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<AlEAES WSl X 1] 0. ARAE oJokF MZE B ookE, 3. raAdwe] MER =
4 e e SR(EAA-TLAD, 5 AR %‘?3%% of ef>

* St 25FA2FA8E B A27=AISYEe  wEt AMAHdeR A" o oFE (At
2010.07.14, Aleh3} A7t ooFdel siFst= v, FoHe o] ARE AZM k(S 7 AE I

el

oA A = SIE] ol At
=7 9 | =2
N8 |5js| 22 |5 S EEE 2 2|4
sz BTSN o oAy o| | & g|BHIAD| Y |t & | &
P N =R RS R =N SN NI T e = = A B =X I T [V 1= I B I =i e
== jl'_%_ — = A o = o =/ =/ = =
NEIEE cl
ootz | 12
Xﬂio Olx|x|x|x|x|x|Alalalx|O|lalalO|lx|O]0O
=
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HZ
ge | O ~ | O]0|0O]O|O|x|x|x|x|x|x|O|O|O|O0|O|x|O
S<AALRIS St HdEQA> 2k 22
1. J|9 = 94A & eFEAN 28 A=
1. HeES
» 522 JIERXE JINE N D2HAHES 22X ZEMOIM, 2ads DE2(30mo)AIEIY

s*oZ JHYE. M 'ella-one'OlcteE MBHSZ EMA, FDAMA S8 &1 TS (HRA Pharma)
OlH, =UW0Z 2011E Altoz IS, HMBINY =5 MEZ(5m)0l XA22S0 S US
O N FOtL &0 &

1.2. =228

r U=2E (s 28 € gg23)2 U232 24, HLNEZ2, S 2= sensitivedtd, &2
= 32Y. 0 282 HE & 04 dAD19 IJtd LerAel S0l Jtg | &2l 20-40%01
s DXs A2 M US

= U=2E2 840 gUJIT otk S840 As 39 F=et S42 g U=z £€, 2HES, =Y,
=2 S8, 3E g ¥ =888

1.3. UsIIIE&

» JEEMA> et dE, Si%3, 2011.07.14: 18 S SCIZEO0LMIHEIOIE 30mg, fEHIg &1
= Mgy A2 st 2, 4= 5A2 Ol AtEdts ST

= <HEEHMEH> 8S

1.5. 2A=3II18 &

= DY HEMAE> ella-One, 0=, &=, Z&dA S 18  S2IZE0HMEIOIE 30mg
= <NSEMH> &
1.6. FAILE NS Hl.LL

A& o &w] o} 2244 FZIF 9




B - 2011.07.14 1994.01.26 ¢
T 14 & SYZEoAEoE |14 & ST ZgolAHolE [Info]d F Fr Ao} 1ufo]d & FEEHo}
slak 5mg 30mg M EAFS 1.88mg/3.75mg |4 EAFS 11.25mg
HaC
Hsc"'h 27[ /35| = F:E:\?l._—/o o { ;/\ '/J Y
® ale. ) ?__1?_150”3 w0 22__.2C¥H3 a. M o
T4 2'2%“ Ilf l} I “(JQL*’\E[\)L//\H’\J\/\[(\)L/Y
L\ J P /N
o7 =
ol SO MM SS|FE du mE gdu|L APAY L A=
T-539 =22z d9E QF S, a2 Asles 2. A7, sEE, 8
LEd X2 1207 7H5Y)  olulol  SA]3. H8d et 5 9 HE 55 st
Abgete S Yok 4. NLA, sHEE, S ATIEAM  FEH
5 9 HE 585 FushEL 9 FAFo jA(]
s ast AgeFd _CFadAds Age FAE 3
a9 S| A A, AgEdizt kel $
5. T34 A7l 8% (Al #3h)
3. AP AgAaL
4. ABA Tt
0 3MENMA 1Y 13 1|%=o]% 59 ojyjo] 14 2&
H(bmg)E 9=old HAIRE
0f BHCH.
AT H OI=UH =
22 ARSI,
=88 X/US 3T IS é'7§}%mi§};f}$ 1131 gl o 125 1
_ _ . mg Y orTAR I . -5 - T
2 2e sEab g9 = Fol 9377 1~5%(8 11.25 mg IekFAHat
SO0™HAIZEECH  12A1240] ) U} 23R 4AFY)
HH X B de %S 2. AFEE L AF 13)|1~594 ] 3t}
S251K 2D OSYH A 1.88 mg 93FEAL |2, A@A AgHe #A
=0 23 =280 24D Asde 2, ATTd|d Tt 125 13
guge da8l0 =S 7 1%Ql 3zt 3.7511.25 mg I 8HFA} ;
mga ‘I‘O*Cﬂ']:]' J—ﬂ“r‘oq . }:611_%‘ D HE Xﬂ%
v 9477 1~594 | #An 32 AFEdr 3
3. Ak, AFA FHHE A= 125 13]
oF @ 45 13 375 mgRAIFEZ R AP O 7 A
&AL 11.25 mgg s]&FAs
4, FFA AENE2ET [t B 23 Fdq= 97
45 18] AF kg 30 p|F7]1 1759400 i)
g I 3FFAE
A 71d 87, AR I(1-371247], AR#H1-300),[E587], ALHIH1-307), A=d25E 3671€




