Q

Supportive study(ies) 0
No supportive studies were submitted. @
2.5.3. Discussion on clinical efficacy é
Design and conduct of clinical studies Q

The primary goal of the ulipristal treatment in the pi Qtudies was to reduce heavy menstrual
bleeding and anaemia, decrease myoma related ms prior to surgery.. The inclusion and
exclusion criteria for the pivotal studies are conside&cceptable. The primary and secondary as well
as exploratory objectives in study PGL0O7-021 @PGLO?—OZZ are considered adequate. The study
populations were considered acceptable.

of fibroid and uterus volumes.

Patients could discriminate between rr%:aghia and normal menstrual blood loss using PBAC.
Ultrasound or MRI was used for measurtej

Efficacy data and additio lyses

For treatment of fibroid relate ing and anaemia, ulipristal acetate was superior compared to
placebo after 3 months of tr, nt (PGLO7-021) and non-inferior to a GnRH-agonist (PGL07-022).
Sensitivity analyses have &performed supporting a statistically significant difference in favour of
ulipristal acetate vs %Qegarding both co-primary endpoints PBAC score and percent change in

total myoma volume dy.

There was a si?ntly greater decrease in discomfort in the ulipristal acetate treatment groups
L 4
0. However, all three treatment groups showed an improvement for the ITT

between istal acetate 5 mg and placebo.

compared to N
populati(jrﬁ@regard to pain, a greater reduction but no statistically significant difference was seen

ds to fibroid volume reduction, a statistically significant higher efficacy compared to placebo

nd. In comparison to GnRH-agonist treatment, ulipristal acetate, although not statistically

signfficant, showed statistically non-inferior efficacy on fibroid volume.

A responder analysis regarding the reduction of the three largest myomas and reduction of uterine
volume for Study PGL0O7-022 was submitted. In the analysis, ulipristal acetate 5 mg was inferior to

leuprorelin with regards to the proportion of subjects with a 225% decrease in total volume of the
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three largest myomas (at week 13: 76% for ulipristal acetate 5 mg, 87% for ulipristal acetate 10 mg

and 86% for leuprorelin).

Regarding uterine volume reduction, both the ulipristal doses were inferior compared to leuprorelin (at
week 13: 57% for ulipristal acetate 5 mg, 50% for ulipristal acetate 10 mg and 91% for Ieupr@).

The difference in pharmacological effect of ulipristal acetate and leuprorelin, regarding redy€tiorf of the

myoma and uterine volume may be of importance for choice of preoperative treatmepgt. ever, a
.

positive effect on surgical performance has still to be proven as it was not de ted in the

submitted studies (studies not powered to that effect). O

Another aspect is whether the treatment could be used in order to postporieforseven avoid surgery.
Such an effect would be beneficial for perimenopausal women suffering fw avy uterine bleeding
and other fibroid related symptoms. Not all women were obliged to havezsutigery in the pivotal phase
Il trials and it is therefore not unexpected that the cancellation r@or surgery was high in all

treatment groups.

In clinical practice, the interaction between the treating physicia@d the patient has major impact on
whether the patient decides to have surgery. Data indi or Study PGLO7-021 that the site
(investigator and his/her team) appears an important@r in determining whether the patient
eventually progresses with the previously discussed su@y as in some centers practically all patients

underwent surgery and in other almost none.

The applicant has submitted data for the @al trials corresponding to 1-6 months after
discontinuation of treatments, which includes, al® surgeries up to 6 months post-treatment. In the
active-comparator study versus GnRH-a ist, the proportion of patients not proceeding to surgery

was the same for all treatment groups, ife. 47%.

follow-up initially raised concern,

For the placebo-controlled study; t@ta from the double-blind 3 month treatment and 1 month
@he highest cancellation of surgery was present in the placebo

account for the placebo-co

group (73%). It is reassurin when the data from the discontinuation phase are also taken into
%ed study, the cancellation of surgery for the placebo group and the 5

mg ulipristal acetate grou ery similar, i.e. 58% and 56%, respectively.

Further, in the 10 @ristal acetate group the proportion of women not proceeding to surgery was
slightly lower (46 ough comparable with all treatment groups in the active comparator controlled

trial (47%). ’\

Sub-ana §\ wed that the women who had surgery and those who did not have surgery were

compara @

tende@be greater in women who progressed to surgery, but the myoma volume was very wide in all

t baseline for severity of menstrual bleeding and pain. Only the total myoma volume

e nt groups, and could not be retrospectively used for prediction if a woman would have surgery

or t.

The effects of a 3-month course of ulipristal acetate will not only last the 3 months of treatment, but
also continue to have benefits for the patients after stopping with Esmya. The reduction in bleeding or

amenorrhoea achieved during treatment is sustained to up to 1 month after discontinuation. In the

Esmya
CHMP assessment report

Page 71/106
Rev06.11



subgroup of patients where surgery was cancelled, the decrease in fibroid size seems better

maintained with ulipristal acetate than after GnRH-agonist treatment in the comparator-controlled trial.

To gather additional information on the impact of ulipristal acetate treatment on surgery, the applicant
will follow-up subjects with uterine fibroids in the practice of targeted prescribers, as part 8f a non-
interventional study (PGL10-014) and as part of a prescription patters/drug utilization stud @ L11-
020) (included in the RMP). %

X2

2.5.4. Conclusions on the clinical efficacy {

The clinical efficacy of Esmya in the current indication has been adequate Qtified. To gather
additional information on the impact of ulipristal acetate treatment on rgery, the applicant will
follow-up subjects with uterine fibroids in the practice of targeted pre %!r
interventional study (PGL10-014) and as part of a prescription patterﬁﬁ

P.

s, as part of a non-
utilization study (PGL11-

020). These post-authorisation measures are adequately covered in the

2.6. Clinical safety

Clinical safety data has been submitted for 4 randomized, %blind, repeated-dose studies carried
out in the target population, and from 17 studies i althy female subjects/subjects requiring
emergency contraception (2 repeated-dose and 15 s& se studies).

Patient exposure O

Of the 5323 subjects who have been exposed to*ulipristal acetate during its clinical development, a
total of 498 subjects received repeated deses of ulipristal acetate. Four hundred eighty six subjects

received repeated doses of 5 mg/day orghigh€r (419 were exposed for 212 weeks). In addition, 4825
subjects have received a single dose ipristal acetate, of whom 4819 received 5 mg/day or higher.
The safety database includes 43 with symptomatic uterine fibroids from Studies PGL-0287,
PGL-N-0090, PGLO7-021 and PGL 2.

In addition, Phase Ill ongoin @y PGL09-026 interim safety analysis provides data on 124 patients
treated for symptomatic utesine fibroids of which 110 were treated for at least 12 weeks with ulipristal
acetate 10 mg is available ff date 15 March 2011).

In total, 529 subjects or Qnts were exposed to 3 months treatment ulipristal acetate to the target

dose of 5 mg or abov\
Adverse ev\d@

Based on pxd data from two phase 11l studies in patients with uterine fibroids treated for 3 months,
the follo verse reactions have been reported (see table below).

T @Tabulated list of adverse reactions
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MedDRA Adverse reactions
System Organ Very common Common Uncommon
Class
Psychiatric disorders Emotional disorder Anxiety b
Nervous system Headache Dizziness @
disorders
Ear and labyrinth .
disorders Y Vertigo t\ 9
Respiratory, thoracic k‘
and mediastinal Epistaxis
disorders ‘O
Gastrointestinal Dyspepsia
disorders Abdominal pain Dry mout&
Nausea Flatulenc
Constip&e'ot
Skin and
subcutaneous tissue Acne . . Skin@n
- Hyperhidrosis
disorders
Musculoskeletal and {
connective tissue Musculoskeletal pain k pain
disorders
Renal and urinary rinary incontinence
disorders (\ 1
Reproductive system | Amenorrhea Uterine hae ge | Metrorrhagia
and breast disorders | Endometrial Ovarian t Ovarian cyst ruptured
thickening Breast c\ Genital discharge
Hot flush tender /pain-Pelvi | Breast swelling
c pain 6 Breast discomfort
General disorders
and administration edema .
site conditions gue Asthenia
o
Investigations
° bO Blood cholesterol BIOOd triglycerides
increased |ncreasgd
n Weight increased

Study PGLO7-021 Q

The safety objective tudy PGLO7-021 were to assess overall safety of ulipristal acetate (PGL4001)
in subjects with uter myomas. A general summary of the adverse events recorded in Part A of the
study, in the

O

Table 2®geral Summary of Adverse Events Part A (Safety Population)

<

pulation, is provided in the table below.
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Treatment Grou

Placebo PGL4001 PGL4001 10
Smg mg
(N=48) (N=95) (N=98)
n | N | (%) n N | (%) n N | (%)

At Least One Adverse Event | 53 | 24 | 50.0 | 102 | 48 | 50.5 | 121 | 52 | 53.1
At Least One TEAE 47 122 | 458 | 90 | 47 | 49.5 | 113 | 52 | 53.1
At Least One Severe TEAE 3 3 6.3 4 3 32 1 1 1.0
At Least One Study 8 8.3 30 | 18| 189 | 34 |22 |224
Medication Related TEAE
At Least One Serious TEAE 2 2 4.2 2 2 2.1 1 1 1.0
At Least One Serious Study 010 0 0 0
Medication Related TEAE
TEAE With Action Taken 1 1 2.1 1 1 1.1 1 1 1.0
Study Drug Discontinued
TEAE Leading to Study 0] 0 0 0 0 0
Withdrawal

n = No. of Events, N = No. of Subjects with Event, % = 100*(No. of Subjects with Event/N

TEAE: Treatment emergent adverse events (Part A) are defined as events whose start dat
drug and on or before the last assessment date of visit 6 (Week 17).

The frequency of AEs was similar across the treatment grou
least one study medication related treatment emergent ad
in the ulipristal acetate groups compared to 8.3% in the ebo group in Study PGLO7-021.

>
<
&

S

>

f Shbjects).

@or after the first dose of study

e proportion of subjects reporting at
ents (TEAEs) was about 22.4-18.9%

Table 26. Summary of Treatment Emergent&erse Events Occurring in 23% of the

A (Safety Population) in Study PGL0O7-021

System Organ Class and Preferred Term Part

Subjects in any Treatment Group Presentej@
Svstem Organ Class/

gl Treatment Group
Preferred Term acebo PGL4001 5 mg PGL4001 10 mg
s (N=48 (N=935) (N=98)
N %o n N Yo n N %%
At least one TEAE 7 22 458 90 47 495 113 52 531
Reproductive system and breast dis 10 6 125 18 14 14.7 le 14 143
Breast pain / tenderness / {1iscomf% 0 0 0.0 2 2 21 6 6 6.1
Dvsmenorrhea 3 2 4.2 0 0 0.0 0 0 0.0
Gastrointestinal disorders < s 7 3 6.3 16 9 9.5 13 10 10.2
Abdommal pamn { 2 2 42 3 2 21 3 3 il
Constipation N 1 1 21 6 + 4.2 0 0 0.0
Nervous system disorders Y 4 3 6.3 7 4 4.2 22 11 11.2
Headache 2 2 42 6 4 42 19 10 102
Dizziness \ 0 0 0.0 1 1 1.1 3 3 31
Infections and infesfa) 4 3 6.3 8 8 8.4 15 12 12.2
Influenza 1 1 21 1 1 11 3 3 31
Nasopharengity 0 0 0.0 3 3 32 0 0 0.0
Endocrine dj N‘s 2 1 21 8 5 53 8 8 §.2
H}'pmh}@m 0 0 0.0 2 2 2.1 4 4 4.1
Metaho d nutrition disorders 3 2 4.2 10 7 7.4 4 4 4.1
Hyflerchelesterolemia 1 1 2.1 4 3 32 2 2 2.0
orders and administration site 3 2 4.2 5 5 5.3 4 4 4.1
5
yrexia 2 2 4.2 3 3 3.2 2 2 2.0

n=

. of Events, N = No. of subjects with Event, % = 100*(No. of Subjects with Event/No. of Subjects)

TEAE: Treatment emergent adverse events (Part A) are defined as events whose start date is on or after the first dose of study
drug and on or before the last assessment date of visit 6 (week 17) (all causality, i.e. assessed as related and not related by

investigators).
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Headache was reported by 4.2% of subjects in the placebo group, 4.2% of subjects in the PGL4001 5
mg group and 10.2% of subjects in the PGL4001 10 mg group. None of the events of headache were
reported as severe. Three 3 cases of weight increase or obesity were reported among the 193
ulipristal acetate (PGL4001) treated subjects. A comparison of on-treatment AEs with those observed
up to Week 17 revealed a similar distribution of AEs. b

<

In this study, the majority of TEAEs were assessed as mild or moderate for all tregt groups. A
total of 8 TEAEs were assessed as severe; no pattern in occurrence could be iden@i No subjects

withdrew from the study due to TEAEs. There were no deaths during the study. O

Three subjects in Study PGL0O7-021 had cardiac disorders reported as T% during the study; all of
them were reported as being of mild severity. No action was taken antybt eatment was given and all
three events resolved spontaneously.

