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lAESIAUENEMSUUARINTNINTUNNE

L NAME OF THE MEDICINAL PRODUCT

Esmya 5 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 5 mg of ulipristal acetate.

For the full list of excipients. see section 6.1,

3.  PHARMACEUTICAL FORM

Tablet.
White 10 off-white, round biconvex tablet of 7 pun engraved with “ESS” on one face.

4. CLINICAL PARTICULARS
4.1 Therapeantic indications

Ulipristal acetate s indicated for one treatment course of pre-operative treatment of moderate to
severe symptoms of uterine fibroids in adult women of reproductive age.

Utipristal acetate is indicated for intermittent treatment of moderate 10 severe symptoms of uterine
fibroids in adult women of reproductive age who are not eligible for surgery.

4.2 Posology and methad of administration

Esmya treatment is to be initiated and supervised by physicians experienced in the diagnosis and
treatment of uterine fibroids.

Posology

The treatment consists of one tablet of 5 my to be taken once daily for treatment courses of up
3 months each. Tublets may be taken with or without food.

Treatments should only be initiated when menstruation his occurred:

- The first treatiment course should start during the first week of menstruation.

- Re-treatment courses shoubd start at the eurliest during the first week of the second menstruation
following the previous treatment caurse completion.

The treating physician shoutd explain to the paticnt the requicement for treatment free intervals,
Repeated intermittent treatment has been stwidied up to 4 intermittent courses,

If a patient misses a dose, the patient should ke ulipristal acetate as soon us possible. If the dose was
missed by more than 12 hours, the patient should net take the missed dose and simply resume the
usual dosing schedule,

Special populaiion

Renal impairment

No dose adjustment is recommended in patients with mild or moderate renal impairment. In the
absence of specific studies. ulipristal acetate is not recommended in patients with severe renal
impairmeat unless the pattent is closely monitored {see sections 4.4 and 5.2).
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| 60




SPC

Paediarric population
There is no relevant use of ulipristal acetate in the paediatric population. The safety ond efficacy of
ulipristal acetate was only established in women of 18 years and oider.

Method of gdministration
Oral use. Tablets should be swallpwed with water,

4.3 Contraindications

Hypersensitivity 1o the active substance or 1o any of the excipients Jisted in section 6.1,
Pregnancy and breastfeeding.

Genital bleeding of unknown activlogy or for reasons vther than uterine fibroids.
Uterine, cervicul. ovarian or breast cancer.

Underlying hepatic disorder.

4.4 Special warnings and precautions for use

Ulipristal acetate should only be preseribed after careful diagnosis. Pregnancy should be preciuded
paor o treatment. If pregnancy is suspected prior o initiation of & new treatment course, & pregrancy
test should be performed.

Contraception

Concomitant use of progestagen-only pills, a progestugen-releasing intrauterine device or combined
oral contraceptive pills is not recommended (see section 4.5 Although a majority of women taking a
therapeutic dose of ulipristal acetate have anovulation, a non hormnnal contraceptive method is
recommended during treatment.

Endometrial changes

Ulipristal ucetate has a specific pharmacodynamic 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 treutment cessation.

These histological changes are denoted as “Progesterone Receptor Modulator Associated Endometrial
Changes™ (PAEC) and shoald not be mistuken for endometrial hyperplasia (see sections 4.8 and 5.1).
In addition, reversible increase of the endomenium thickness may oceur under treatment.

In case of repeated intenmittent treatment, periodic monitoring of the endometrium is recommended.
This ineludes annual ultrasound ta be performed after resumption of menstruation during
oft-treatment period.

It endometnial thickening is noted, which persists atter return of menstruations during off-treatment
periods or beyond 3 months following the end of treatnent courses. and/or an altered bleeding pattern
is noted (see section "Bleeding pattern” below), mvestigation inchuding endometrial biopsy should be
performed in order to exclude other anderlying conditions. including endometrial malignaney.

In case of hyperplasia (without atypia). monitoring as per usual clinical practice (e.g. a follaw-up
control 3 months later) would be recommended. 1o case of atypical hyperplasia. investigation und
management as per usual clinical practice should be performed.