00), AZI=FY 24709 [AxY=28H 36714 |

TEZE-SCISEH H4E o MESF LA 2& NZ(JAIIE L ALY Z8)
« JIE U ANBTY SSHA HE o ASHAED-93(2012.01.27)

2.1. AXZH
. sty

17a-Acetoxy-11B-(4-N,N-dimethylaminophenyl)-19-norpregna—-4,9-diene-3,
20-dione
» E2AA L 2AE - C30H3NO, (475.62)

SIEMLAIEXI=
1. HAS tEHALAE
o AED|Z : 2ZAIEXZ
o ZIIEE} ¥ A : 1) orange triplex blisters (PVC, PE, PVDC+AI)
o JIAl AIEES  H4, &0l &, RAE2E, MNZLY, &
o OIEM AEE S : H&, &0, 85, RUE2Z, MMZLY, &, Sol, DIMSsE
. Qom
ANESF | AEEZAH | EJIHEN/HE batch M ArSE =™ AIIONE)
P0247 0,3,6,9,12,18,24
1) orange|P0310A 0,6,12
7c(>|'j| E—E BOOC/ tr]p|ex 101A 0,3,6,9y12
AlE 65%RH 102 0,3
5) grey triplex 101A 0,3,6,9,12
grey tnplex 7o 0,3
P0247
1) orange|P0310A 0,3,6
Al E 40T/ triplex 101A
75%RH 102 0.3
2) grey triplex 101A 03,6
102 0,3
1) orange
= triplex 101A 300-800nm
AlE 2) arey triplex |102
1 2
SoHMAEE




3.2. tIEANE & A=BE
o MEANE

JlgE0|, 4282(1~307),

3.3. AESA: A g

e orange triplex(PVC,PVDC,PE+AIZI)UHIA AIZD|2F 01 A

N2 2H 24043
= NEEIIME - D1 PTPEE(PVC, PVDC, PE, Al)

b

ol

4. SHEANEX=
e GLP =2
. QOotm
ANEH =10 s S0|2t Ed8% (mg/kg) GLP
s AR-3HC Ct3| 0, 1250 O
=3 -
232-£7) Ct3| 0, 1250 O
I 144 0, 4, 20, 100 O
Y E| 0, 1, 5, 25 O
144 0, 20, 100 N
e Y E| 0, 1, 5, 25 O
AR-2A=0| T
< oM +2H8 3l|0, 1, 5, 25 O
=
ERE T NE] CH3| 15-50048/mL O
ox HEEEYE CH3| 10-10048/mL O
ABAIE Ct3| 0,128,256,512 @
e -H7 M 14, 35, 70 0, 10 X
He-HR F G6-15 0, 0.1, 0.3, 1.3, 10 O
YPo-AR F G6-17 0, 0.1, 0.3, 1 O
A A e)
E7-2 2 F G6-18 0, 0.1, 0.3, 1
E
X
HE-A F GO-G3 0, 0.5, 1 mg/rat »
He-2H33 F G17-19 0, 2, 4, 8 mg/rat
=24 =S4 in vitro
41. BEQA: NE
1. MAISAMS M AIE
1) 2Els ¥ ZOIUHZMAISE: HiItAMS U2 Cloll =EHDF Lo glocoz
Sd2 SZ20A0] otLIBEZE =310 g de
0) BAFE 2 U THIISAE : 2 MBS PSS s 3 =0 =42
SN AL} Obe, £ HAEE
A0lD SRS JIE EX0IBZ2 Al
Bt Hl & HASX g oo & =
0l 8. sME, = &M & ZHIISAE2