One subject, in the PGL4001 5 mg group, had a single episode
last day of study medication; at this time point her pulse f as 60 beats/min, a change from

inus bradycardia reported on her

baseline of -22 beats/min. The investigator considered this e be related to study medication.

One subject, in the PGL4001 10 mg group, had a single %de of sinus arrhythmia reported 4 days
after receiving her last dose of study medicatio @ investigator considered this event to be
unrelated to study medication. \

Another subject in the PGL4001 10 mg group, a recurrent episode of angina pectoris reported
whilst she was on the second month of treat@g Her ECG and physical examination were normal at
baseline; there was no history of cardiovascular*disease. The investigator considered this event to be
unrelated to study medication. &

Endometrium Thickness (assessed.b and week 13 of all subjects)

The distribution of endometri ckness at the screening visit was comparable between each
treatment group, with a medi 7.0 mm for all groups, and an overall range between 2.0 mm and
19.4 mm. At Week 13 the Qn endometrium thickness was 8.10 mm, 6.30 mm and 7.05 mm in the

placebo, 5 mg and 10 mg istal acetate groups, respectively

Table X: Analysis oNometrium thickness at screening and week 13 (safety population)

N Placebo Ulipristal acetate
@T ek (N=48) :
End al Thickness (mm) 5 mg/day 10 mg/day
["Q\. N =95) (N =98)
N\ <4 mm, n (%) 5(10.4) 19 (20.0) 12 (12.2)
S g > 16 mm, n (%) 0 1(L.1) 2(2.0)
Ve Mean (SD) 8.25 (3.51) 6.77 (3.05) 7.89 (3.33)
\<J <4 mm, n (%) 5(10.4) 14 (14.7) 16 (16.3)
> 16 mm, 1 (%) 1(2.1) 10 (10.5) 7(7.1)
Week 13° LS Mean (SE) 8.22 (0.80) 8.66 (0.61) 8.46 (0.61)
Difference - 0.45 0.24
95% CI 1.68,2.58 -1.89, 2.38

In Study PGLO7-021, the MRI measurement at week 13 revealed more subjects in the ulipristal acetate
groups with endometrium thickness >16 mm at week 13 (end of treatment).
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Endometrium Thickness Assessed by MRI at screening and up to week 38 follow up (subjects without
hysterectomy or endometrial ablation)

The distribution of endometrium thickness at screening, end of treatment at week 13, and the week 26
and 38 follow up visits are given in the table below for patients who did not have hysterectomy or
endometrial ablation. B

Table 27. Summary of Endometrium Thickness (subjects without hysterectomy 696

endometrial ablation) M
Treatment Group
Value (mm) Placebo PCL400L PCL400] Taotal
(N=45) fmg 1lmg (N=2
(N=9%) N=08)
Completed Part A | Yes 45 89 0 24N
Hyvsterectomy or Yes 15 4 33 7
Myomectomy Q
Performed No 30 &0 57 147
Sereening N 30 39 53 144
Mean 74 6.9 ?.9{ 7.5
sD 3.2 34 S 3.3
Median 8.0 6.3 N y 6.7
Mm, Max 3,16 3,19 3 3, 19
<=4 mm 4(13.3%) 13 {21.7%) P A 24 (16.3%)
=4 to ==16 mm 26 ( 86.7%) 45 { 75.0%:) Q(ﬂ!%} 119 { 81.0%)
~16 mm 0 1(1.7% D 1(0.7%)
Missing 0 1 loJ% 2( 3.5%) 3(2.0%)
Week 12 N 30 58 55 143
Mean 87 84 8.2 84
sSD 35 [ @& 5.0 5.0
Median 8.5 P 7.0 7.1
Min, Max 2,17 N S 2,25 2,28
<=4 mm 3 ({10.0%) ™ (18.3%) 11(19.3%) 25 (17.0%)
=4 to =16 mm 26 (86, | 41 ( 68.3%) 40 ( 70.2%) 107 { 72.8%)
-16 mm ITEEIN & 10.0%) 4 7.0%) 11 { 7.5%)
Miszing A\ 2(33%) 2(3.5%) 4{2.7%)
Week 16 N . ol 56 55 139
Mean X§ 7.1 7.1 7.2
sD 3 4.0 5.0 4.2
Median LIN T 68 6.1 5.2 6.3
Mimn, Max '\-J 3,15 3.20 2,33 2,133
c=lmm N 3 (10.0%) 13 (21.7%0) 13 (22 8%) 28 (19.7%)
=d to == | 25 (83.3%) 40 { 66.7%) 39 ( 68.4%) 104 { 70.7%)
=16 mm 0 3(5.0%) 3(5.3%) 6(4.1%)
Mdhing 2(6.7%) 4(6.7%) 2 3.5%) 3 (54%)
Week 38 N 28 49 53 130
78 6.8 7.2 7.2
42 3.8 32 3.7
6.5 5.9 6.3 6.1
P 3,20 2,22 3,17 2,23
o O ) ==tmm 6 ( 20.0%) 10 ( 16.7%:) 50 8.8%) 21 14.3%)
N [ F4w-=lémm 21 { 70.0%) 376l 7T%) 47 ( 82.5%) 105 { 71.4%)
bv =16 mm 1{3.3%) 2(3.3%) 10 1.8%) 4 (2. 7%%)
o~ Missing 2 (6.7%) 11 { 18.3%) 4 7.0%) 17 11.6%)

nly includes subjects who completed Part A and where no hysterectomy or myvomectony was

- pror to Visit 8 (Week 38).

s Table 14.3.534.1

At Week 38, the median endometrium thicknesses for all groups were slightly lower than at screening:
6.8 mm, 5.9 mm and 6.3 mm for the Placebo, PGL4001 5 mg and 10 mg groups, respectively. The
proportion of subjects with endometrium thickness > 16 mm was similar across treatment groups, 1
(3.3%) subject, 2 (3.3%) subjects and 1 (1.8%) subject from the three groups, respectively.
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Endometrium Biopsy (Diagnosis) from screening up to Week 13 for all subjects, using pre-defined

histological classification.

Endometrium samples were collected and assessed by three independent pathologists who were
blinded to treatment allocation, visit sequence in the study and to each other's assessment. A

summary of endometrium biopsy consensus between the three pathologists at screening and
is presented in the table below for all subjects. The results of the histological examin
endometrium showed no hyperplasia or cancer at Week 13. One hyperplastic polyp was

the 10 mg ulipristal acetate group at Week 13.

k 13
f the
osed in

.
Table 28. Summary of Endometrium Biopsy Consensus at screening and wee h Study
PGLO7-021 Safety Population)

ed specimen adequate,

. ) . L , Treatment Group
Visit Category Major Class / subclass Flacebo PGLA001 FPGLA00L
Smg 10mg
(N=48) (N=95) (N=98) |,
Screening | Specimen No 0 0 0 q
adequate
68} Yes 48 (100.0%) | 88(92.6%) | 95 (96.9@:’
Primary Benign: b
diagnosis
(2) Benign endometrium 48 (100.0%) | 87 (91.6%) 95&_9%)
Hyperplasia: 0 1(1.1%) n p‘
Simple, non-atypical 0 0 \" ]
Complex, non-arypical 0 0 0
Simple, atypical 0 0_ 0
Complex, anypical 0 1 {I@ v 0
Malignant neoplasm: 0 0 0
Endometrial 0 - 0
adenocarcinoma ‘\
Other malignant 0 N0 0
neoplasm
Observation Polyps: b
)
Absent 43 % %) | 88(92.6%) 95 (96.9%)
Present: benign 0 0
Present: hyperplasic & 0 0 0
Present: carcinomatouss®| 0 0 0
Week 13 Specimen No \ JZ (4.2%%) 5(5.3%) 3(3.1%)
adequate
(1) Yes 39 (81.3%) 78 (82.1%) 78 (79.6%)
Primary Benign:
diagnosis
(2) Benign eMemum 39 (81 3%) 78 (82.1%) 78 (79.6%)
Hyperplagiah, J 0 0 0
Simpynon-atypical 0 0 0
G xWon-atypical 0 0 0
anpical 0 0 0
Complgy, atypical 0 0 0
alignant neoplasm: 0 0 0
“Endometrial 0 0 0
adenocarcinoma
Other malignant 0 0 0
neoplasm
Palyps:
Absent 39 (81.3%) 77 (81.1%) 77 (78.6%)
Present: benign 0 1(1.1%) 0
Present: hyperplasic 0 0 1(1.0%)
n Present: carcinomatous 0 0 0
&/

O

)

otherwise the most severe is used.

Denominator of percentage is the number of subjects in the treatment group.

Otherwise. (2) Of those who deem specimen adequate, at least two assessors have the same opinion;

Endometrium Biopsy (Diagnosis) from screening up to week 38 follow up visit (subjects without

hysterectomy or endometrial ablation), using pre-defined histological classification.
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The results presented below for all time points are only for those subjects who did not undergo
hysterectomy or endometrial ablation. All subjects were diagnosed with benign endometrium at all
time points, except one subject in the 5 mg ulipristal acetate group who was diagnosed with complex,
atypical hyperplasia at screening, and one subject in the placebo group who was diagnosed with
complex, atypical hyperplasia at Week 38. Polyps were not diagnosed in any subjects at screening, in
one subject at Week 13 (PGL4001 5 mg group) and in another subject at Week 38 (PGL4 5 mg
group). There was no diagnosis of malignant neoplasms at any time point. @

Table 29. Summary of Endometrium Biopsy Consensus at screening, week 13'\@eek 38
follow up visit

Treatment Gron [
Visit Category Major Class Flacebo PCL400] PGLA00] g
Subclass (W=48) Smg 10mg v=I41)
N=05) (N=08)
Hysterectomy ar Tes 10 13 20
Endometrimm
Ablation Performed Ha 3% L TE i 3
Screening | Specimen Mo 0 [ [0 W Jo
Adequate (1) Tes IB(1000%) | T2(93.5%) | T4 97.4%) 186 (96.4%)
Primary Benizn Endometrium IB(100.0%) | TI(922%) | J 7.4%) 185 (959%)
Diagnoszis (2) »
Hyperplasia: o 1{13%) 1{0.5%)
Compilex, Anpical a 1{13% 1{0.5%)
Observation Paolyps:
)] Abzent 3B (100.0%) | T2 (@83.5% 76 (97.4%) 186 [ 26.4%)
Prazent: Benign a 0 0
Week13 | Specimen [ Mo [ 1¢2.8%) @?ij [0 [ 6(3.1%)
-
Rer wwy ye sap
Adequate (1) Tes 31(81 m 62 ( 80.5%) | 63 { 80.8%) 156 ( B0.B%:)
Primary Benizn Endometrium 31(81 W 62 { 80.3%) | 63 { 80.8%) 156 ( B0.8%)

Disgnosis (2) 0
Hyperplasia o M 0 { 1]

v

Observation Polyps:
(2 Absemt w Bl6%) | 61 (79.2%) | 463 (80.8%) 155 (B03%)
Prozent: Banien [ [ [ 1({13%) 0 1 {0.5%)
o
Week 38 Specimen HNo 1(2.6%) ERERN 2 (2.6%) 6(3.1%)
Adequate (1) Yes 30(78.9%) | 60 (77.0%) [ §1(7E.2%)
Primiary Banizm Endo 20 (7638 | 60 (77.0%) | &1 (78.2%)
Dizgnosis (2)
1(2.6%) 0 0
1(2.6%) 0 0
Observation
(2 I0(TEO%) | 59(766%) | 61 (7B2%) 150 (77.7%)

tant: Banign 0 1{13%) 0 1(0.5%)
5 where no hysterectomy or endometrium ablation was performed prior

Denopmnator of ge 15 the number of subjects where no hysteractomy or endometrium ablation

Note: Summaries only 1o subj
to Visit 8 (Week %ﬂ

was performed”
Table shapars sensus results from the three mndependent pathologists. (1) Yes = At least one assessor
deemed spety adequate, No = Otherwise. (2) Of those who deem specimen adequate, at least two

as5e350 haye the same opimion; otherwize the most severs 13 used.