The treatment courses should each not exceed 3 months as the risk ol adverse impact on the
endometrinm is unknown if treatment is continued without interruption.

Bieeding pattern

Patients should be informed that treatment with wlipristaf acetate usually feads o a significant
reduction in menstrual blood foss or amenorrhea within the first 10 days of eatient. Should the
excessive bleeding persist. patients showld notify their physician. Menstrual periods generally return
within 4 weeks after the end of each treatment course.




If. during repeated intermittent treatment, after the initial reduction in bleeding or amenorrhea, an
ubtered persistent or unexpected bleeding patters aceurs, such as inter-menstrual bleeding,
investigation of the endometrium including endometrial biopsy should be performed in order to
exclude other underlying conditions, including endometrial malignancy.

Repeated intermittent treatment has been studicd up to 4 intermittent treatment courses,

Renal impairment

Renal impairment is not expected to significamly abter the elimination of ulipristal ucetate. In the
absence of specific studies. ulipristal acetate is not recommended for patients with severe renal
impairment unless the patient is closely monitored (see section 4.2).

Hepatic injury

During the post-marketing experience, four cuses of serious liver injury leading ta hepatic
transplantation and additional case has been reported. (see section 4.3).

Liver function tests must be performed before starting treatment. Treatment must not be initiated if
transaminases (alanine transaminase (ALT) or aspartate aminotransferase (AST)) exceed 2 x ULN
{isolated or in combination with bilirubin >2 x ULN).

During treatment, liver funclion Lests must be performed monthly during the first 2 treatment courses.
For further treatment courses. liver functian must be tested once hefore cach new treatment course
and when climeally indicated.

If a patient during treatment shows signs or symptoms compatible with liver injury (fatigue. asthenia,
nausea, vomiting, right hypochondrial pain, anorexia, jaundice), treatment should be stopped and the
paticat should be investigated immediately, and liver function tests pertormed.

Patients who develop transaminase levels (ALT or AST) > 3 times the upper limit of normal during
treatment should stop treatiment and be closely monitored.,

In addition liver westing should be perdformed 2- 4 weeks after treavment has stopped.

Healtheare protessionals should advise their patients about the signs and symptoms of liver injury
and the action 1o take shoutd they oceur. tn case of signs or symptoms suggestive of such injury,
treatment should be stopped. Patients should be investigated immediately including liver function
testing.

Healtheare professionals prescribing Esmya will receive i letter with further details once & European
Commission decision has been ssued.

Concomitant treagments

Co-administration of moderate (e.g. evythromycin, grapefruit juice. verapamil} or potent (e.g.
ketoconazole. ritonavir, nefuzodone. itraconazole, elithromycin, clasithromycin) CYP3IA4 inhibitors
and ulipristal acetate is not recommended (see section 4.5).

Concomitunt use of ulipristal acetate and potent CYP3AL inducers (e.g. cifampicin. rifabutin,
carbamazepine, oxcurbazepine, phenytoin, fosphenytoin, phenobarbital, primidone. St John's wort,
cfavirenz, nevirapine. long term use of ritonavir) is not recommeended {see section 4.5).

Asthma p:
Use in women with severe asthma insufticiently controlted by oral glucocurticoids is not
reconunended.

4.5 Interaction with other medicinal products and other forms of interaction

Potential for other medicinal products to affect ulipristal agetate:

Hormenal contraceprives

Ulipristal acctate has a steroid structure and acts as a selective progesterone receptor modulator with
predominantly inhibitory effects on the progesterone recepror. Thus hormonal contraceptives and
progestagens are likely w reduce uliprisad seetate efficacy by competitive action on the progesterone
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receptor. Therefore concomitant administration of medicinal products containing progestagen is not
recomniended (see section 4.4 and 4.6).

CYPSAS inhibitors

Following administration of the moderate CYP3A4 inhibitor erythromycin propionate (300 my twice
daily for 9 days) o healthy fennle voluntecrs, Co and AUC of ulipristal acetate increased 1.2 and
2.9 fold. respectively: the AUC of the active metabolite aof wlipristal acetate increased 1.5 fold while
the Caue of the active metabolite decreased (0.52 fold change).