I

AMEOIEZ 2=
70% Ol2f0l 4004



ol sS42 &Hole AIE0I1Bg, =8 & LuIts&0l 8o
O f2o0lg =US.

— Z20 A DA E H28Z M40 Wt 2 M3 MA=s4H
ANEZ2 AAIZ2IsS0IHL HAlotdatE 220l Z<0l oiE ot
Ct) ettet

2. ZLHAE - 2 E 3ME OILHZ E0icte SM(SE220 JIME)

1) X228 Xge JI2Hez =5 NJd/ATE. T8 AN=22BA 70%01401 40Kt €2
H CHREE0l & 2 JI=EAHE0| OtRelE A, A3 LHMES =07 RdMetE ===
HFotD AN S 2=RYUS AIEoteE AtdD 2R 2 S22REs #I|2 AIS6tH 4323
£ XZote 4= 228

2) SE2E2YMe A=22FQ AJII0F UR HAM *§0| e fgg 22 82 U322 2ol
Saet BIEE AL U =01 SItss SA0H S22 ZTAd 2EIJNZL 58 SHeZ H
JI2h g5t U2,

3) 2 HME2 RESLHAEZY 25 SHOIUH & 30742 Aoz AAIS SMAAMAMEUHAST
MM T X MMEFEHAE 5 YALHS A LUUE AMdls SUUS

5. &elAIE Xz
5.1. S AE

- steroid receptor binding

- steroid receptor binding and in vitro antiprogesterone activity

- characterization of glucocorticoid receptor binding

- biological activity in vivo

- antiovulatory and antifertility activity

- post-coital anti—fertility activity

- pregnancy termination

- effect on early pregnancy

- glucocorticoid and anticlucocorticoid activity

- antiglucocorticoid activity

5.2. QtE L2 AIE

- S=NFA OIXl= gek © Jg gs.

Sas.

- A& 2 A : Purkinje fibre action potentials, hERG current, HI2 25mg/kg Ol4&l E0{ Al

JIAG OIXle Se @ SE8ls

54. E=EZX-HAHIHE0 28 NS
1.3 EEZXUAHE 0 28 AIE

P20 e 14c-=clZclAE OHMEIOIE 7 & % £ =

2o YAts sk= ScHXE0H0AS BAs =2 30-40%. &AM CDB3877 &4.

Fl

[=X=]

A FA=0I0AM 14c-2clZelAE OIMBI0IE d+7 2 WM &0 = 4S8 A4 0 100% dHolE2s
C



- HZ20A2 MEZH AN AZIAE Al Al HFE MEUHAN Adss 24
xhalf life : rat 6hr, 2=0] 87hr, AL 32hr

- 23 ENUAN BT S0S ASSE Sy o7
o

- ALB A0l A, 41X Y ZP S0 T &S o7
- B AB0| WA, v, Im, BT SO0IS A4S o7

2) 2%

uge
bl
ju

- OIRA, HE, €V, M, B0, A2t BAXOIUA 14c-SelT2lAg 28 in vito AIE
B 2BHE OF 96-99%

- 14c-22T2 ALl QI BopX0F B B 2T HE in vito AlE

- FOINE: HE, DIRA, Q12 BotX0iet AN ZE s

~ Z=JHAIE: pigmentated HEOUN T4c-22ITelA L OLHEOIE BT S0 3 X3 21

3) CHAL

- U3 OIRA, BE, E7), N, BEO0l, AAUA 22IE HOITRBHAH S2IT2lAL A

- CYP450 BB CHAF XS0 28t 017

- OtSEN o2 NSNS

- ZOIAIE: Q12 2+ DOIARB0IA ARG CYP &4 &0l (et AT &t

- FORAIE: Q12 ZMIZ A 223 (HALHISl CYPTA2, 3A401 CHEt RE St

4) b

- l4c-BolTelAE YTE0 B 022 BetEOHIA FRS0, FUSO B B4, BE, AL b
ol 2rat o

- l4c-B2IT2lAE PRS0 T FH0I0M FPE0, BUSH = S+, =T, HAL o 28
o1

5) %SEE ASNG

~ ZJIAE: Caco-2 celli A ST ALOINEIOIES A p-gp ABXE

5.5. 2AE9A: Xgt

6. YAANEBLEN 28 A=

6.1.