Endomel@ Biopsy Non-Physiological Descriptions (PAEC)

<

afety population at Week 13, the numbers of subjects with endometrium biopsies for which all
three pathologists reported “non-physiological” changes in the endometrium was no case (0.0%) in the
placebo group, and 32 (41.6%) cases and 29 (37.2%) cases in the PGL4001 5 mg and 10 mg groups,
respectively. The transformation was associated with a significant reduction in proliferative
endometrium.
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The subjects treated with ulipristal acetate had findings of non-physiological endometrium with a
similar incidence between the two treatment groups at week 13. Above all were epithelial changes
present in the ulipristal groups.

Of the 193 subjects who did not have hysterectomy or endometrial ablation, a large proportion gave
adequate specimens at screening 186 (96%) subjects, at Week 13, 162 (84%) subjects andyat Week

38, 149 (80%) subjects. The non-physiological changes seen on treatment were generally r ible.
At Week 38 only 1 (1.3%) subject from the 5 mg ulipristal acetate group and 3 (3.8%) sulbj from
the 10 mg ulipristal acetate group had the diagnosis of non-physiological changes by all thologists.
When reviewing concurrent assessment of 2 or 3 pathologists, non-physiological ges were
observed for 1 (2.6%) subject, 6 (7.8%) subjects and 4 (5.1%) subjects from the P, , 5 mg and

Modulator associated endometrial changes (PAEC) at week 38 (6 months after e treatment) was

similar to that observed at screening. Q

There was a wide variation in the histopathologic evaluation of the endomgt specimens.

T

10 mg ulipristal acetate groups, respectively. The incidence of non-physiological Pro? terone Receptor
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Table 30. Summary of Endometrium Biopsy Non-Physiological Descriptions (PAEC) from
screening up to Week 38 follow up visit.

2
&

Treatment rou
Visit Diescription Number of Placebo PGL4001 PCLADO] Total
Pathologists (N=48) Smg 10mg N=141)
who (N=05) (N=0E)
observed
Description
Hysterectomy or Endometrinm Yes 10 18 20 48
Ablation Performed
No 38 77 78 193 .
Screening Non- Mone 31 ( 81.6%) 56 ( TI.T%) 58 (74.4%0) 145 (75.1%
physiclogical 1 7 (18.4%0) 11 ( 14.3%40) 17 ( 21.8%) A5 la.lirit'
2 0 5[ 6.5%) 1(1.3%) i 3. 1500,
3 0 ] 0 IJ‘ !
Epithelial changes None 32 [ 84.2%) 37 7405 39 ¢ 75.6%) 4 L e
prasent 1 & 15.8%) 11 ¢ 14.3%) 16 ( 20.5%) 2‘%‘-.5&;
F] [ 41 3.2%) 113% [T sl
] ] [ 0 NIy
Extensive cyst None 38 {100.0%) 71 ¢ 92 2% T (9T 4% {05 0%)
Jormation 1 [ I 1.3%) 1] Iy 3.5%)
2 1] i oY 0
3 ] 0 o0 @
Unusual vascular None 33 (86.5%) 38 (75 3% ﬁQSPcJ 154 ( 79.8%)
changes prazent 1 I 13. 2% 11 ¢ 14.3%) y_ <. i 201505
2 il 37 3.9%) 0 3 1.6%)
3 @ 0 1] 0
Week 12 Noo- Nome 20 ( 52.6%) 10 ( 13.0% { 12.8%) 40 ( 20.7T%0)
physiclogical 1 9 (23.7T%) 111 & [ 11.5%0) 20 15.0%40)
2 3 (7.904) 14 (18- 15 ( 19.2084) 32 ( 14.6%0)
3 1] 324 41%%0) 10 ( 37.204) 61 31.6%0)
Epithelial changes Nane 20 52.6%) gl Sl 10 {12.58%) 40 ¢ 20755
prasant 1 10 26.3%) I F.0%) 11 (14.1%) 33 ¢ I7.1%)
2 2(53% 2 } 14 (17.8%) 32 14.6%)
3 o ( \ 3 } 28 (35.9%) 37 (28 5%
Extenzive cyst None 31781 &\/ 7 24 {30.5%) 52 ¢ 42.5%)
Jormation 1 1 [ 248%) 14 ¢ 20.8%) 15 (19 2% 32 ( 16.6%4)
2 0N ENE 10 (12.58%) 17 (8.8%)
3 w 17 22.1%) 14 (17.8%) 3 18.1%)
Unusual vazcular None 7 L Bfg) 15 23.4%) 34 ¢ 20.0%g)
changes prasent 1 @_‘1.1 o) 22 28.6%) 33 (27 5%
2 NS 23 29.9%) 45 (2495
3 il 415.2%) 1{1.3%) J i 2.6%)
Week 38 Nom- Mo 16 ( 68.4%) 45 [ 58.4%) 47 (60.3%4) 118 [ 61.1%)
physiclogical 1 4 (10.5%0) 12 ( 15.6%0) 12 ( 15.4%4) 28 14.5%0)
8N 1{ 2.6%) 5 ( 6.5%) 1(1.3%) T( 3.6%)
»\N3) [ 1(1.30%%) 3(3304) 40 2.1%)
Epithelial changes * None 26 | 68.4%) 44 ( 59. 7% 48 (41 5% 120 { 62.2%)
presantdiy, N ] 4 10.5%) 12 15.6%) 11 {14.1%) 27 (14.0%)
<Q 2 1(26%) 41 5.2%) 2(26%) 7 3.6%)
3 [u] I 1.3%) 2{26%) 31 6%)
Exrm;N None 31 81.6%) Ja ¢ 72. 7% 39 ( 75.6%) 148 { 75.6%)
o i il & 7.8%) 2{26%) 8 4.0%)
2 il 0 1{1.3% 1 0.5%
3 il I(1.3%) 1{1.3%) 21 1.0%)
puRg! vascular None T (T1I%) J2 (67 5% J0 (a4 1% 129 66.8%)
%’ﬂ.‘.’pﬂ'\ﬁ:ﬂﬂf 1 & 10 5% & 10.4%) 13 {16.7%) 257 13.0%)
¢ 2 il 3739% 1] 37 1.6%)
N 3 1] [ 0 [
Hote: 5 185 only inchide subjects where no hysterectomy or endometrium ablation was performed prior

&

% (Week 38).

punator of percentage 15 the number of subjects where no hysterectomy or endometrium ablation
performed.

Presence of Ovarian Cyst with a Diameter >4 cm assessed by MRI at Week 13 Visit

The presence of ovarian cysts

>

4 cm was determined by MRI at screening and at treatment
completion (Week 13). In addition, transvaginal ultrasound of the ovaries was performed at screening
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for assessment of the inclusion criterion and at Week 17 if abnormalities had been detected at the
Week 13 MRI. Subjects with ovarian cysts = 4 cm at the screening ultrasound were to be excluded
from the study. Two subjects in the ulipristal 5 mg and 10 mg respectively had persistent cysts from
screening to week 13. Most of the subjects with temporary cysts (13 cases) were treated with
ulipristal. Only one case of ovarian cyst was reported at week 13 in placebo. b

<

Ultrasound of Ovary (Normal/Abnormal) at Screening and Week 17 Visits N %

Ultrasound of the ovaries was systematically performed at screening, in order to a@:‘ the inclusion
criterion, and at Week 17 if abnormalities were detected at Week 13 MRI. A n@e
observed at various stages of the study for all treatment groups. The bacque
and the persistence of some of these cysts for periods of a few weeks or elg li
sectional surveys of the incidence of cysts in women of reproductive an%ﬂ

of cysts were
ncidence of cysts
ine with other cross
0 are not taking oral
contraceptives. Two subjects in the ulipristal acetate5 mg and one i 10 mg respectively had
persistent cysts from screening to week 17. No subjects with cyst e observed in the placebo

' &

Return to Menstruation after end of Treatment, Week 38 %

Of subjects who did not undergo hysterectomy or endometfi ation, 98% of subjects In the
placebo group had return to menstruation at week 38. T rresponding figures for ulipristal acetate
5 mg and 10 mg were 99% % and 95% % respectivx jects who received ulipristal acetate

returned to menstruation after a mean duration of 2 days. The majority of subjects who
received placebo continued to menstruate throughout the study, so mean time to first menstruation
after the end of treatment was only 22 days.

<
X,

Study PGLO7-022
In Study PGL0O7-022, the primary sa%;ﬂjective was to demonstrate superior safety and tolerance of
ulipristal acetate (PGL4001) vers H-agonist regarding castration-related symptoms and their
consequences of which the princi arameters are serum estradiol levels and hot flushes. A general
summary of the adverse event @ orded in Part A of the study, for the safety population, is described

»

in the table below.

Table 31. General S mary of Adverse Events Part A (Safety Population)

Treatment Group
Q PGL4001 Smg PGL4001 GnRH-agonist
. (N=97) 10mg (N=101)
2\ (N=103)
o« \ n NJ]%w [n [NJ% [n [N]%
At Leasgjl?mferse Event 240 76 | 78.4 | 283 | 85 | 82.5 | 348 | 90 | 89.1
At LeasfOnwTEAE 216 75| 773|254 | 79| 76.7 | 323 | 85 | 84.2
At Lg@® Ofic Severe TEAE 11 8 8.2 5 5 4.9 26 16 | 15.8
ARLadspOne Study Medication 103 57 | 58.8 | 102 | 53 | 51.5 | 150 | 71 | 70.3
ated TEAE
W[ Least One Serious TEAE 5 5 52 | 4 4 3.9 4 4 | 4.0
At Least One Serious Study 0 0 |00 |2 2 19 |0 0 | 0.0
Medication Related TEAE
TEAE With Action Taken Study | 1 1 1.0 | 4 2 1.9 13 |6 |59
Drug Discontinued
TEAE Leading to Study 1 1 1.0 | 4 2 1.9 11 |5 | 5.0
Withdrawal
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n: No of events.
N: Number of subjects with events
%: 100% x (No of subjects with event / No of subjects)

The frequency of TEAEs reported by subjects in the GnRH- agonist group appeared to be slightly higher
due to the increased incidence of hot flushes and psychiatric disorders (e.g. insomnia) reported. At
least one treatment emergent adverse events (TEAE) were reported by 84 % of the GnR onist
group compared to 77 % in the ulipristal groups. The most common TEAE was hot flush was
reported more frequently by subjects from the GnRH-agonist group.

