2017.1.8

Long-term medical treatment
of uterine leiomyoma




51 yr-old

Para 2

Known Myoma, anemia (Hb 6.5g/dL)

Symptoms & anemia (+),

— hysterectomy RISHX| %=




Date: 4o 4, 4 o

- Age:
Hospital No.:  fA< 4o 2
UTERUS: A (/| §.T & %4 cw * Amt] 2034000 ey .ﬂ
(Eh%
[ mep Hle
&M [wa .) - lu;rw.,._“) V“M“F
ADNEXA:Rt ur
> VI.);'UP X ) .

Lt 7€ 6-’“ W pmiwed evhs fe fuwﬁg
CUL-DE-SAC: M ~&
OTHERS:
IMPRESSION: m JT

rf o E-"’l ,l\'f‘;

FOLLOW-UP:

/e ajﬂum,nﬂ‘j

ae{distamelagl A

Sonographyed by

b2 s/
(H ey

Dae: o165, 0

Age: -l

Hospital No. :  |41%06 %

UTERUS : Py GOAL B @A L AT s T g
Ero-bres W et eRENess U
ADNEXA Rl Ty detartd
Lt Cron
CUL-DE-SAC:
n-3
OTHERS :
IMPRESSION : 1 U\ ( Sine c@fvensed)
Bia e LR R
FOLLOW-UP:

SO

Sonographyed by

s T




-04-01 21:22 14-04-04 05:50 14-05-12 10:11




41 yr-old
Unmarried 178cm, 88kg

Myomectomy, Endometrioma op Hx(+)
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MMAS (Menorrhagia Multi—Attribute Scale)
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* 44 yr-old

 Anemia, HMB, leilomyoma
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52 yr-old
P(2)

Submucosal myoma, HMB, anemia
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KOREA

Treatment course 1

ulipristal acetate ulipristal acetate
5 mg 10 mg
(N = 230) (N = 221)

Type N % N %o

On-treatment AE leading to study withdrawal® 26 7 32
Off-treatment AE leading to study withdrawal® 1 0.5
At least one on-treatment AE® 443
Headache 9.1
Hot flush 5.7
Breast pain/tenderness/discomfort 3.0
Influenza 39
MNasopharyngitis 0.9
MNausea 35
Fatigue 1.3
At least one off-treatment AE"
Headache

At least one on-treatment SAE®
Anemia

Arteriospasm coronary

Tinnitus

Cholelithiasis

Periarthritis

Bipolar disorder (same subject)
Breast cancer

Menorrhagia

At least one off-treatment SAE"
Menorrhagia

Castleman's disease

Partial expulsion of uterine myoma
small intestiinal obsiruciion

Carpal tunnel syndrome
Endometrial adenocarcinoma®
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acts at
the hypothalamus-pituitary level:

inhibits ovulation while maintaining
mid-follicular phase levels
of oestradiol™

_ has adirect
action on fibroids,

reducing their size through
the inhibition of cell proliferation
and induction of apoptosis™

exerts a direct effect
on the endometrium

and rapidly stops bleeding, inducing
benign and reversible changes

in the endometrial tissue termed
“Progesterone-Receptor Modulator-
Associated Endometrial Changes”
(P/\EC)O"O

Pituitary gland

Fibroid

Endometrium

Featured indication

Pre-operative treatment of moderate to severe symptoms of
uterine fibroids in adult women of reproductive age

Mechanism of action

Selective progesterone-receptor
modulator

Dosage and administration
Route of administration
Dose

Frequency of administration

Oral
5mg

Once daily for up to 3
months

Pharmacokinetic profile (oral administration of a single
5 mg dose) in the fasted state. All values are means. unless

stated otherwise
Peak plasma concentration (Cmax)
Median time to Cmax

Area under the plasma concentration-
time curve from time zero to infinity

Clearance
Terminal elimination half-life

Most frequent adverse events

23.5 ng/mL
=1 h

61.3ng e hVmL

=100 Uh

=38 h

Amenorrhoea, endometrial thickening, headache
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Contraception
COC, P-IUD not recommended
non hormonal contraceptive method is recommended

Renal impairment, hepatic impairment
not recommended

Tablets may be taken with or without food.

asthma insufficiently controlled by oral glucocorticoids is
not recommended.