e NZHMESZEM HS

6.2. 4&t2t2| Al8(Clinical Pharmacology)
6.2.1. HIEst HAE K

. Foo:

NE[ ows  |o=m . NELE]E
Iy NEHS S5 CIXtel  |CHAEXL NS ot S0 1st TR
1) AT HSE(AALE)S AW 510t Al HELAL 4
PGL-H-512
A28t TE XA
1 S= A2t Als|-242st 04, 199
ulipristal acetate|—micronized ulipristal acetate 30mg tablet
30mg &7 E0Al
MHOIZEEZ Hluwdt




Il

SEEREE

=2,
2aL, AZAH
CIXtel o7
PGL-H-501 lioristal tate 10
dem T2y AhE U|pr|sg ace.ael mg .
a2 = 1. unmicronized in gelatin capsule
Te == =2012. micoronized in gelatin capsule
CDB(VA)-29142] A 3. micronized tablegt i
IR HEE HlwsH,,

9g, =3 &0

PGL-H-503

oI I
gof ZHolol
ZAHAE DCB-291

X =JI(mid-luteal phase)
Ulipristal 1, 10, 50, 100 or 200mg unmicronized in gelatin capsules Oral
369

FOHA 8-239| o o IS5 2F RatCct g
st AIE
PGL-H-504
21248 X2 XA
ghprlgtal acetagT micronized ulipristal acetate 30mg in tablet
m .g “|ulipristalt =2 ZHUALMCI 3877A% PK parameterE EJt
Pharmacokinetic
Profile2 2 0t27]
st AR
PGL-H-505 O EZZ=J| (mid-follicular)
A28t HaED|ZE(|Ulipristal 10, 50, 100 mg unmicronized in gelatin capsules
R AMH EZ|458 (2Y 10-12Y)
| Z=D|0f|oHEr0l etst I AIOIX= =H. Hiet0 2eE S22 (HAERtE, Z2HAHE) E85s




CDB-2914 t3 &
Al HEAd=0 XHE 24, LH surge =4
ZUHY 239 AHMI|UE BHE £ 5-72Z A2 MH AAl, i 23E S22 85 s 24
o] 2t A3
PGL-H-506
HEH® D2 Y AHZ|EHMI =I| (early-luteal phase)
=2 TEH 56 (ZEH10-14H)
CDB-29142 & HIJI[10, 50, 100mg in gelatine capsules
ZJ10l S ECAlILH surge: 22 M ulipristal acetate ©SIE0H = ZSLE2 A=Wl FH2A Noyes'
2ol DXl =|criteriafll HE A=Y MPoz UYL =2 Bt
S| 25 AR
PGL-H-510
AAGHE  L5k=Al = ~
—CHAEHR) @ BASFDIE IR HAS o4 XEX
daA% U —ukrlwmicroknized uliprilstal ;cetate 2 5013 10|mg ikn gelatine capsules
tHotd  XsEHO=Z 46 e
[=2-1%e) — <
S an o TBEORS NS T 254 B
o7
PGL-H-511
SHEHAS 229 3
A AN dx|-HUst RSAS(asymptomatic) AJXES HALZ, 0|5 WH, LAY, uxaH, <
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Ulipristal acetate is indicated for pre—operative
E Y E=SES=HE S EEHRREAEE— | treatment of moderate to severe symptoms of
Sssdt | I 42 HAE0M SSE-S SAME8 JI™ | uterine fibroids in adult women of reproductive
2= =A-8IR0 22 M X2 age. The duration of treatment is limited to 3
months
Posology
= = =4 P S The treatment consists of one tablet of 5 mg

to be taken orally once daily for up to 3
months.