*

9

Table 32. Summary of Treatment Emergent Adverse Events Occurring in =3%"ef the
Subjects in any Treatment Group Presented by System Organ Class and P red Term Part
A (Safety Population) in Study PGLO7-022

%, &
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Treatment Group
PGL4001 5mg PGL4001 GnRH-agonist

(N=09T) 10mg (N=101)
(N=103)
System Organ Class / n N % n N %o n N %
Preferred Term
At least one Treatment Emergent 216 | 75| 773 | 254 | 79 | 767 | 323 | 85 | 842
Adverse Event @
Reproductive system and breast 50 [ 39| 402 | 61 44 | 427 | 103 | 70 | 69.3
disorders ’;\%
Hotflush |26 |25 (25826 [25[243 |79 |66 |6asd| ™
Dysmenorrhoea | 6 4 1 41 5 5| 49 2 2| 2%
Pelvicpan | 4 | 3 [ 31 [ 5 [ 5[ 49| 3 [ 3 %]
Ovarlan cyst | 1 1 | 1.0 5 5| 49 3|2 0
Breastpain | 4 41 41 1 1 1.0 2 < [72.0
Nervous system disorders 47 | 30 [ 309 | 33 271262 | 62 41337
Headache | 38 | 25| 258 |24 |1 18.4 N9 | 28.7
Migraine 3 2 21 3 3 29 '% 3 30
Gastrointestinal disorders 19 17 | 175 ] 33 21 | 20, 35 221218
Abdominal pain | 3 30031 |10 |9 [8N]9 9 |89
Nausea | 6 6 |62 |7 7 @ 6 [6 [59
Abdominal pain uwpper | 3 3 [ 31 3 YN 7 51 50
Diarthoea | 2 [ 2 [ 21| 2 &))_9 5 | 3] 30
Constipatton | 3 [ 3 [ 3.1 | 24 23719 | 1 1| 1.0
Vomnuting | 1 [ 1 | 1.0 M |10 [ 4 [4]40
Infections and infestations 20 14 14.4‘*}4 16 | 155 ] 23 16 | 158
Nasopharyngitis | & 6 | 6.2 4 | 39 2 2| 2.
Influenza | 2 2 2 2 | 19 5 5150
Pharyngitis | 5 5 h_ 0 0| 0.0 2 2| 2
Vaginal mnfection | 0 o9 0% 2 2 19 3 3| 30
Injury, poisoning and procedural | 13 12 | 124 | 18 17 | 165 | 15 12 ] 119
complications I&
Procedural pamn | 10 93 |15 51146112 |9 |89
Musculoskeletal and connective @ 8 |82 1312615 |10|99
tissue disorders
Backpaiw [ [ 4 [ 41| 3 [ 3] 29 ] 5 | 4] 40
Arth:&f\ 2 2| 21 4 4 | 39 3 3| 30
Muscleﬁm 2 2|21 2 [2]19]3 [3]30
General disorders and 7 7 712 21 17 (165 ] 11 9 8.9
administration site cuns
N atigue | 4 4 | 41 8 7| 6.8 3 3| 3.0
N\ Asthenia | 0 0 | 0.0 4 4 | 39 1 1 1.0
Skin and subcut @; tissue 5 3 5.2 12 11 | 10.7 | 14 13129
disorders _ é
N Acne | 0 [0 oo | 6 [5]49 ]| 5 |s5] 50
‘ ) Hyperhidrosis | 1 1 1.0 1] 0| 00 3 3| 30
Psyvch k sorders 5 4 [ 41 6 4 3.9 15 131129
Rv Insomnia | 2 2121 2 2 1.9 5 51350
Blagthaiitl lymphatic system 6 | 6|62 3 [3][29] 5 [5]5s0
5 'S

n:N\o of events.
N: Number of subjects with events
%: 100% x (No of subjects with event / No of subjects)
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Headache was the second most frequently reported TEAE, experienced by 25.8% of subjects from the
PGL4001 5 mg group, 18.4% of subjects from the PGL4001 10 mg group and 28.7% of subjects from
the GnRH-agonist group.

The majority of TEAEs were assessed as mild or moderate for all treatment groups. Severe T were
reported in 15% in the GnRH — agonist compared to 5-8% in the ulipristal acetate . Eight
subjects withdrew from the study due to TEAEs; for 5 of these the AEs were cons’dé related to

study drug and these included: insomnia, hand tremor and anxiety (PGL4001 10 %worsening of
uterine bleeding (PGL4001 10 mg), migraine (GnRH-agonist), headaches, pruri {nd breast pain
(GnRH-agonist) and hot flushes, sweating and insomnia (GnRH-agonist). Three s withdrew from
the study due to the unrelated SAEs of sarcoma (PGL4001 5 mg group), | cytic cerebrospinal
meningitis (GnRH-agonist) and worsening of uterine bleeding (GnRH-agoni majority of TEAEs >
3% were related to the reproductive system and the breast. b

Mean serum estradiol (E2) levels at end of treatment visit (Week 1 visg for PGL4001 compared with
GnRH-agonist \

The mean E2 levels were significantly higher in the ulipristal Q@groups compared to GnRH-agonist

treated women at week 13. Q

Percentage of subjects reporting moderate or severe (hot) flushes as adverse events throughout the
treatment period for PGL4001 compared with GnRHa .

More than 60% of the GnRH-agonist treated wo @ omplained of hot flushes compared to about one
fourth of the ulipristal acetate treated Women@J.OOl).

Analysis of other Castration-related sym

Women in all three treatment grou%perienced other castration-related symptoms. Most of them
0

were mild. Moderate symptoms w reported in the GnRH-agonist group.

nd urinary dosage of biochemical markers of bone-resorption and
Week 13 visits

Bone turnover assessed by
bone-formation at Week 9 a

The limited duration Qf treatfpent showed no impact on bone turnover in women treated with ulipristal

acetate. For GnRH-a
at week 13. %
Endometrium@ ess assessed by ultrasound at Week 13 and Week 17 visits

.
The distr, M of endometrial thickness was similar at screening for the three treatment groups.

a significant effect was observed only in one out of four markers (CTX) used

Aroun f the women had a thickness > 16 mm. At the end of treatment the corresponding figures
forgulipfistal acetate 5 mg and 10 mg respectively was 11.3% and 14.6 %, with only one case > 16

ported in the GnRH-agonist group (p< 0.001). Among women who did not undergo
h rectomy or endometrial ablation, there were no significant difference in endometrium thickness at

screening or at week 17 visit between the treatments assessed by ultrasound.

Ultrasound of ovary (normal/abnormal) at Week 13 visit, and Week 17 visits if abnormal ovaries were
detected at ultrasound at Week 13 visit and no ovariectomy was performed
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Ultrasound of ovaries showed that one subject in the ulipristal acetate 5 mg, 10 mg and GnRH-agonist
group respectively had persistent cysts from screening to week 17. At week 13 all subjects with
temporary cysts were treated with ulipristal acetate.

Endometrium biopsy (diagnosis) using pre-defined histological classification g
Evaluation of endometrial biopsies showed that 90-97 % of the biopsies were adequate a ning.
Three benign lesions were diagnosed in the ulipristal acetate 5 mg group and one in the G@agonist
group. At week 13, 87-92 % of the biopsies were adequate, and two cases of bea@sions were
diagnosed in the ulipristal acetate 5mg group and one from each of the 10 mg

groups. It was a different subject in the ulipristal 5 mg group who had a gi , hon-atypical
hyperplasia at week 13 than at screening.

nRH-agonist

At screening, the proportion without non-physiological endometrium biop@ about 80 % in all
treatment groups. When the endometrium biopsies were reviewed by th@ ee independent expert
pathologists, there was a consensus diagnhosis of only one non-physi ical endometrium in the
ulipristal acetate 10 mg group at screening. At week 13 the subjects@ated with ulipristal acetate
(PGL4001) had findings without non-physiological endometrium ir@e—z3 % compared to 64% in the
GnRH group. Epithelial changes were present in 35.0 — 37.1 %Q

GnRH-agonist group. There was also a very wide vari&

ulipristal groups vs 1 % in the
etween the pathologists in the
histopathologic evaluation.

In the subset of patients who did not undergo surg %r the end of treatment, results of the
evaluation of endometrium biopsies at week 38 (Qt that while ulipristal acetate treatments
increased findings of non-physiological changes at $ 13, maintenance of this effect stopped after
treatment discontinuation. The proportion with iation on biopsies was 81% in the GnRH-agonist
group and 82 and 84% in ulipristal acetate 5 d 10 mg groups respectively.

In addition, at week 38, the number of WS with non-physiological changes present was low in all
treatment groups. The absolute numberc -physiological changes (8) was however greatest in the

n the numbers at screening (4).

ulipristal acetate 5 mg group, and hig§

Return to Menstruation after end ﬁ ment, Week 38

In the GnRH-agonist group 96 ad return to menstruation at week 38. The corresponding figures

for ulipristal acetate 5 mg ﬂ] mg were 100 % and 97 % respectively. Subjects who received
enstruation after a mean duration of 31 to 34 days. The return to

ulipristal acetate returne
menstruation following tre ent with leuprorelin was longer than that seen with ulipristal acetate (43
days). K

*

Seriou&&rse event/deaths/other significant events

No de@were reported during treatment with ulipristal acetate in any ongoing or completed studies

PGLO7-021

Table 33. Summary of Serious Adverse Events from screening to week 17 Study PGLO7-021
(Safety Population)
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S
The eigh

lation)

No. of days | Subject Severity Causality Therapy start Main event Outcome
on ID Reporter: Therapy stop (PT)
treatment Date of onset Verbatim
Other
symptoms
Placebo
Treatment 142/1026 Severe Not related 26-FEB-2009 Uterine Resolved
period 01-JUN-2009 leiomyoma
26 days 24-MAR-2009 Nascent
submucous
leiomyoma of
uterus I’
Follow-up 115/1118 Severe Not related 31-MAR-2009 | Breast cancer Not
period 15-TUN-2009 Breast cancer resolved
1 month 21-JUL-2009
after last
dose
PGL4001 5 mg N
Follow-up 146/1190 | Moderate Not related 20-MAY-2009 Uterine Rgelved
period 27-AUG-2009 hemorrhag
14 days after 10-SEP-2009 Uterine
last dose bleeding
Follow-up 144/1044 Mild Not related 02-FEB-2009 Ovagian Resolved
period 28-APR-2009 hempowy Itage
21 days after 19-MAY-2009 %n
last dose orrhage
Wdary to
{Epi‘ e of cyst
PGL4001 10 mg
Treatment 100/1017 Severe Not related 08-DEC -@ Uterine Resolved
period 01 -MN hemorrhage
79 days 25-FEB-2009 Strong uterine
N bleeding
N/
Table 34. Serious Adverse Events during the Screening Period
Screening 150/1157 Severe Not r & Unknown Appendicitis Resolved
period C Unknown Acute with
13-MAR-2009 Gangrenous sequelae
Appendicitis
Uterine
leiomyoma
o Peritonitis
Screening 141/1217 Modﬁ Not related Unknown Uterine Resolved
period Unknown hemorrhage
28-APR-2009 Worsening of
N uterine
\ bleeding
Screening 148/12 Moderate Not related Unknown Uterine Resolved
period Unknown hemorrhage
R Q 21-JUN-2000 | Worsening of
\ uterine
. ‘ N bleeding

ous Adverse Events in study PGLO7-021 were considered not related to the treatment.