CYP3A4 inhibitors, inducers
erythromycin, ketoconazole, ritonavir, nefazodone
rifampicin, carbamazepine, phenytoin, dexamethasone

CYP3A4 Inhibitors CYP3A4 Inducers

Amicdarone
Amprenavir
Aprepitant
Atazanavir
Chloramphenicol
Clarithromycin
Conivaptan
Cyclosporine
Darunavir
Dasatinib
Delavirdine
Diltiazem
Erythromycin
Fluconazole
Fluoxetine
Fluvoxamine
Fosamprenavir
Grapefruit juice

Imatinib
Indinavir
Isoniazid
Itraconazole
Ketoconazole
Lapatinib
IMiconazole
Nefazodone
Nelfinavir
Posaconazole
Ritonavir
Quinupristin
Saquinavir
Tamoxifen
Telithromycin
Troleandomycin
Verapamil
Voriconazole

Aminoglutethimide
Bexarotene
Bosentan
Carbamazepine
Dexamethasone
Efavirenz
Fosphenytoin
Griseofulvin
IViodafinil

Nafcillin

MNevirapine
Oxcarbazepine
Phenobarbital
Phenytoin
Primidone
Rifabutin
Rifampin
Rifapentine

St. John's wort
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Adverse reactions

Adverse reactions

Very common

Common

Uncommon

Emotional disorder

Anxiety

Headache*

Dizziness

Vertigo

Epistaxis

Abdominal pain
Nausea

Dyspepsia
Dry mouth
Flatulence
Constipation

Acne
Hyperhidrosis

Skin lesion

Musculoskeletal pain

Back pain

Urinary incontinence

Amenorrhea
Endometrial
thickening*
Hot flush*

Uterine haemorrhage*
Ovarian cyst*

Breast
tenderness/pain-Pelvic
pain

Metrorrhagia

Ovarian cyst ruptured
Genital discharge
Breast swelling
Breast discomfort

Oedema
Fatigue

Asthenia

Blood cholesterol
increased

Blood triglycerides increased

Weight increased




Adverse reactions
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- PEARL | PEARL Il PEARL Il PEARL IV

UPA & UPA &
Placebo GnRH depot

duration 12wWks 12wks 12wks + 4 course of
extension 12wks

= Bleeding Bleeding Amenorrhea Amenorrhea

control control
Fibroids
volume

Amenorrhea Amenorrhea Fibroids Fibroids
Anemia volume volume volume
Pain Anemia Pain Pain
QOL Pain QOL QOL
tolerability QOL

tolerability




PEARL IV: Inclusion criteria

U Premenopausal women with uterine fibroids
3tol2cm

U Excessive uterine bleeding
PBAC > 100 during menses

Anemia & eligibility for surgery not mandatory




PEARL IV (Long-term medical management)

4 Courses of 12 weeks of UPA

Patients with menorrhagia due to uterine fibroids

UPA 12 weeks

UPA UPA

D PEARL IV - Partll
|

- UPA 5 mg or 10 mg (double blind)
Menses

KOREA

UNIVERSITY
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Amenorrhoea* = no more than one day of spotting within a 35—-day
interval

| 71.8, 74.1, 73.3, 69.6% 82.6, 82.2, 78.3, 74.5%

w
-
C
()
=
O
a
——
(@)
-
O
.-&E
(@)
Q
2
a

UPA 5 mg (N=195) UPA 10 mg (N=185)

* Patients in amenorrhoea at the end of each treatment course
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Bleeding control

Bleeding control * = no episodes of heavy bleeding and a maximum of 8
days of bleeding (not including days of spotting) during the last 56 days
of a treatment

88, 88, 81, 73%

67.1

w
e
c
P
2
4y}
a
qa’_\

32
c
o
2
| —
o)
o
o
| —
(al

UPA 5 mg (N=158) UPA 10 mg (N=146)

* Patients with bleeding control at the end of each treatment course
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PBAC score

mean(median) change from baseline
Baseline 300.2(224)
1stcycle 222.3(122.5) -87
2"d cycle 167.6(92) -95
4 cycle 139.7(77.5) -118

PEAR IV FS 2016




Is UPA effective in reducing size?