Treatment should be started during the first
week of a menstrual cycle.

There are no data available on treatment with
a duration longer than 3 months or on repeat
courses of treatment, therefore, treatment
duration should not exceed 3 months.

If a patient misses a dose, the patient should
take ulipristal acetate as soon as possible. If
the dose was missed by more than 12 hours,
the patient should not take the missed dose

and simply resume the usual dosing schedule.

Special population

Renal impairment

No

patients

dose adjustment is recommended in

with  mild or moderate renal




impairment. In the absence of specific studies,
ulipristal acetate is not recommended in
patients with severe renal impairment unless
the patient is closely monitored (see sections
4.4 and 5.2).

Hepatic impairment

No dose adjustment is recommended for
patients with mild hepatic impairment. In the
absence of specific studies, ulipristal acetate is
not recommended in patients with moderate or
severe hepatic impairment unless the patient is

closely monitored (see sections 4.4 and 5.2).

Paediatric population

There is no relevant use of ulipristal acetate in
the paediatric population. The safety and
efficacy of ulipristal acetate was only

established in women of 18 years and older.

Method of administration

Tablets may be taken with or without food.

>
0F0
0

10

I
oon

4.3 Contraindications
Hypersensitivity to the active substance or to

any of the excipients listed in section 6.1.

Pregnancy and breastfeeding.
Genital bleeding of unknown aetiology or for

reasons other than uterine fibroids.

Uterine, cervical, ovarian or breast cancer.
Due to lack of long term safety data, the
duration of treatment should not be longer

than 3 months (see sections 4.2 and 4.4).

4.4 Special warnings and precautions for use
Ulipristal acetate should only be prescribed
after careful diagnosis. Pregnancy should be

precluded prior to treatment.

Contraception
Concomitant use of progestagen—-only pills, a
progestagen—releasing intrauterine device or

combined oral contraceptive pills is not
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recommended (see sections 4.5). Although a
majority of women taking a therapeutic dose of
ulipristal acetate have anovulation, a non
hormonal contraceptive method is

recommended during treatment.

Renal impairment

Renal impairment is not expected to
significantly alter the elimination of ulipristal
acetate. 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 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,
resulting in increased exposure (see section
5.2). This is considered not to be clinically
relevant for patients with mildly impaired liver
function. Ulipristal acetate is not recommended
for use in patients with moderate or severe
hepatic impairement unless the patient is

closely monitored (see section 4.2).

Concomitant treatments

Ulipristal acetate is not recommended for
patients  receiving  P-glycoprotein  (P-gp)
substrates (e.g. dabigatran etexilate, digoxin)

(see section 4.5).

Co—administration of moderate or potent
CYP3A4 inhibitors and ulipristal acetate is not

recommended (see section 4.5).

Concomitant use of ulipristal acetate and
potent CYP3A4 inducers (e.g. rifampicin,
carbamazepine, phenytoin, St John's wort) is

not recommended (see section 4.5).




Asthma patients
Use in women with severe asthma insufficiently
controlled by oral glucocorticoids is not

recommended.

Endometrial changes

Ulipristal acetate has a specific
pharmacodynamic action on the endometrium.
Increase in thickness of the endometrium may
occur. If the endometrial thickening persists
within 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
ulipristal acetate. These changes are reversible

after treatment cessation.

These histological changes are denoted as
“Progesterone Receptor Modulator Associated
Endometrial Changes” (PAEC) and should not
be mistaken for endometrial hyperplasia (see

sections 4.8 and 5.1).

In absence of safety data for a period longer
than 3 months or on repeat courses of
treatment, the risk of adverse impact on the
endometrium is unknown if treatment s
continued; therefore, treatment duration should

not exceed 3 months.

Bleeding pattern

Patients should be informed that treatment with
ulipristal 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
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weeks after the end of the treatment course.

4.8 Undesirable effects

Summary of the safety profile

The safety of ulipristal acetate has been
evaluated in 393 women with uterine fibroids
treated with 5 mg or 10 mg ulipristal acetate
during Phase Il studies. The most common
finding in clinical trials was amenorrhea
(82.2%), which is considered as a desirable

outcome for the patients (see section 4.4).