e 35. Summary of Serious Adverse Events to week 17 Study PGLO7-022 (Safety
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N? of days on Patient Severity Causality Therapy start Main event Outcome
treatment until ID Investigator: | Therapy stop | (Preferred Term)
SAE reported Date of onset Verbatim
Other symptoms
PGL4001 5 mg
Treatment period | 281/3370 | Moderate | Not related 13-JUL-2009 Headache Resolved
21 davs 11-OCT-2009 | Headache
03-AUG-2009
Treatment period | 283/5189 | Severe Not related 07-MAY-2009 | Thyroid cancer Resolved @
74 davs 06-AUG-2009 | Carcinoma
20-JUL-2009 | planuepitheliale @
glanduli thryroidei \
Follow up period | 210/5329 | Severe Not related 16-JUN-2009 | Sarcoma Not
2 days after last 03-AUG-2009 | Sarcoma resolved
dose 03-AUG-2009
(Pelvic pamn from
17-JUL-2009) (
Follow-up period | 251/5202 | Moderate | Not related 05-MAY-2009 | Post procedural Res%
2 days after last 27-JUL-2009 complication
dose 29-TUL-2009 | Suspected 0
perforation of the
uterus during ’ b
hysteroscopy
Follow-up period | 251/5296 | Moderate | Not related 25-MAY-2009 | Operative { Resolved
10 days after last 22-AUG-2009 | hemorrha:
dose 01-SEP-200% Blood fos@g
laparosgo
ass;‘s
QI Bl
L 4
PGL4001 10 mg t
Treatment period | 283/5239 | Severe Related 26—MAY-"OOS( Lgiomyoma Resolved
29 days 24—AUG—%N otruded myoma
24-JUN-2009 N nascens™
Follow up period | 282/5196 | Severe Related 29-APR=2009 | Uterine Resolved
2 days after last 21-09 hemorrhage
dose. 23 MRAYTZ009 | Worsening of
(Non-serious AE Q uterine bleeding
uterine bleeding
from 15-May- *
2009) LS N
Follow-up period | 276/5160 | Mild Not relatwl 03-APR-2009 | Uterine polyp Resolved
19 days after last 28-JUN-2009 | Endometrial polyp
dose 17-JUL-2009
Follow-up period | 272/5011 | Moderate lated 26-NOV-2008 | Hemangioma Not
1 month after last 25-FEB-2009 Vertebral angioma | resolved
dose 24-MAR-2009

L 4

9

N\
)
$

>

<

O
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GnRH-agonist

Treatment period | 254/5100 | Severe Not related 17-MAR-2009 | Uterine Resolved

28 davs 13-APR-2009 | hemorrhage

(28 days after last 14-APR-2009 | Worsening of

leuprorelin bleeding

injection)

Treatment period | 277/5284 | Severe Not related 14-MAY-2009 | Lung infection Resolved

80 days 19-AUG-2009 | Pulmonary

(18 days after last 02-AUG-2009 | infection @
leuprorelin

injection) . %
Follow up period | 284/5175 | Severe Not related 06-APR-2009 | Choriomeningitis | Resolved

8 days after last 10-JUN-2009 | lymphocytic \
leuprorelin 11-JUN-2009 | Lymphocytic {
injection (3-Jun- cerebrospinal O
2009) meningitis

(1 day after last N

dose of placebo) *Q
(Headache since

APR-2009) d

Follow-up period | 271/5030 | Severe Not related 27-JAN-2009 | Wound Resolygd

44 days after last 26-APR-2009 | hemorrhage

leuprorelin 07-MAY-2009 | Post-aperative @

injection wound bleeding

(10 day after last {

dose of placebo) P 2

Y

Of 13 serious adverse events in study PGLO7-022 were two %considered related to the treatment

with ulipristal acetate.

Laboratory findings O
Study PGLO7-021 Q
Summary of hormone tests at baseline, k 13 and week 17

9

= Estradiol (E2)
Subjects under ulipristal acetate Q\ent were mainly anovulatory. E2 values observed under
PGL4001 treatment correspond to -follicular phase levels for pre-menopausal women. The increase

within a few weeks after treatment end.

in estradiol levels after tr nt cessation demonstrates that ovarian function and follicular
development resume promp

= Progesterone (P4)

Progesterone levels Xeported in the table below as a parameter indicating whether a subject
ovulated within appr@dmately 2 weeks preceeding the sampling time. A progesterone level above 5
ng/mL is usuall nSidered as evidence of ovulation.

@)

.
Table 3@gesterone values from baseline to week 17 Study PGL0O7-021

Ulipristal Ulipristal
Parameter Value Placebo
acetate 5 mg acetate 10 mg
g
aseline P4 N 46 88 26
Mean 0.48 0.71 0.79
SD 0.64 1.33 1.41
Median 0.30 0.30 0.40
Esmya

CHMP assessment report
Page 88/106
Rev06.11



Min, Max 0.1, 3.8 0.1,9.1 0.1, 11.5

Week 13 N 47 89 90

Mean 3.08 0.58 0.42

SD 4.59 1.28 @

Median 0.70 0.30 f@S

3
Min, Max 0.1, 19.7 0.1, 7.6 < Q.l, 13.0

Week 17 N 44 88 i 88

Mean 2.83 2‘.@ 2.75

SD 3.91 $S! 453

«
Median 0.65 @0.50 0.50
Min, Max 0.1, 14.4 ( 0.1, 27.8 0.1, 22.6
7
The mean progesteron values in the ulipristal acetate group wer than in the placebo at week 13

indicating anovulation in a majority of patients. HoweveQm al values above 5.0 ng/mL indicate
|

persistence of ovulation in a minority of women treated@ ipristal acetate compared to placebo.

= Adrenocorticotropic Hormone (ACTH) O

ACTH values were monitored as a marker ofSanti-glucocorticoid effect of ulipristal acetate. Median
ACTH values showed little change throug&tﬂthe treatment period for all treatment groups. Based on
the confidence intervals, there was ng@ eyidence of a difference in the ACTH levels between the
ulipristal acetate treatment groups a@ placebo group.

* Thyroid-Stimulating Hormone (T;

compared to the placebo gr during the treatment period. There was no evidence of a difference in

There was no evidence of z®rence in TSH profile for the ulipristal acetate treatment groups
TSH profile for the ulipr' acetate treatment groups compared to the placebo group during the
treatment period. In additiomya review of AEs in relation to thyroid function did not reveal a treatment

related effect.

0
= Prolactin ’\Q

During thex ent period the prolactin values across the three groups showed some variation with
inding

no obvio related to the ulipristal acetate treatment.

.

Theymedian values for FSH at baseline were 9.25, 8.50 and 8.70 mlU/mL for the placebo, ulipristal
acetate 5 mg and 10 mg groups, respectively. The values were lower at Week 13, being 7.40 miU/mL,
5.70 mlU/mL and 5.00 mlU/mL, respectively. There was some evidence of a difference in FSH between
the ulipristal acetate treatment groups and placebo at Week 13. There was no impact of ulipristal
acetate treatment on glucose.
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There were increases in mean triglycerides, cholesterol, and LDL cholesterol from baseline to end of
treatment for all three treatment groups. The increases from baseline in mean cholesterol and LDL
cholesterol levels were greater for the ulipristal acetate treatment groups than for the placebo group.
The baseline values were higher for the placebo group compared to the ulipristal acetate treated

groups.

Mildly elevated transaminase levels, most frequently ALT and AST, were reported for a ately
5% of subjects in all 3 treatment groups; the distribution of subjects with high valu similar
across the three treatment groups. In general the elevations were less than 2 x ULN, ient and not

combined with any change in other biochemical parameters including bilirubin levels. ’

Study PGL-0722 \Q:

Summary of hormone tests at baseline, Week 5, Week 9, Week 13 and We

e Progesterone @

During treatment, the mean and median P4 values were very | %all treatment groups suggesting
the absence of ovulation in most subjects. Maximal values clis to’ or above 5.0 ng/mL in all groups

indicate persistence of ovulation in a minority of subjects (<

Q
e ACTH O

All three treatment groups had similar values for AC%ough the mean values were slightly higher for
subjects from the GnRH-agonist group at Weeks@ and 13. There is no evidence of a difference for

GnRH-agonist treatment compared to the uI'@

confidence intervals.

TSH values at baseline were high ulipristal acetate 10 mg group (7 subjects, 6.8%) compared

acetate treatments based on the p-values and

e TSH

to the GnRH-agonist group (3 su
Week 17, or for ulipristal acet{ mg compared to GnRH-agonist values.

e Prolactin \ Q

The mean and @%rolaotin values remained unchanged during treatment in the ulipristal acetate
t

s, 3.0%). There is no evidence for a difference at Week 13 or

groups. At Wé e mean prolactin levels were lower for subjects from the GnRH-agonist group
compared‘toeb) cts from the ulipristal acetate 5 mg and 10 mg groups (p < 0.001).

There w; ifference between ulipristal acetate 5 mg and GnRH-agonist values at Week 9 (p-
value= . There is no evidence of a difference at Week 13 or Week 17. The reduction observed in
th agonist group most likely is the consequence of the reduction of E2 in this group.

. SH

The median values for FSH at baseline were 7.95 mlU/mL, 8.80 mIU/mL and 9.20 mlU/mL for the
ulipristal acetate 5 mg, 10 mg and GnRH-agonist groups respectively. The values were lower at Week
13: 4.80 miU/mL, 4.90 mlU/mL and 5.80 mlU/mL respectively. There is evidence of a difference in
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FSH between the ulipristal acetatetreatments and GnRH-agonist at Week 13 (p-value=0.021 for
ulipristal acetate 5 mg and p-value=0.031 for PGL4001 10 mg).

e Serum estradiol (E2) levels at baseline, Week 5, Week 9 and Week 17 visits.

At Week 13 the median E2 values were 64.0 pg/mL, 60.5 pg/mL and 25.0 pg/mL for women @ the
ulipristal acetate 5 mg and 10 mg group and GnRH-agonist group, respectively. The sum ies of the
E2 levels at Weeks 5 and 9 also showed comparable differences between ulipristal aget@roups and
GnRH-agonist. Within a few weeks after all treatment discontinuation, the incr \ E2 levels
demonstrated that ovarian function, and follicular development had resumed. §

¢ Hematology, coagulation, biochemistry, lipids, and glucose assessments at\screening, baseline,
Week 5, Week 9, Week 13, Week 17 visits &

There was no impact on glucose levels during treatment. Ulipristal treat t was associated with a
slight rise in mean total cholesterol and mean LDL cholesterol during tment, but these increases
were lower than those observed in women treated with GnRH-ago%

<

Overall the percentage of subjects with Hb > 12 g/dL and 36% increased during the study.
Parameters of coagulation did not identify any trends modification, with only 3 clinically
significant values reported, 2 for prothrombin time anc@ or APTT, which were slightly greater than

the ULN.

There were no signals of any treatment relate@nges in liver function tests.
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Safety in special populations b

<

No safety studies in special populations were submitted. " %

Safety related to drug-drug interactions and other interaction&

See Pharmacokinetic section. Q:

Discontinuation due to adverse events 0

No subject withdrew from the Study PGLO7-021 due to TEAEs. In PGLO7-022 eight subjects
withdrew from the study due to TEAEs; for 5 of these the AEs were considered related to study drug
and these included: insomnia, hand tremor and anxiety (PG 10 mg), worsening of uterine
bleeding (PGL4001 10 mg), migraine (GnRH-agonist), headac pruritus and breast pain (GnRH-
agonist) and hot flushes, sweating and insomnia (GnRH-ag . Three subjects withdrew from the

study due to the unrelated SAEs of sarcoma (PGL4OC¢ group), lymphocytic cerebrospinal
(

meningitis (GnRH-agonist) and worsening of uterine bIe@ GnRH-agonist).

Post marketing experience \
No post-marketing studies have been submittbO

2.6.1. Discussion on clinical s&ty

In the present submission, the m of the clinical safety data have been drawn from 4
randomized, double-blind, repeate -bstudies carried out in the target population. In addition to the

safety database included in the ini ubmission, the applicant has provided additional safety data.

Complete 6-month, post—treﬂrg clinical study reports of the pivotal phase Ill studies (PGLO7-021

and PGL0O7-022 Part B CS d interim safety analysis from the ongoing Phase Illb Study PGL09-026

provides data on a f heg subjects of which 110 received ulipristal acetate 10 mg daily for at least

12 weeks. The inclu@ the subjects from study PGL09-026 increases the number of patients having
t

been exposed toc
529 subjects. ’\

* . . . .
Safety ezsqg(nts included reporting of adverse events in all studies. Other safety assessments

3 months of ulipristal acetate to the target dose of 5 mg or above to a total of

varied, cluded physical examinations, vital signs, 12-lead electrocardiogram (ECG) recording,
bio o@laboratory assessments, ovarian scans, measurement of endometrium thickness, and

trial biopsies.