Following administration of the potent CYP3IAS inhibitar ketoconazale (400 mg once daily for

7 days) W healthy female volunteers, Cun and AUC of alipristal acetate increased 2 and 5.9 fold.
respectively: the AUC of the active metabolite of alipristal acetate increased 2.4 fold whike the Co., of
the active metabolite decreased (0.53 Told change).

No dose adjustment is considered necessary for administration of ulipristal acetate to patients
receiving concomitant mild CY P3A4 inhibitors. Co-administration of moderate or potent CYP3A4
inhibitors and ubipristal acetate is not recommended (see section 4.4,

CYP3A4 inducers

Administration of the patent CYP3A4 inducer rifampicin (300 mg twice daily for 9 days) t healthy
female volunteers markedly decreased Cpcand AUC of ulipristal acetate and its active metabolite by
W% oc more and deereased ulipristal acetate half-life by 2.2-fold corresponding to an approximately
10-fold decrease of ulipristal acctaie exposure. Concomitant use of ulipristal acctate and potent
CYP3A4 inducers (e 2. rifampicin. rifubutin. carbamazepine. oxcarbazepine. phenytoin. fosphenytoin,
phenobarbital. primidone. StJohn's wort, efavirenz, nevirapine. long term use of ritonavir) is not
recomnmended (see section 4.4,

Medicinal producty affecting gastric pH

Adntinistration of alipristal acetate (10 mg tablet) together with the proton punp inhibitor
esomeprazole (20 mg daily for 6 days) resulted in approximately 634 lower mean Coae. @ delayed tu,
(from a median of .75 hovrs to 1.0 hours) and 13¢% higher mean AUC. This effect of medicinal
praducts that inerease gastric pH is not expected to be of clinical relevanee for daily administration ot
ulipristal acctate tablets.

Potentiad for ulipristal acetate to atfect other medicing] producls:

Hormonal comtracepives

Ulipristal acetate may interfere with the action of hormonal contraceptive medicinal products
(progestagen only. progestagen releasing devices or combined oral contraceptive pills) and
progestagen administered for other reasons. Therefore concomitant administration of medicipal
products containing progestagen is not recommended (see sections 4.4 und 4.6). Medicinal products
vontaining progestagen should not be taken within 12 days after cessation of ulipristal acetate
treatment.

P-gp substraics

I vins datcindicate that alipristal acetate may be an inhibitor of P-gp at clinically releviat
coneentratians in the gastrointestinal wall during absorption.

Simultancous administration of ulipristal acetate and a P-gp substrate has not been studied und an
interaction cannat be excluded. fi vivo vesults shaw that ulipristal acetate (administered as a single
10 mg tablet) 1.5 hour before administeation of the P-gP substrate fexofenading (60 myg) has na
clinically relevant effects on the pharmacokinetic of fexotenadine. 1tis therefore recommended that
co-administration of ulipristal acetate and P-gp substrates (e.g. dubigatran etexilute, digoxin,
texofenadiney should he separated in tine by at least 1.5 hours.

4.6 Fertility, pregnancy and lactation

a%
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Ulipristal acctate is likely to adversely interact with progestagen-only pills. progestagen-releasing
devices or combined oral contraceptive pills. therefare, concomitant use s not recommended.
Although a majority of women taking @ therapeutic dose of alipristal acetate have anovulation, a non
hormonal contraceptive method is recommiended during treatment (see sections 4.4 and 4.5),

Pregnancy

Ulipristal acetate is contraindicated during pregnancy (see section 4.3).

There are no or limited amount of data from the use of ulipristal acetate in pregnant womert,
Although no teratogenic potential was vhserved, animal data are insutficient with regard to
reproduction toxicity {see section 5.3).

Available toxicological data in animals tiave shown excretion of ulipristal acerate in milk (for details
see section 3,3). Ulipristal acctate is exereted in human milk, The effect on newborn/infants has not
been studied. A risk to the newborns/infants cannot be excluded. Ulipristal acetate is contraindicated
during breastfeeding (see sections 4.3 and 5.2).