Volume Vs diameter

Volume vs. Diameter Comparison

REPRESENTATION OF FIBROID RE DUCTION (ACTUAL SIZE)

Volume = (4/3) 1

5CM 44CM 42CM 4CM
DIAMETER DIAMETER DIAMETER DIAMETER

455 O™ VOLUME) (45.8 CM* YOLUME) (39.3 O VOLUME) (327 CM* YOLUME)

S50% YOLUME

REDUCTION

Esmya Experts Meeting Melbourne, March 22, 2016




Leilomyoma volume

Treatment regimen
(mg/day)®

No. of
evaluable
pts

Fibroid volume®

Median % change Between-group
from BL difference (95% CI)

PEARL |
UPA S
UPA 10
PL
PEARLII
UPA S
UPA 10
LPA®

95

94
48

93
95
93

-212° -226 (-36.1, -8.2)"
~12.3¢ -18.2 (-33.0, -5.2)"
+3.0%

-36
42
53

Total fibroid volume was measured in PEARL | by MRI with centralized
readings. The three largest fibroids were measured in PEARL Il by

ultrasound.
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Repeated use

-ibroid volume reduction: .
Consistent results between PEARL IV and PEARL il -

Median % change from screening in myoma volume by UPA treatment course
(PEARL IV, FAS; PEARL lIL, ITT)

ol
=@~ PEARL IVUPAS mg

-10
«#~PEARL IV UPA 10 mg

PEARL lIl UPA 10 mg

Median % change in
myoma volume

nn
—u

1st UPA 2nd UPA 3rd UPA Follow-Up
Course Course Course

t 1; ITT, intent-to-treat population; UPA, ulipristal acetate

Ttmmg_. ogmmal axis are approximate as they are dependent on the menstrual cycle

T MEDICAL CENTER
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Efficacy: Fibroid volume reduction

® © FOCUS ON
& © ® UTERINE
® ® FIEROIDS

Patients with clinically significant reduction in fibroid volume?® [225%)

Pearl Il
study results

(Full Analyses Set:
patients treated at
least 1 day)

KOREA
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Percentage of patients

Volume of Jdasgest fibroids combined
* After traaiment Sowrs= + 1 blead

N nu‘rﬂﬂ'lﬁ& with non-missing assessments; UPA, ulipristal acetais




Total 73 cases

F/up loss 40%

NIC 50%

Decrease in size 30%
Increased in size 20%

Amenorrhea 50%




Pain evaluation

Median VAS pain score (from 0 no pain to 100 worst possible pain)

B UPA 5 mg e UPA 10 mg

225
- 19.0
/225 - o 11.0
60 / 6.0 ‘5o . 6.0 - 60

=
o
=]
v
7]
Lab]
-

Median VAS pain score

6.0 . : '-1! : e 10.0 .70 ., 90

¥ S0 }
Baseline Endof Tt Startof Tt Endof Tt Startof Tt End of Trt Start of Trt End of Trt FU +3
course 1 course 2 course 2 course 3 course 3 course 4 course 4 months

\ 4

UPA 5 mg: N=201 N=182  N=154  N=165 N=161  N=164  N=146 N=155  N=116
UPA 10 mg: N=197 N=175  N=166  N=163 N=146  N=163  N=151 N=153  N=132
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Health related QOL

m UPA5mg - UPA10mg

Baseline Endof Trt Start of Trt End of Trt Start of Trt End of Trt Start of Trt End of Trt FU +3
course 1 course?2 course? courseld courseld coursed coursed months

KOREA

UNIVERSITY
MEDICAL CENTER




PRM-Associated Endometrial
Changes (PAECSs)

PAEC (PRM-associated endometrial

changes) , ,
o Cystically dilated glands & mixture

of estrogenic and

progestogenic features

e PEARLI
> no malignant & premalignant lesions

» endometrial non-physiologic change 6 mo after treatment
o 62% (UPA5), 57% (UPA 10) Endometrial changes:

e PEARLII disappeared in all cases

> simple hyperplasia: 1/188
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Endometrium

Patients with endometrium thickness >16 mm

= UPA 5 mg
= UPA 10 mg

Baseline  After course 1 After course 2 After course 3 After course 4 Follow-up
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PRM-Associated Endometrial
Changes (PAECSs)

UPA 10 mg (N=221)
Course 2 Course 4
Post-trt* Post-trt*
144 203 182 145 142
PAECs

(%) 17 (7.8) 29 (16.3) 24(16.2) 13 (9.0) 17 (8.4) 35(19.2) 15(10.3)  9(6.3)

Adequate

A - 219 178 148
biopsies n

— PAECs observed in less than 20% of patients — Less frequent

than in Pearl |, || & |ll because biopsies were done 10—-18 days
after menstrual cycle post—treatment
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Summary

UPAZ2] long—term treatment=
Ot A2 KA &EI®H A
22| 3],

A

O

Uncertain area
combined adenomyosis, endometriosis
pregnancy related issue
aggravated case
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Pharmacokinetics