In the pivotal studies the safety endpoint was to assess overall safety of ulipristal acetate (PGL4001) in
subjects with uterine myomas, and to demonstrate superior safety and tolerance of PGL4001 versus

GnRH-agonist regarding castration-related symptoms and their consequences.
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In Study PGLO7-021, the proportion of subjects reporting at least one study medication related
treatment emergent adverse events (TEAES) was in the ulipristal acetate groups 22.4-18.9% compared
to 8.3% placebo. Corresponding values in PGLO7-022 were reported by 84 % of the GnRH-agonist
group compared to 77 % in the ulipristal acetate groups. Hot flush was reported more frequently by

subjects from the GnRH-agonist group. Q

Amongst the adverse reactions documented with ulipristal acetate treatment, hot flusm
ovarian cysts, uterine haemorrhage and endometrial thickening were noteworthy.

ache,
sh was
reported more frequently by subjects treated with the GnRH-agonist compared to*uliPristal acetate
treated. Therefore section 4.8 of the SmPC states that hot flushes were reported 12.7% patients
but the rates varied across trials. In the active comparator controlled study @rates were 24%
(10.5% moderate or severe) for ulipristal acetate and 60.4% (39.6% Q@ae or severe) for
leuprorelin-treated patients. In the placebo-controlled study, the rate of% ushes was 1.0% for

ulipristal acetate and 0% for placebo.

Mild or moderate severity headache was reported in 6.4% of patient tional ovarian cysts were
observed during and after treatment in 1.5% of patients and in mﬁ)f the cases spontaneously
disappeared within a few weeks. Patients with heavy menstrualréﬁqng due to uterine fybroids are at

risk of excessive bleeding, which may require surgical interve . A few cases have been reported

during Esmya treatment or within 2-3 months after ulipristal % dte treatment was stopped.

Assessments of the ovaries during the studies were p Qed with transvaginal ultrasound or MRI.
Most of the subjects with temporary cysts were d with ulipristal acetate. The background
incidence of cysts and the persistence of some of these cysts for periods of a few weeks or more were

éence of cysts in women of reproductive age who

in line with other cross sectional surveys of th
are not taking oral contraceptives. é

The median time for menstruation retu(&! for the ulipristal acetate treated group about one week
later than with the placebo, and withi e month after end of treatment. In GnRH-agonist treated
women, the median time for ment ion return was about 43 days.

Bone turnover was assess b; blood and urinary dosage of four biochemical markers of bone-
resorption and bone—forrr@ at Week 9 and Week 13 visits. For GnRH-agonist a significant increase
was observed only ige t four markers (CTX, a marker of bone resorption) used at week 13,
whereas no effect V\% orded with ulipristal acetate.

Subjects undey ulipristal acetate treatment were mainly anovulatory. During the treatment period, the

laboratory vallesNacross the treatment groups showed some variation with no obvious finding related

.
to the ulz & acetate treatment.

Asses with magnetic resonance imaging (MRI) or ultra-sound (US) showed at week 13 more
su m the ulipristal acetate treated groups with endometrium thickness > 16 mm compared to

bo or GnRH-agonist treated groups. The increase appears to be reversible. Therefore, information
in the SMPC includes the occurrence of increased thickening of the endometrium, a documented
incidence of up to 15% of patients who may experience a thickening exceeding 16mm, and the need to

investigate such thickening if persisting more than 3 months following the end of treatment and return
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of menstruation. Additionally, an educational program has been agreed to enforce this information (see

Section 2.7 Pharmacovigilance)

Treatment of progesterone receptor modulators (PRMs) results in new endometrial findings, described

under the name of Progesterone Receptor Modulator Associated Endometrial Changes (P ). The

rating scale used to evaluate the endometrium biopsies in the pivotal Phase Il trials incor the
description of these non-physiological findings that are the result of PRM treatment, ollowed
generally accepted recommendations for endometrial biopsy assessment. The rati to assess
the endometrial biopsies is therefore considered adequate. {

At Week 13 (PGLO7-021), the numbers of subjects with endometrium biopsi Q’ which all three
pathologists reported “non-physiological” changes in the endometrium (P ) s no case (0.0%) in
the placebo group, and 43 (45.3%) cases and 37 (37.8%) cases in theA%O

groups, respectively. Corresponding figures for PGLO7-022 was in the -agonist group 2 (2.0%),
vs. 38 (39.2%) and 40 (38.8%) for ulipristal acetate 5 mg and 1@

01 5 mg and 10 mg

g groups respectively. The

transformation was associated with a significant reduction in proliferative endometrium.

Observed non-clinical endometrial changes in the 9-month ey toxicity study with a 2-month
recovery period in selected control and high dose animal g/kg/day), ulipristal acetate-related
microscopic changes occurred in a dose dependent p Qn the uterus and oviducts. Two clinical
pathologists were evaluating the biopsies. It was C ﬁd that since the observed effects are less

frequent in the recovery animals of the high dose group, the effects are at least partly reversible.

Dose-related pharmacologically mediated effe re noted which to a considerable extent resemble
those observed in human endometrium expOsed to PRMs referred to as PAEC, rather than an
unopposed oestrogen effect, as the ar epithelium was less active with little evidence of

proliferative activity.

Endometrial data at week 38 ir@ PGLO7-021 and Study PGLO7-022 is reassuring regarding

diagnosis of malignant change, lar atypia or other findings of concern in the ulipristal acetate
treatment groups. The incidefc PAEC at week 38 (6 months after end of treatment) was similar to

that observed at screenirQ’e erging results of the histopathologic endometrial assessments between
e

pathologists underlin\th

The short-term sa@ata after 3 months of treatment with ulipristal acetate do not show an

d of PAEC trained pathologists to avoid misdiagnosis in clinical routine.

increased risk fogmatignant changes in the endometrium (studies PGLO7-021, PGLO7-022. and interim
safety analysi NGLOQ—OZG)). The long-term endometrial safety data of PAEC will also be followed in
the ong i se Ill clinical study (PGL09-026), its extension (PGL09-027), a non-interventional
study (Pb—014) and a retrospective drug utilization study (PGL11-020). Considering the indication
is 'm@to treatment duration of a maximum 3 months including a contraindication for treatment

this duration, no major safety issues remain.

Based on the clinical safety data submitted, the Product Information has been amended as follows:
Section 4.2 of the SmPC notes that here are no data available on treatment with duration longer than
3 months or on repeat courses of treatment, therefore, treatment duration should not exceed 3

months.
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Section 4.4. of SmPC notes that ulipristal acetate has a specific pharmacodynamic action on the
endometrium. Increase in thickness of the endometrium may occur. If the endometrial thickening
persists within the 3 months following the end of treatment and return of menstruations, this may

need to be investigated as per usual clinical practice to exclude underlying conditions.

Changes in the histology of the endometrium may be observed in patients treated with@ristal
acetate. These changes are reversible after treatment cessation. These histological @ges are
denoted as “Progesterone Receptor Modulator Associated Endometrial Changes” or‘P@nd should

not be mistaken for endometrial hyperplasia {

Section 4.8 of the SmPC notes that in 10-15% of patients, thickening of the e Qtrium (> 16 mm
; this reverses when

by ultrasound or MRI at end of treatment) was observed with ulipristal a%
treatment is stopped and menstrual periods resume. 0

In addition, reversible changes to the endometrium are denoted%C and are different from
endometrium hyperplasia. If hysterectomy or endometrial biops@ecimens are sent for histology,

then the pathologist should be informed that the patient has bee@ cribed ulipristal acetate .

Section 5.1 of the SmPC notes that in about 10-15% of @ s treated with ulipristal acetate the
endometrium may thicken (>16 mm) during treatment. @h' kening disappears after treatment is
withdrawn and menstruation occurs. If the endom thickness persists within the 3 months
following the end of treatment and return of menstruations, then this may need to be investigated as

per usual clinical practice to exclude underlying c@ions.

The direct action on the endometrium resu@ class-specific changes in histology termed PAEC.
Typically, the histological appearance is inactive and weakly proliferative epithelium associated with
asymmetry of stromal and epithelial gro resulting in prominent cystically dilated glands with
admixed oestrogen (mitotic) and p@;tm (secretory) epithelial effects. Such a pattern has been
observed in approximately 60% o ients treated with ulipristal acetate for 3 months. These changes

are reversible after treatmen tion. These changes should not be confused with endometrial

hyperplasia. k

2.6.2. Conclus'\on the clinical safety

The safety prgfi ofNEsmya is considered acceptable and all the adverse reactions reported in clinical
trials have bpﬂ\c uded in the Product Information.

.
An ongoi se Il study (PGL09-026), and its extension, (PGL09-027) will address the long term
effect longed treatment of the endometrium with ulipristal acetate, the risk of inappropriate
m ent of endometrium thickening (unnecessary interventions or treatments), the risk of

ropriate diagnosis of endometrial hyperplasia (mistaking PAEC for hyperplasia).

In addition to this, the applicant will carry out a non-interventional study (PGL10-014) and a
retrospective drug utilization study (PGL11-020) to further identify the impact of treatment on surgery,
delays in the diagnosis of atypical endometrial hyperplasia or adenocarcinoma, and to gather more

information on the risk of off label use (treatment beyond 3 months).
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These post-authorisation measures have been adequately covered in the RMP.

2.7. Pharmacov

Detailed description of the pharmacovigilance system

The CHMP considered that the Pharmacovigilance system as described by the applical

igilance

legislative requirements.

Risk Management Plan

Table 37. Summary of the risk management plan

The applicant submitted a risk management plan, which included a risk minin@

Safety concern

Proposed
pharmacovigilance activities
(routine and additional)

Proposed risk mini on activities

(routine and additi

D

Important identified r

isks

S

Inappropriate Routine pharmacovigilance Risk includ n)the SmPC, section 4.4, 4.8 and
management of practices. 5.1 (incl commendation for management).
endometrium Warning ion 4.4. of SmPC:
thickening Review in PSURs as event of “Uliprij ate has a specific pharmacodynamic
(unnecessary special interest. actio%he endometrium. Increase in thickness
interventions or of, endometrium may occur. If the endometrial
treatments). Non-interventional study X ing persists within the 3 months following
(PGL10-014). theyend of treatment and return of menstruations,
this may need to be investigated as per usual
Monitoring in clinical researchC)clinical practice to exclude underlying conditions”
(AESI). Pharmacodynamic properties in section 5.1. of
Q SmPC:
PGL09-026 and PGL09-027 “Ulipristal acetate exerts a direct effect on the
studies. & endometrium....”
...In about 10-15% of patients treated with
Prescription patte, ulipristal acetate the endometrium may thicken
utilization study, (! 11-020). (>16 mm) during treatment. This thickening
disappears after treatment is withdrawn and
Targeted fol of menstruation occurs. If the endometrial thickness
respectiv ports. persists within the 3 months following the end of
treatment and return of menstruations, then this
{ may need to be investigated as per usual clinical
practice to exclude underlying conditions.”
Description of selected adverse reactions in
d section 4.8. of SmPC:
\ “Endometrial thickening
’ In 10-15% of patients, thickening of the
‘D endometrium (> 16 mm by ultrasound or MRI at
end of treatment) was observed with ulipristal
* Q acetate; this reverses when treatment is stopped
\ and menstrual periods resume.”
* < ’
\ Educational material to prescribers.
Inappropr ~ Routine pharmacovigilance Risk included in the SmPC, section 4.4, 4.8 and
diagnosi practices. 5.1.
en rr@ Warning in section 4.4. of SmPC:
hyp Sia (mistaking Review in PSURs as event of Ulipristal acetate has a specific pharmacodynamic

for hyperplasia)

special interest.

Non-interventional study
(PGL10-014).

Monitoring in clinical research
(AESI).

action on the endometrium.... Changes in the
histology of the endometrium may be observed in
patients  treated with ulipristal acetate. These
changes are reversible after treatment cessation.
These histological changes are denoted as
“Progesterone Receptor Modulator Associated
Endometrial Changes” or PAEC and should not be
mistaken for endometrial hyperplasia (see sections

PGL09-026 and PGL09-027

4.8. and 5.1.).”
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studies.

Prescription pattern/drug

Targeted follow-up of
respective ADR reports.

utilization study (PGL11-020).