Fertility
jority of women taking a therapeutic dose of ulipristal acctate have anovulution, however, the
level of fertility while taking multiple doses of ulipristal acetate has not been studied.

4.7 Effects on ability to drive and use machines

Ulipristat acetate miry have minor influcnce on the ability to drive or ase machines as iild dizziness
has been observed after ulipristal acetate intake.

4.8  Undesirable effects

Summary of the sufety profile

The sufety of ulipristal acetate has been evatuated in {053 women with utedne fibroids treated with
5 mg or 10 mg ulipristal wcetate during Phase Ui studies. The most common finding in clinical tials
was amenorrhea (79.29). which is considered as i desirable outcome for the patients (see

section +4.4),

The most frequent adverse reaction was hot flush. The vast mujority ot adverse reactions were mild
and moderate (95.0%). did not lead to discontinuation of the medicinal product (98.0%) and resolved
spontaneously.

Among these 1053 womer. the salety of repeated intermittent treatment courses (cach limited 10

3 months) has been evaluated in 531 women with uterine fibroids treated with § or 10 mg ulipristal
avetate in two phase HE stuclies (including 446 women exposed to four intenmitient treatment courses
of whom 53 were exposed 1o eight internittent treatiient courses) and demonstrated it similar safety
profile to that observed for one treatment course,

Tabuluted list of adverse reactions

Based on pooled data from four phase (1] studies in patients with aterine fibroids treated for 3 months,
the following adverse reactions have been reported. Adverse reactions listed below are classified
according to frequency and system organ ¢lass. Within each frequency grouping. adverse reactions are
presented in order of decreasing serivusness. Frequencies are defined as very common (21/10).
conunon (2 1100 to <1/10), uncommon (21/71.000 to < 1/100), rare (2 1/10.000 10 <1/1,000). very rare
(<1/10,000) and not known (cannot be estimated from available data).
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Adverse reactions during treatment course 1

System Organ Very common | Common Uncommon Rare Frequency
Class Not known
Immune system Drug

disorders hypersensitivity®

Psyehiatric Anxiety

disorders Emotional disorder

Nervous system Headache * Dizziness

disorders

Ear and labyrinth Vertigo

disorders

Respiratory,

thoracic and

mediastinal

disorders

Guastrointestinal Abdominal pain Dry mouth Dyspepsia

disorders Nausea Constipation Flatulence

Hepatobiliary Hepatic
disorders failure
Skin and Acne Alopecia™* Angioedema
subcutancous Dry skin

tissue disorders Hyperhidrosis

Musculoskeletal
and connective
tissue disorders

Muscutoskeletal
pain

Buack pain

Renal and urinary

Urinary

disorders eontinenge

Reproductive Amenorrhea Hot flush* Uterine Ovarian ¢yt
system and breast | Endometrial Pelvie pain haemorrhage* ruptured®
disorders thickening* Ovarian cyst* Metrorrhagia Breast swelling

Breast
tenderness/pain

Genital discharge
Breast discomfort

General disorders
and administration
site conditions

Fatigue

Ocdena
Asthenia

Investigations

Weight increased

Blood cholesterol
nvreascd

Bluod triglycerides
mereased

* sep seetion “Description of selected adverse reactions™

“% The verbatim term “mild hadr koss™ wan coded 10 the tenn “alopecia”

When comparing repeated treatment courses. overall adverse reuctions rte was less frequent in
subsequent treatment courses than during the first one and cach adverse reaction was less frequent or
remained in the same frequency category {except for dyspepsia which was clussified as uncommon in
treatment course 3 based on one patient oceurence).

Description of selected adverse reactions

Endometrial thickening
In 10-15% af patients, thickening of the endometrium (> 16 inm hy ultrasound or MR1 atend of

treatnient) was observed with ulipristal acetate by the end of the first 3-nronth treatment course. In

subsequent treatment courses, endometrial thickening was less frequenty observed (4.9% and 3.5% of
patients by the end of second and fourth treatment course. respectively). The endometrial thickening
reverses when treatment is stopped and menstrual periods resume.