- No effect of iron preparations High liver metabolism
Excretion mainly via bile and
Metabolism predominantly _~ feces
mediated by CYP3A4 - Not recommended (or
- Interactions with CYP3A4 8 close monitoring) with
inhibitors and inducers moderate or severe hepatic
- No interactions with major impairment
drug transport proteins

UPA is rapidly and well k A / Low renal excretion

absorbed after oral dosing

- No effect of food

- No effect of gastric pH
enhancers

No UPA effects on P-gp

substrates
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Study design

SUPPLEMENTAL FIGURE 1
‘ Q Part |

4

PEAC
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fibroid reduction

PEARL Il - Median % change in fibroid volume of the three largest fibroids

e | euprolide(n=44)

e |NISIA 5mg(n=45)

«= UPA 10mg (n=4é)
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Volume related questions from clinical experience

* Pearl studies reports significant decrease of
fibroids size in most patients

* In clinical practice, the ability of Esmya in
reducing the size of fibroids appears lower

 This issue raises questions/disappointment
from doctors who prescribe Esmya

* |ssue has been reported in other countries
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49 yr-old
20084 R/Myomectom Hx(+)
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1 cycle

utkrus: RS G ¥ ¥ AFel . P (@) qént e, UTERUS : QU 13 X Bzom #Uetergoray (U7
-
ZO" o. Fen . “% EM e it
1 E[ f ADNEXA : Rt,

Lt L

ADNEXA:RL

CUL-DESAC: A —C CUL-DE-SAC

OTHERS: OTHERS :

IMPRESSION: " M

« Ple Den omg‘DSB

IMPRESSION

FOLLOW-UP:
FOLLOW-UP

¢ 2015-02-06 11:15 ORI 2015-02-06 11:26

EDE 21 2 A THES) T mgenn s e e e

Pk ihale blood 7.80/dl 1 16 2016-03-14 15:04

27.2% 47
Het 31.3% v 7 RBC Count 4,20 x100° / K: 5.1
REC Count 4.04 100" [/ pw . . Mcy 64.8 1L 96
MCY Tr.5iL A a0 MCH 18.6 pg a4
MCH 24.5pg v 26 MCHG 2.7 gfdL : ar
MCHC 31.6 g/d. N kT AW 22.5%
AW 17.6% A 122 146 PLT Count 257 x10° /uL 400
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WPy 8.6 fL 8.9 12.4 ren — i
WEC Count A6 210* fuly 45 1 ESR 12 am/hr 20
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Hb P lihole blood 9.9p/d . 16 2015-02-06 11:15
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Ulipristal,
asoprisnil

Downregulation of
growth/angiogenic
factors and receptors

Ulipristal,
mifepristone

T

Inhibition of
ovulation

Ulipristal, CP-8947,
asoprisnil

T MMPs, L TIMPs
reduced collagen
deposition
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Ulipristal, CP-8947

Suppression of
neovascularization and
cell proliferation

S

Progesterone receptor
modulators
(PRMs)

7|

Mifepristone

TER, TPR, T AR, and
antiproliferative effect
on endometrium

Ulipristal, asoprisnil

Induction of cell
apoptosis (T caspase 3
and | Bacl-2) and
modulation of PR ratio

Mifepristone
asoprisnil

1 Uterine
blood flow

Ulipristal, CP-8947,
asoprisnil

Activate
mitochondrial/ TRAIL
pathways T ER stress




In-vivo mechanisms of UPA

Untreated | | UPA10 UPA10-LT
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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




Ulipristal Acetate (UPA) : SPRM

11-benzaldoxime-substituted estratrienes

; j PRAor
% PRB complex

PR/HSP
complex

Targetgenes

Cytoplasm -/
Genomic slow
mechanism

Change of cell function

A

; ) Basal
Progesterone transcription
apparatus

_—>
f &u
ofllor.as) [ > Transcription
activation
Progesterone Response Element
ZK230211 Asoprisnil

10 11
Basal
transcription
apparatus

A
p oRAB) [ > Transcription

\
\
N -./\ S
/ I\ { /
(S A Progesterone Response Element |
\ R
P B » No transcription
\ activation
~
J

Mifepristone Onapristone mp..mn
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INISIA PROFILE

Product name: INISIA(O|L|A|O}) tab.

Ulipristal acetate 5mg

Indication: 2}@17| ‘4Q o J0M SSE-ZSS TS 71T X2
F=H K=

=7 T, 5 R 2 (Xs, X85,

o7} 153,200 (28T)
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