Pharmacodynamic properties in section 5.1. of
SmPC:

“Ulipristal acetate exerts a direct effect on the
endometrium....

The direct action on the endometrium results in
class-specific changes in histology termed PAEC.

Typically, the histological appearance isan
inactive and weakly proliferative epitl

associated with asymmetry of stro d
epithelial growth resulting in prominent tically
dilated glands with admixed oestrog totic)
and progestin (secretory) epithelial & Such a
pattern has been observed in app &tely 60%

of patients treated with ulipris etate for 3
months. These changes areé/ersible after
treatment cessation. These ¢ should not be
confused with endometrial%asia."
Description of selecte% rse reactions in
section 4.8. of SmPC:

“In  addition, reve@ changes to the
endometrium are d te®d” PAEC and are different
from endometrium plasia. If hysterectomy or
endometrial bigpsy “specimens are sent for
histology, thenathe pathologist should be informed

that the pagi has been prescribed ulipristal
acetate (se ction 4.4 and 5.1).”

Important potential risks

Educationaterial to prescribers and
path@s.

‘)

Acute uterine bleeding
requiring immediate
intervention

Routine pharmacovigilance
practices.

Review in PSURs as event of
special interest.

Monitoring in clinical earch
(AESI). %
PGL09-026 and P! QZ?
studies

Non-interve ‘@ al study

(PGLlO—O@

N,

iskeificluded in the SmPC Section 4.4. :

“Bleéeding pattern

Patients should be informed that treatment with
lipristal acetate usually leads to a significant
reduction in menstrual blood loss or amenorrhea
within the first 10 days of treatment. Should the
excessive bleeding persist, patients should notify
their physician. Menstrual periods will generally
return within 4 weeks after the end of the
treatment course.”

Risk included in the SmPC, section 4.8.

Description of selected adverse reactions in
section 4.8. of SmPC:

Uterine haemorrhage

“Patients with heavy menstrual bleeding due to
uterine fibroids are at risk of excessive bleeding,
which may require surgical intervention. A few
cases have been reported during ulipristal acetate
treatment or within 2-3 months after ulipristal
acetate treatment was stopped.”

Drug induced liver

injury |

é}(\
&>
<

utine pharmacovigilance
ractices.

Review in PSURs as event of
special interest.

Monitoring in clinical research
(AESI).

PGL09-026 and PGL09-027
studies

Non-interventional study
(PGL10-014)

Important missing information

Treatment beyond
three months

Routine pharmacovigilance
practices,

Review in PSURs,

Statement in the SmPC, section 4.1., 4.2, 4.3. and
4.4..

Indication (section 4.1 of SmPC)

“Ulipristal acetate is indicated for pre-operative
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treatment of moderate to severe symptoms of

Non-interventional study uterine fibroids in adult women of reproductive

(PGL10-014) age. The duration of treatment is limited to 3
months (see section 4.4)

PGL09-026 and PGL09-027 Contra-indication (section 4.3 of SmPC)

studies “Due to the lack of long term safety data, the
duration of treatment should not be longer t 3

Prescription pattern/drug months (see section 4.2. and 4.4.)”

utilisation study (PGL11-020) Posology and route of administration in n
4.2. of SmPC:
“The treatment consists of one tablet g to

There are no data available on ent with
duration longer than 3 mont on repeat
courses of treatment, the , treatment
duration should not exceed onths.”Special
Warnings and precautions TOf use in section 4.4 of

be taken orally once daily for up® onths.
e&

3 months or on repe olirses of treatment, the
risk of adverse i n the endometrium is
unknown if treatln‘@is continued; therefore,
treatment duration should not exceed 3 months.”
Educational matérial to prescribers.

SmPC: &a
“In absence of safety da period longer than
ag.c r
t

Long-term effects of Routine pharmacovigilance Statement | C section 4.2. Posology and
prolonged treatment practices, route of adn@ation:
on the endometrium “There 0 data available on treatment with
(including possible Review in PSURs duration r than 3 months or on repeat
malignant changes) courseés f ¢ treatment, therefore, treatment
PGL09-026 and PGL09-027 duratiog should not exceed 3 months.”
studies A
Delayed diagnosis of Routine pharmacovigilance Jtefnent in the SmMPC section 4.4 (special
atypical endometrial practices, warnings and precautions):

hyperplasia or
adenocarcinoma Review in PSURs

“Ulipristal acetate has a specific pharmacodynamic
C ction on the endometrium. Increase in thickness
of the endometrium may occur. If the endometrial
Non-interventional study thickening persists within 3 months following the
(PGL10-014) end of treatment and return of menstruations, this
& may be investigated as per usual clinical practice
‘ y to exclude underlying conditions.”
Statement in the SmPC section 5.1.
0 (pharmacodynamic properties):
“Endometrium
If endometrial thickness persists within the 3
months following the end of treatment and return
O of menstruations, then this may need to be
{ investigated as per usual clinical practice to
exclude underlying conditions.”

4 Educational material to prescribers and
\ pathologists.
Impact on surgery ‘ utine pharmacovigilance No routine risk minimisation deemed necessary.

ractices,
QY
\ Review in PSURs,
04 (J Non-interventional study
t\ (PGL10-014)
Prescription pattern/drug
yi utilization study (PGL11-020).

atients with Routine pharmacovigilance Statement in the SmPC, section 4.2, 4.4, and 5.2.
rate to severe practices, Posology and method of administration in section

hepatic impairment 4.2. of SmPC:
Review in PSURs, “Hepatic impairment
No dose adjustment is recommended for patients
Phase | study in women with with mild hepatic impairment. In the absence of
mild, moderate and severe specific  studies,  ulipristal acetate is not
hepatic impairment (PGL-W- recommended in patients with moderate or severe
001) post-approval) hepatic impairment, unless the patient is closely

monitored (see section 4.4).”
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Special warnings and precautions for use in
section 4.4. of SmPC:

“Hepatic impairment

There is no therapeutic experience with ulipristal
acetate in patients with hepatic impairment.
Hepatic impairment is expected to alter the
elimination of ulipristal acetate, resultingp, in
increased exposure (see section 5.2.). T

considered not to be clinically relevant for S
with mildly impaired liver function. @stal
acetate is not recommended for use ients
with moderate or severe hepatic?® irement,

unless the patient is closely nitered (see
section 4.2).”

Pharmacokinetic properties in s@ 5.2. of

SmPC:

“Special Populations ﬁ

No pharmacokinetic stut&?l ulipristal acetate
have been performed en with impaired
renal or hepatic functien.”

Use in patients with Routine pharmacovigilance Statement in the SmF ction 4.2, 4.4. and 5.2.
severe renal practices, Posology and methdministration in section
impairment 4.2. of SmPC:
Review in PSURs, “Renal impair t
No dose adj t is recommended in patients

with mild o erate renal impairment. In the
absence ecific studies, ulipristal acetate is not
recomm in patients with severe renal
impaj t (€ee section 4.4. and 5.2.).”
Speci arnings and precautions for use in
s @ 4.4. of SmPC:

chal impairment
Refal impairment is not expected to significantly

alter the elimination of ulipristal acetate. In the

C bsence of specific studies ulipristal acetate is not
Q recommended for patients with severe renal

Hs)

¥

impairment, unless the patient is closely
monitored (see section 4.2).”
& Pharmacokinetic properties 5.2. of SmPC:
< ) “No pharmacokinetic studies with ulipristal acetate
have been performed in women with impaired
L renal or hepatic function.”

Co-administration with | Routine phar, (Milance Statement in the SmPC, section 4.4, 4.5. and 5.2.
P-gp substrates practices, Special warnings and precautions for use in
section 4.4. of SmPC.
Review 4 Rs, “Concomitant treatments
Ulipristal acetate is not recommended for patients
Pha; | study (post- receiving P-glycoprotein (P-gp) substrates (e.g.
ap;Q). dabigatran etexilate, digoxin) (see section 4.5).”
4 Interactions in section 4.5. of SmPC:
\ “P-gp substrates

In vitro data indicate that ulipristal acetate may be
an inhibitor of P-gp at clinically relevant
concentrations in the gastrointestinal wall during
absorption. Thus, co-administration of ulipristal

\ acetate may increase the plasma levels of
0\< ]

*

concomitant medicinal products that are
substrates of P-gp. In the absence of clinical data,
co-administration of ulipristal acetate and P-gp
substrates (e.g. dabigatran etexilate, digoxin), is
y not recommended (see section 4.4).”

The CHMP, having considered the data submitted, was of the opinion that the below pharmacovigilance
activities in addition to the use of routine pharmacovigilance are needed to investigate further some of
the safety concerns:
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Description

Due date

PGL09-026. Phase 11l Study

A Phase Ill, multicentre, clinical study investigating the efficacy and safety of 3
months open-label treatment with ulipristal acetate, followed by a randomised,
double-blind placebo controlled period of 10 days treatment with progestin, in
subjects with fibroids and heavy uterine bleeding.

Q3 2012

O

PGL09-027. Phase Il Study extension phase

A Phase 111, multicentre, clinical study investigating the efficacy and safety of three
successive periods of 3-month open-label ulipristal acetate treatment, each
followed by ten days of double-blind treatment with progestin or placebo and
drug-free period until return of menses, in subjects with fibroids and heavy uterinc
bleeding.

2 A\

9\
3

PGL10-014. Non interventional study in pre-operative treatment of modenat@‘)' Q4 2015
severe symptoms of uterine fibroids
A prospective multicenter non-interventional study of women treated wi smya
(ulipristal acetate) as pre-operative treatment of moderate to severmptoms of
uterine fibroids @
PGL11-020. Esmya prescription patterns in Europe q Q3 2015
A retrospective drug utilisation chart review study. Q

O
PGL-W-001. Phase | study in women with mild, modehe and severe hepatic Q3 2014
impairment o
Phase | DDI study with P-gP substrate I\V Q3 2013
A 104-week carcinogenicity study in rats an&?G—week carcinogenicity study in | Q4 2012

transgenic TgRasH2 mice &
V<

Y

Qactivities were required:

The following additional risk mini

e Educational material to pr

rs (gynaecologists) (see Annex 11) when product made available
PC. In addition to the SmPC and its highlighted extracts, the

which will include the ﬂ
“Physician’s guide to ibing” will include a detailed recommendation of endometrial thickness

management with a re der of the endometrial effect and the need to inform the pathologist that
the patients was Ned with Esmya if biopsy/surgical samples are send for analysis. The material

will include a @ letter reminding the indication (pre-operative treatment and limited to 3
o]

months) and
L 4

treatment & ion is limited to 3 months because of the absence of safety data on longer
light the need to

treatment, than 3 months or on re-treatment. The material will also high

gy details (treatment should not exceed 3 months); all documents will highlight

invesc ate any persistence of endometrial thickening to exclude underlying conditions.

nal material to pathologists (see Annex 12) when product made available in each country

. E
W“Pathologist’s guide”, a USB stick or CD ROM with images of digital specimens (digital library

ith high resolution images) to compare histological appearances of PAEC and endometrial

yperplasia, and a copy of the SmPC.
2.8. Significance of paediatric studies

Not applicable
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2.9. User consultation

The results of the user consultation with target patient groups on the package leaflet submitted by the
applicant show that the package leaflet meets the criteria for readability as set out in the Guideline on
the readability of the label and package leaflet of medicinal products for human use.

*

3. Benefit-Risk Balance %ij
Benefits \
L
O

Beneficial effects

The primary goal of ulipristal acetate treatment in the pivotal studies (PGL@?PGLO?—OZZ) was to
reduce heavy menstrual bleeding and anaemia, decrease myoma related ptoms prior to surgery
For treatment of fibroid-related bleeding and anaemia, ulipristal ace as superior compared to
placebo after 3 months of treatment and non-inferior to a GnRH-agonist

ultrasound was a secondary endpoint. The median ‘reduction in of the three largest myomas’ (PP)
was non-inferior in the ulipristal acetate groups compared to uprorelin treated group. The volume
decrease in the pre-operative group was -25.6% in t arm, -31.0% in the 10 mg arm
and -46.6% in the leuprorelin arm. At 6 months post- %nt, fibroid volume reduction was better
maintained following ulipristal acetate than following@

In the active comparator-controlled trial, a reduction in size of thi &ee largest fibroids as assessed by

agonist.
Uncertainty in the knowledge about beneficial effects.