In addition, reversible changes o the endometrivm are denoted PAEC and are different from
endometrial hyperplasia. If hysterectomy or endometrial biopsy spectmens are sent for histology. then
the pathologist should be informed that the patient has taken ulipristal acetate (see sections 4.4

and 5.1).

Hot flush

Hot flushes were reported by 8.1% of patients but the rates varied across trials. in the active
comparator confrotled study the rates were 24% (10.5% moderate or severe) for afipristal acetate and
60.4% (39.6% moderate or severe) for leuprorelin-treated patients. In the placebo-controlted study.
the rate of hot flushes was 1.0% for ulipristal acerate and 0% for placebo. In the first 3-month
rreament course of the twa Jong term Phase 111 trials, the frequency was 5.3% and 5.8% for ulipristal
acetate, respectively.

Drug hypersensivivity
Drug hypersensitivity symptoms such as generalised oedema, pruritus, rash, swelling face or urticaria
were reported by 0.4% of patients in Phase 11 trials.

Headache
Mild or moderate severity headache was reported in 5.8% of patients.

Ovarian cyst
Funetional ovarian cysts were observed during and afler treatment in 1.0% of patients and in most of
the cases spontancously disappeared within a few weeks,

Uterine huemorrhage

Patients with heavy menstrad bleeding due 1o uterine fibroids are at risk of excessive bleeding. which
may require sucgical intervention. A few cuses have been reported during ulipristal acetate treatment
or within 2-3 months after ulipristal acetate treatment was stoppetl.

Reporting of suspected adverse reuctions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. 1t
allows continued monitoring of the beaefit/risk batance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Experience with ulipristal acetate overdose is Himited.

Single doses up to 200 mg and daily doses of 30 mg tor 10 consecutive days were adnunistered to u
limmited number of subjects, and no severe or serious adverse reactions were reported,

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic propertics

Pharmucotherapeutic group: Sex hormones and modulators of the genital system. progesterone
receptor modutators, ATC code: GOIXBO2.

Ulipristal acetate is an orally-active synthetic seleative progesterone receptar modulitor characterised
by u tissue-specific purtial progesterone antagonist etfect.

Mechanism of action

Ulipristal acetate exerts a direct effect on the endometrium.

13.1.2Pg. 7
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Ulipristal acetate exerts a direct action on tibrowds reducing their size through inhibition of cell
proliferation and induction of apoptosis,

Pharmacodynamic etfects

When daily administration of a 5 mg dese is commenced during a menstrual cycle most subjects
{including patients with myoma) witl complete their first menstruation but will not menstrtate again
until after treaument is stopped. When ulipristal acetate treatment is stopped, menstrual cycles
geperally resume within 4 weeks,

The direet action on the endometrium results in class-specific changes in histology termed PAEC.
Typicaily, the histolagical appearance is an inactive and weakly proliferating epithelium associated
with asymmetry of stromal and epithelial growth resulting in prominent cysticaily dilated glands with
admixed oestrogen (mitotic) and progestin (secretory) epitheliat effects. Such o pattern has been
observed in approximately 60% of patients treated with ulipristal acetate for 3 months. These changes
are reversible after treatment cessation. These changes should not be confused with endometrial
hyperplasia.

About 5% of patients of reproductive age experiencing heavy menstrual biceding have an endometrial
thickness of greater than 16 mm. In ahout 10-15% of patients treated with ulipristal acctare the
endometrivm may thicken (> 16 ma) during the first 3-month treatment course. la case of repeated
treatment courses, endometrial thickening was less frequently observed (4.9% of patents afier sccond
treatment course and 3.5% after fourth treatment course). This thickening disuppears after treatment is
withdruwn and menstruatian occurs, If endometsial thickaess persists after retum of menstruations
during off-treatment periods or beyond 3 months following the end of treatinent caurses. it may need
1o be investigated as per usual clinical practice to exclude other underlying conditions.