The most frequent adverse reaction was hot
flush. The vast majority of adverse reactions
were mild and moderate (94.9%), did not lead
to discontinuation of the medicinal product

(99.3%) and resolved spontaneously.

Tabulated list of adverse reactions

Based on pooled data from two phase |lI
studies in patients with uterine fibroids treated
for 3 months, the following adverse reactions
have been reported. Adverse reactions listed
below are classified according to frequency
and system organ class. Within each frequency
grouping, adverse reactions are presented in
order of decreasing seriousness. Frequencies
are defined as very common (1/10), common
(1/100 to <1/10), uncommon (1/1,000 to
<1/100), rare (1/10,000 to <1/1,000), very rare
(<1/10,000) and not known (cannot be

estimated from available data).

* gsee section "Description of selected adverse

reactions"

Description of selected adverse reactions

Endometrial thickening




N A2UHSHIE(XESE2A =3It E2 MRIASZ dverse reaction:
System Organ Class [Very commeon | Common Uncommon
16mm 0 &tQl g—?—)jl' 2EE AL NZTE SHGHH Pychiatric disorders Emotional disorder | Ansiety
_ _ Wervous system Headache® Dizziness
MelFIl2 SO0t2Ch. oldst JtgEel LHeHs = Sorder e
disorders
PAECZ =FEHMH X=zUHYSH= U220 2t =2 Sespirtor. Gorscc Epistaxis
NEs 22 NZULMZES So ZHANE B0 | [ e e
= = = Flatulence
Helstkis 8ot 0 42 SE/UCs AHAS BIEA] Constipation
Skin and Acne . Skin lesion
2 U OF SHCt ot i
B B Musculoskeletal and Musculoskeletal pain | Back pain
* BX 0 12.7%2 SX0A EXIF BDEUAQU 0f | |
Renal and urinary Urinary incontinence
== 700 UEH. 2dUxzoy SN | e e e
C B e R and breast disorders | Endometrial Ovarian cyst* Ovvarian cyst ruptured
S 0 o B0 24%(EEE £& 55 S
pain Breast discomfort
ol A2 10.5%), SZzdel HWEZUHA 60.4%(FS General Gorders 70 Oedema Astben
zd.\nf.u:u:mur. site Fatigue
T e X0 AL 30.6%)UCH AAVUHEZAON | [l S R < e e
increased Weight increased
MO ESXHMES2 0] & XZZ20A 1.0%, L= | In 10-15% of patients, thickening of the
ZO0AM 0%ALCEH. endometrium (> 16 mm by ultrasound or MRI
» SE  AZ L= BetHe ESEE9 SE0| 6.4% | at end of treatment) was observed with
o XA EDEACH ulipristal acetate; this reverses when treatment
* LA 2EE XNSEE &2 XI2=EZ F, X9 | is stopped and menstrual periods resume.
1.5%0 A Jlsd HAS2S0| 2EZHJLCH UHRE2
2t & L. In addition, reversible changes to the

* N2EE : 22822 s WtEFS S4%E | endometrium  are  denoted PAEC and are
BXES WUEES /S XD ASH #==0| & | different from endometrial hyperplasia. If
QOIS GICH E o g2t ALIF 01 29| X2 | hysterectomy or endometrial biopsy specimens
TE E2 XNESEZ & 2-3HE OlUM B0EACH 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 12.7% patients
but the rates varied across trials. In the active
comparator controlled study the rates were
24% (10.5% moderate or severe) for ulipristal
acetate and 60.4% (39.6% moderate or severe)
for  leuprorelin—treated  patients. In  the
placebo—-controlled study, the rate of hot
flushes was 1.0% for ulipristal acetate and 0%

for placebo.

Headache
Mild or moderate severity headache was

reported in 6.4% of patients.

Ovarian cyst
Functional ovarian cysts were observed during
and after treatment in 1.5% of patients and in

most of the cases spontaneously disappeared
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within a few weeks.

Uterine haemorrhage

Patients with heavy menstrual bleeding due to

uterine fibroids are at risk of

bleeding, which may require

excessive

surgical

intervention. A few cases have been reported

during ulipristal acetate treatment or within 2-3

months after ulipristal acetate treatment was

stopped.