No uncertainties in the knowledge about the b@cial effects have been identified.
Risks é

Unfavourable effects Qo

The safety database includes vme treated with a dose of 5 mg/day or higher up to 3 months from
Studies PGL-N-0287, PGL- , PGLO7-021 and PGL07-022. Complete 6-month, post-treatment
clinical study reports of t ivotal phase Il studies were also submitted (PGLO7-021 and PGL0O7-022
Part B CSRs) and interimQty analysis from the ongoing Phase Illb Study PGL09-026. The inclusion
of the subjects from%y PGL09-026 increases the number of patients having been exposed to at
least 3 months of u al acetate to the target dose of 5 mg or above to a total of 529 subjects.

The most fr l@/ reported adverse events in the two pivotal studies were related to the
reproductil/e@m and the breast, and assessed as mild or moderate for all treatment groups.

There is Xreement on the upper limit of normal endometrial thickness in women of reproductive
age, b ording to the American College of Radiologists (Fleischer A.C. et all, 2007), Endometrial
thi r®> 16 mm has been proposed as a valid cut off for suggesting possible endometrium
y (positive predictive value of 14% for demonstrating relevant pathology). The percentage of
patients with endometrial thickness >16 mm was higher with 5 mg (11% in PGL0O7-021 and PGLO7-
022) and 10 mg (7% in PGLO7-021 and 15% in PGLO7-022) ulipristal acetate compared to placebo
(2%) and leuprorelin (1%) at Week 13. In line with these findings are the TEAEs of endometrial
hypertrophy in 3 subjects who received 10 mg/day ulipristal acetate. At Week 17 (1 month post-
treatment) there was, however, no difference between the treatments in PGL07-022. Thus, the
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submitted data are reassuring that the increased percentage of endometrium thickness > 16 mm is
reversed 1 month post-treatment.

In the assessments of endometrial biopsies, a large variation between pathologists in the
histopathologic evaluation highlights the need for further investigations. An increased number of
subjects with endometrial thickness >16 mm at week 13 were noted in groups treated wit istal
acetate compared to placebo or leuprorelin. In clinical routine, findings of “non—pw gical”
endometrium as well as an increased endometrial thickness might lead to further iNation to

%SmPC that
15% of the

patients may experience a thickening exceeding 16mm and such thickening m@e investigated if

exclude endometrial pathology. To address this matter, prescribers will be informed ’l\
increased thickening of the endometrium may occur (SmPC, Section 4.4) and that t

persisting more than 3 months following the end of treatment and return nstruations (SmPC,
Section 5.1). Additionally, the applicant has provided an educational% am to enforce this

information. 0

Uncertainty in the knowledge about the unfavour‘Qle effects

pharmacokinetic properties of ulipristal acetate. However, are limited. Two in vivo interaction

Concerning human pharmacokinetics, the dossier contai&ies for the characterisation of
studies are available and no studies were performed in ‘Special populations. To address this matter.
prescribers will be informed in the SmPC of reco tions for patients with renal impairment,
hepatic impairment and children. The applicant Willxconduct a Phase | study in women with mild,

moderate and severe hepatic impairment (PGL-W, ).

Non-physiological changes in the endometriLngstic hyperplasia) have been observed with Esmya
during the 3-month clinical trials. An additionabé6-month post-treatment follow-up after 3 months of
treatment with Esmya has been submi ndometrial safety has not been established beyond 3
months as no safety data are available§for)a treatment duration longer than 3 months, except for 9
subjects in study PGL-N-0090.

The indication has therefore bee @ ricted to patients who are planned for surgery only. The SmPC
also includes a statement in s@n 4.2 to limit the risk for off-label use and a contra-indication in
n

section 4.3 for treatment be months.

In addition to this, the aant has agreed as part of the RMP to conduct a retrospective chart review
to identify the risk forvgff-labél use and provided a synopsis (PGL11-020). Not less than 1000 subjects
will be identified a ospectively followed-up for 12 months after 3 month treatment. The final

protocol will be a y the CHMP.

.
The propose &J ational program for gynaecologists and pathologists has been revised and is
considered Lﬂtable. The proposed survey is aimed to investigate the knowledge of ulipristal acetate
among scribers and pathologists who received the educational program. The educational
progr ombination with the proposed prescription pattern study are considered sufficient and will
pr (mpropriate measures on reducing the risk of inappropriate management of endometrium
efing (unnecessary interventions and treatments), inappropriate diagnosis of endometrial
hyperplasia (mistaken as PAEC), delayed diagnosis of atypical endometrial hyperplasia or

adenocarcinoma, and long term treatment with ulipristal acetate.
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Benefit-risk balance

Importance of favourable and unfavourable effects

ffect
when given for a period of three months. A significant reduction in fibroid size is considere@quately

A clinically significant reduction in bleeding and anaemia were demonstrated when ulipristal, acetate
was compared to placebo, and non-inferior to the comparator GnRH-agonist with a more ra

shown. For pre-operative treatment, the clinical relevance of Esmya is justified. %
.
Significant changes in endometrial thickness may, however, occur with non-physiol@changes and
increase in thickness. The increased percentage of endometrium thickness > 16 reversed after
discontinuation. The incidence of endometrial hyperplasia was very low (1 ¢ d no different to

controls (one case with placebo and one case with GnRH-agonist). &

Endometrial data at week 38 in Study PGLO7-021 and Study PGLO?—C@H& reassuring regarding

in the ulipristal acetate
treatment groups. The incidence of PAEC at week 38 (6 months after end/of treatment) was similar to
that observed at screening. The short-term safety data after 3 mo% of treatment with Esmya do not
show an increased risk for malignant changes in the endometriug?t dies PGL0O7-021, PGL0O7-022 and
PGL09-026). Further data regarding the carcinogenic potenti% ipristal acetate will be provided by

diagnosis of malignant changes, cellular atypia or other findings of

two ongoing non-clinical carcinogenicity studies.

Duration of treatment was restricted to 3 months, e for 9 subjects. It is therefore unknown
whether the non-physiological changes observed dux tment might lead to endometrial pathology
if treatment is continued beyond 3 months of treatment. As a consequence, treatment duration has
been limited to 3 months.

Benefit-risk balance Q

The clinical efficacy has been adequaﬁ?established and there are no major safety concerns. In
conclusion, the B/R balance of Esmy% e pre-operative treatment of moderate to severe symptoms
of uterine fibroids in adult women roductive age is positive. The duration of treatment is limited
to 3 months. 6

4. Recommendat&ls

Outcome \

Based on the CH %ew of data on quality, safety and efficacy, the CHMP considers by consensus
that the risk-b fit*balance of Esmya is positive for the pre-operative treatment of moderate to

severe syn;p@of uterine fibroids in adult women of reproductive age. The duration of treatment is

limited tt:

C ons or restrictions regarding supply and use

Medicinal product subject to medical prescription.
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Conditions and requirements of the Marketing Authorisation
Risk Management System and PSUR cycle

The MAH must ensure that the system of pharmacovigilance, presented in Module 1.8 of the
marketing authorisation, is in place and functioning before and whilst the product is on the m

The MAH shall perform the pharmacovigilance activities detailed in the Pharmacovigilav@’lan, as
agreed in version 7 of the Risk Management Plan (RMP) presented in Module 1.8.2,0@ marketing
authorisation and any subsequent updates of the RMP agreed by the CHMP. {\

As per the CHMP Guideline on Risk Management Systems for medicinal product human use, the
updated RMP should be submitted at the same time as the next Periodic Safe@ate Report (PSUR).

In addition, an updated RMP should be submitted:

¢ When new information is received that may impact on the current S pecification,
Pharmacovigilance Plan or risk minimisation activities

¢ Within 60 days of an important (pharmacovigilance or risk mini&ation) milestone being reached

e at the request of the EMA
Conditions or restrictions with regard to the safe an@aalve use of the medicinal product

Prior to launch of the product in each Member Sta\;@Marketing Authorisation Holder shall agree
ith

the content and format of the educational material w e national competent authority.

The Marketing Authorisation Holder (MAH) shall e@e that, at launch and thereafter, all prescribers of
Esmya and pathologists who review samples®from Esmya-treated patients are provided with

educational material. &

The educational material shall consist following:

e Educational material for p@ ers (gynaecologists) which contains:

o Cover letter @

o SmPC
o0 Physi 'an’&de to prescribing Esmya

o Educational%rial for pathologists which contains

(o] F@logist’s guide

. B stick or CD ROM with images of digital specimens (digital library with high

t\ resolution images).

The“educational material shall contain the following key elements:

Physician’s guide to prescribing

¢ detailed recommendations for management of endometrial thickening

o reminder of the effect of ulipristal acetate on the endometrium
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. the need to inform the pathologist that patients were treated with Esmya if biopsy/surgical
samples are to be sent for analysis.

e the indication: pre-operative treatment limited to 3 months

e the contraindications of pregnancy and breastfeeding, genital bleeding of unknown iology
or for reasons other than uterine fibroids, and uterine, cervical, ovarian or breast CE?

e absence of safety data for treatment longer than 3 months and for re-treatmen
&

e the need to investigate as per usual clinical practice persistence of endo{? | thickening
following treatment discontinuation and return of menstruation to de underlying
conditions. 0

Educational material for pathologists Q

o key effects of Esmya on Progesterone Receptor Modulator Ass@ad Endometrial Changes
(PAEC) and how they differ from those of unopposed oestroge@

¢ the differential diagnosis between PAEC, unopposed oestrle and endometrial hyperplasia

Obligation to complete post-authorisation measuresoq

Not applicable O

Conditions or restrictions with regard to the safe and effective use of the medicinal product
to be implemented by the Member States

The Member States should ensure that aII@itions or restrictions with regard to the safe and
effective use of the medicinal product as #§€éscribed below are implemented:

Prior to launch of the product in eac @ber State, the Marketing Authorisation Holder shall agree
nal material with the national competent authority.

the content and format of the eduga

The Marketing Authorisation HoldbAH) shall ensure that, at launch and thereafter, all prescribers of
Esmya and pathologists w (@view samples from Esmya-treated patients are provided with
educational material.

The educational mate\lshai!consist of the following:

. Educational@rial for prescribers (gynaecologists) which contains:

o) ‘K r letter
QO\QTIPC
6 Physician’s guide to prescribing Esmya

@ucational material for pathologists which contains
o Pathologist’s guide

o0 USB stick or CD ROM with images of digital specimens (digital library with high
resolution images).

o SmPC
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The educational material shall contain the following key elements:

Physician’s guide to prescribing

¢ detailed recommendations for management of endometrial thickening b
o reminder of the effect of ulipristal acetate on the endometrium @

. the need to inform the pathologist that patients were treated with Esmya’l@sy/surgical
samples are to be sent for analysis.

e the indication: pre-operative treatment limited to 3 months O

e the contraindications of pregnancy and breastfeeding, genital bleeﬂ? unknown aetiology
or for reasons other than uterine fibroids, and uterine, cervical, ovawan or breast cancer.

e absence of safety data for treatment longer than 3 months an@re-treatment

e the need to investigate as per usual clinical practice pegSistence of endometrial thickening
following treatment discontinuation and return of @ ruation to exclude underlying
conditions.

Educational material for pathologists

e Kkey effects of Esmya on Progesterone Recep dulator Associated Endometrial Changes
(PAEC) and how they differ from those of urN ed oestrogen

e the differential diagnosis between PAEC, posed oestrogen and endometrial hyperplasia

Additional data/market exclusivity Q

Furthermore, the CHMP reviewed the d ‘ljmitted by PregLem France SAS, taking into account the
provisions of Article 14(11) of Regulaﬁ'

therapeutic indication brings signiz'

R

“
-
N
&

<

C) No 726/2004 and considers by consensus that the new
nical benefit in comparison with existing therapies.
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