Linsirary
A daily dose of ulipristal acetate 5 mg inhibits ovulation in the majority of patients as indicated by
progesterone levels maintained at around 0.3 ng/ml.

A daily dose of ulipristal acctate 5 mg partially suppresses FSI levels but sexum oestradiol levels are
maintained in the mid-follicular range in the majority of paticnts and are similar to Jevels in patients
who received placebo,

Ulipristal acetate does not affect serum levels of TSH. ACTH or prolactin.

Clinical etticacy and safety

Pre-operative use:

The efficacy of fixed doses of vlipristal acetate 5 nig und 10 mg once duily was evaluated in twe
Phase 3 rundomised. double-blind. 12 week studies recruiting patients with very heavy menstrual
bleeding associated with uterine tibroids, Study | wus doubie-blind placebo controlled. Patients in
this study were required to be anuemic at Sdy entry (Hb < 10.2 ¢/dl) and all patients were to receive
oral iron 80 mg Fe++ in addition to study medicinal product. Study 2 contained the active comparator,
leuprorelin 3.75 mg given once per month by intramuscular injection. In Study 2. a double-dummy
method was used to maintatn the blind. In both studics menstrual blood loss was assessed using the
Pictoriat Bleeding Assessment Chart (PBAC). A PBAC >100 within the first 8 days of menses is
considered to represent excessive menstrual blood loss.

In study 1. a statistically significant difference was observed in reduction in menstraad blood loss in
Tavour of the patients treated with ulipristal acetate compared to plocebo {see Table 1 below),
resulting in faster and more efficient correction of anaemia than iron wlone. Likewise, paticuts treated
with ulipristal aeetate bad a greater reduction in myoma size. as assessed by MR,
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In study 2. the reduction in menstrual blood loss was comparable for the patients treated with
ulipristal acetate and the gonadotrophin releasing hormone-agonist euproreling. Most patients treated
with ulipristal acetate stopped bieeding within the first week of treatment (amenortheu).

The size of the three fargest myomas was assessed by ultrasnund ai the end of treatment (Week [3)
and for another 25 weeks without treatment in patients who did not have hysterectomy or
nyomectomy performed. Myoma size reduction was generally maintamed during this fallow-up
period in patients originally treated with ulipristal acetate but some re-growth oceurred in patients
treated with leuprorefin.

Table 1: Results of primary and selected secondary efficacy assessments in Phase IH studies

Study 1 Study 2
Parameter Placebo | Ulipristal | Ulipristal | Leuprorelin | Ulipristal - Ulipristal
acetate acetate 3. 75 mg/ acetate acetate
Smg/day | 10 mg/day month 5 mg/day | 1 mg/day
N=48 N=95 N=94 N=93 N=93 N=95
Menstrual
bleeding
Median PBAC at 376 386 330 297 286 271
baseline
Median change at -59 -329 -326 -274 -268 <2068
week 13
faieno 3 6 76 74 70 85
N (63%) | (734%) | BLI%P | 304%) | (753%)  (89.5%)
i o
Patients whose
menstrual
o .
bleeding became Y . 86 , 8_(’ . 82 84 i 93 .
normal tPBAC < (18.8%) | (91.5%) (92.5%) (89.19%) (90.3%) (97.9%)
75) at week 13
Median change in
;‘:;I‘T"“Qj“k“"::'(“:(“ $30% | -212%° | -12.3%° 33.5% AS6% L A21%
week 137

*In Stady 1. change from baseline in wetl myoma volume was measured by MRI. {n Study 2, change in the volume of the
three Lirgest myomas was measired by shrnsound. Bold values in shaded squares indicate that there was u significam
ditference in the comparisons between wipristal acenae and the control, These were always in favour of wlipristal seetate.
Pvalues: F = <0001, 1 = 0,037, = <0002, % = <0.000.