4.7 Effects on ability to drive
machines

and use

Ulipristal acetate may have minor influence on

the ability to drive or use machines as mild

dizziness has been observed after

acetate intake.

4.5 |Interaction with other medicinal

and other forms of interaction

ulipristal

products
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Potential for other medicinal products to

affect ulipristal acetate:

Hormonal contraceptives

Ulipristal acetate has a steroid structure and
acts as a selective progesterone receptor
modulator with predominantly inhibitory effects
on the progesterone receptor. Thus hormonal
contraceptives and progestagens are likely to
reduce ulipristal acetate efficacy by competitive
action on the progesterone receptor. Therefore
concomitant  administration ~ of  medicinal
products  containing  progestagen is  not

recommended (see section 4.4 and 4.6).

CYP3A4 inhibitors

Following administration of the moderate
CYP3A4 inhibitor erythromycin propionate (500
mg twice daily for 9 days) to healthy female
volunteers, Cmax and AUC of ulipristal acetate
increased 1.2 and 2.9 fold, respectively; the
AUC of the active metabolite of ulipristal
acetate increased 1.5 fold while the Cmax of
the active metabolite decreased (0.52 fold
change). Co-administration of potent CYP3A4
inhibitors (e.g. ketoconazole, ritonavir,
nefazodone) may lead to greater changes in

plasma levels of ulipristal acetate.

No dose adjustment is considered necessary
for administration of ulipristal acetate to
patients receiving concomitant mild CYP3A4
inhibitors. Co—administration of moderate or
potent CYP3A4 inhibitors and ulipristal acetate

is not recommended (see section 4.4).

CYP3A4 inducers

Patients receiving concomitant CYP3A4
inducers may have reduced plasma levels of
ulipristal acetate. Concomitant use of ulipristal
acetate and potent CYP3A4 inducers (e.g.




rifampicin, carbamazepine, phenytoin, St John’'s

wort) is not recommended (see section 4.4).

Medicinal products affecting gastric pH

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.

Potential for ulipristal acetate to affect other

medicinal products:

Hormonal contraceptives

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

treatment.

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 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
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etexilate, digoxin), is not recommended (see

section 4.4).

4.6 Pregnancy and lactation

Contraception in females

Ulipristal acetate is likely to adversely interact
with progestagen—only pills,
progestagen-releasing devices or combined
oral contraceptive pills, therefore, concomitant
use is not recommended. Although a majority
of women taking a therapeutic dose of
ulipristal acetate have anovulation, a non
hormonal contraceptive method is
recommended 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 wuse of ulipristal acetate in pregnant

women.

Although no teratogenic  potential was
observed, animal data are insufficient with
regard to reproduction toxicity (see section
5.3).

Breast—feeding

Available toxicological data in animals have
shown excretion of ulipristal acetate in milk (for
details see section 5.3). It is unknown whether
ulipristal acetate is excreted in human milk and
a risk to the newborns/infants cannot be
excluded. Ulipristal acetate is contraindicated

during breast-feeding (see section 4.3).

Fertility




A majority of women taking a therapeutic dose
of ulipristal acetate have anovulation, however,
the level of fertility while taking multiple doses
LIE XA 200mgltXl ol E0HEt B , 50mg 2 | of ulipristal acetate has not been studied.
102t SE0e B3 ER0M =25 £ =2 =Ms
olatetse BN X LUCH
4.9 Overdose
9. E& & HSH2 FME Experience with ulipristal acetate overdose is
1) O{glolel =01 &£X &= R0l 228 A limited.
2) &2 fd ScAHE HMBAXN Lo 22
A Single doses up to 200 mg and daily doses of
3) T2 EJI0l BtRA €& A2 AFL&210l 2L | 50 mg for 10 consecutive days were
SEFRAHUA BIEEGHA 2282 0|8 =& 2 | administered to a limited number of subjects,
and no severe or serious adverse reactions
were reported.
oUW SAHHS2S dHlw
<> - SLEZE DEH(30mg) &% HAH, SSMAe2 551 &40l
At AE, 2011.07.14
<REEE> - 52 sssit OHE
2T 75mg(E T2 U0 EANS), 1994.01.26
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