Repeated infermitient use:

The efficacy of repeated treatment courses fixed doses of ulipristal acetate S myg or 10 mg once daily
was evaluated in two Phase 3 studices assessing up to 4 intermittent 3-month treatment courses in
patients with heavy menstruat bleeding associated with uterine fibroids. Study 3 was on open-tabel
study assessing ulipristal acetate 10 mg. where cach of the 3-month treatment was followed by

10 days of double-blind treatment with progestin or placebo. Study 4 was a randomized, double-blind
clinical study assessing ulipristal acetate 5 or 10 mg.

Studies 3 and 4 showed efficacy in cantrolling uterine fibroid symiptoms (e.2. uterine bleeding) and
reducing fibrotd size after 2 and 4 courses.

tn study 3, weatment efficacy bas been shown over > [8 months of repeated intermitlent treatment

(4 courses of 10 mg once daily). 89.7% of patients were inwenorrhea at the end of the treatinent
course 4.

In study 4. 61.9% und 72.7% of patients were in amenorrhea at the end of both treatment

course 1 and 2 combined (5 mg dose and 10 myg dose. respectively, p=0.032): 48.7 % and 60.5 % were

| 68
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in amenorrhea at the end of all Tour treatment courses combined (5 mg dose and 10 mg dose
respectively, p=0.027). At the end of treatment course 4, 158 (69.6%) subjects and 164 (74,5
suhjects were assessed as being in amenorrchea, in the 5 g dose and 10 mg dose respectively
(p=0.290).

Table 2: Results of primary and selected secondary efficacy assessments in long term Phase T studices

Parameter After treatment course 2 After treatment caurse 4
(two times 3 months of treatment) tfour times 3 months of treatment)
Study 3* Study 4 Study 3 Study 4
Patients starting | 10 mg/day | S mg/day | 10 mg/day | 10 mg/day | S mg/day | 10 mg/day
treatment N=132 N=213 N=207 N=107 N=178 N=176
course 2or 4
Patients in N=t3] N=197 N=107 N=227 N=220
amenorrhea™ 16 162 9% 158 164
(88.5%) (82.2%) (89.7%) 09.6% ) (74.5%)
Patients with NA N=199 N=191 NA N=24)2 N=192
controlled 1758 168 148 144
bleeding™ ¥ (87.9%) (88.0%) (73.3%) (75.06)
Median chunge -63.2% S34.14% -58.0% S72.0¢4% -T1.8% -72.7%
in myoma
vilume tram
baseline

“Treatment course 2 ansessment corresponds o Treatment course 2 plus ane menstrial bleeding

" Puticots with missing values were exduded from the analysis

S Nand % include withdrawn paticnis

4 Controiled bleeding was defined as no episodes of heavy biceding and a mavimum of § days of bleeding (not including

day s of spotting) during the kst 2 months of a reatment course.

In all Phase 1T studies including repeated intermittent treatment studies. a tatal of 7 cases of
hyperplusia were observed out of 789 patients with adequate biopsies (0,894 ). The vast majority
spontancously reversed to nanmal endometrium afier resumption of menstruation during the
off-treatment period. The incidence of hyperplasia did not increase with repeated treatment courses,
inclading data on 340 women wha received up to 4 courses of ulipristal acetate 5 or 10 mg and
limited dota of 43 women who received up 1o § courses of ulipristal acetate 10 mg. The observed
frequency ix in line with eontrol groups and prevalence reparted in literature for syniptomatic pre-
menopausal women of this age group (mean of 40 yeuars).

Paediatric population

The European Medicines Ageney las waived the obligation ta submit the results of studics with
Esmya in adl subsets of the pacdiatric population in leiomyoma of uterus (see section 4.2 for
information on puediatric uses.

5.2 Pharmacekinetic pruperties

Following oral administration of a single dose of S or 10 mg. wlipristal acetate is rapidly absorbed,
with a Cuoe 0F 23.5 £ 14.2 ng/ml and 50.0 £ 34.4 ng/ml occurring approximarely 1 h alter ingestion,
and with an AUCy., of 61.3 £ 31.7 ng.h/ml and 134.0 £ 83.8 ng.h/ml. respeetively. Ulipristal acetate
is rapidly teunsformed into a pharmacalogically active metabolite with it Cou, 0f 9.0 2 4.4 ng/ml and
20.6 % 10.9 ng/ml ulso occurring approximately | hatter ingestion. and with an AUC, , of

26.0+ 12.0 ng.h/ml and 63.6 + 30.1 ng.h/ml respectively.

Administration of alipristal acetate (30 mg tablet) together with a high-fat breaklast resulted in
approxtivately 45% lower mean Ca. a deliyed Lo (from a median of 0.75 hones 1o 3 hours) and 25%
bigher meun AUC., compured with adminisiration in the fasted state. Similar results were obtained
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for the active moap-N-demethylated metabolite. This Kinetic effect of food is not expected t be of
clinical relevance for daily administration of ulipristal acetate tablets.

Ulipristal acetate is highly bound (>98%) to plasima proteins, including albumin, alpha-l-acid
glycoprotein, high density lipoprotein and low density lipoprotein.

Ulipristal acetate and its active mono-N-demethylated metabolite are excreted in breast milk with a
mean AUCH milk/plasma ratio of 0.74 + 0.32 for ulipristal acetate,

Bivtransfurmaton/Elunination

Ulipristal acetate is readily converted 1o its mono-N-demethy futed and subsequently o us
di-N-demethylated metabolites. I vitro data indicate that this is predominantly mediated by the
cytochrome P450 3A4 isoform (CYP3A4). The main route of climination is through fueces and less
than 109 is excreted in the urine. The terminal half-life of ulipristal acetate in plasma tollowing a
single dose of 5 or 10 myg i estimated o be about 38 hours. with a mean oral elearance (CL/F) of
abaut 100 17h.

In vitre data indicate that ulipristal acetate and its uctive metabolite do oot inhibit CYPIAZ, 2A6,
2C9. 2C19. 206, 2E1, and 3A4, ar imduce CYPLA2 ar clinieally relevant concentrations. Thus
administration of ulipristal acetate is unlikely to alter the clearance of medicinal products that are
metabolised by these enzymes.

In virre dita indicate that ulipristal acetite and its active metabolite are not P-gp (ABCB1) substrates.

No pharmacokinetic studies with ulipristal acetate have been performed in women with impaired renal
or hepaic function. Duce to the CYP-mediated metabolisim, hepatic impairment is expected to alter the
elimination of ulipristal acetate. resulting in increused exposure. Esmiya is contraindicated in patients
with hepatic disorder {see section 4.3 and 4.4),

5.3 Preclinical safety data

Non-¢limeal data reveal no spectal hazard for humans based on conventional studies of safety
pharmacaology, repeated dose togicity. and genotoxicity.

Most findings in general toxicity studies were related (o its action pn pragesterone receptors (and at
higher concentrations on glucocorticoid receptors), with antiprogesterone activity observed at
exposures simifar to therapeutic levels. n a 39-week study in cynomolgus monkeys. histological
changes resembling PAEC were noted at low doses.

Due ta its mechanism of action, ulipristal acetate hus an embryolethal effect in rats, rabbits (at
repeated doses above T mig/kg). puinea pigs and in monkeys. The safety for o buman embryo is
unknown. At doses which were low enough (o 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 1o ulipristal acetute in treated animals or the

oftspring of treated females.

Carcinogenicity studies Gin rats and mice) showed that ulipristd acetate is not carcinogenic,

6. PHARMACEUTICAL PARTICULARS

6.1  List af excipients
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Microcrystaltine cellulose
Mannitol

Croscarmelfose sodium
Tale

Magnesium stearate

6.2 Incampatibilitics
Not applicable.

6.3 Shelf lite

3years,

6.4 Special precautions foe storage

Keep the blisters in the vuter carton in order to protect from light.

6.5 Nature and contents of container

AlW/PVC/PVDC blister.
Pack of 28 tabluts.

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Zuellig Pharma Linved

8-9 /F Ploenchit Center 2. Sukhumvit Rd..

Kwaeng Klongtoey. Khet Kiongtoey,

Bungkok 10110, Thuiland

L3 MARKETING AUTHORISATION NUMBER(S)

1C 13047761 (INC)Y
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