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To Xiapex sivat éva AuodLlomolnpévo poiov yla TOPEVTIEPLKA XOPryNon o TEPLEXEL KOAAQYEVAOT o
clostridium histolyticum n omoia amoteAsital ano Vo kKoANayevAaoeg e KaBoPLOUEVO AOYO HAlag
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OAPMAKOAOTIKEZ IAIOTHTEZ

*  Juonoon noaAapiaiog arovevpwong (Dupuytren)

H éveon tou Xiapex o€ pLa plkvwpeévn Xopdn), mou amoteAeital Kupiwg amo dlapeco  koAAayovo
tumou | kat lll, €xeL wg amotéAeopa tnv evlupatiki Stdomaon tng xopdng.

* Nooog tou Peyronie

To oNUELO KoL CUMMTWHATA TNE VOOOU Tou Peyronie mpokaAoUvtal amo pia TAAKo KoOAAayovou.
H €veon tou Xiapex o€ po TAGKa Tou Peyronie, mou amoteAsital Kuplwg amo KoAAayovo, Umopel
va £XEL WG AMOTEAEOHA TNV eVIUPATIKA dtdomacn TG MAAKaG. Metd anod autiv tn dtdomaon tng
TAAKOLG, N TAPAUOPPWON KAUMUAWGONG TOU TTEOUG Kal N eVOXAnon tou aoBevoug mou
TpokaAouvtal ano tn vooo Tou Peyronie pewwvovtal.

Formation of
Peyronie's plaque
collagen




Xiapex is supported by high-quality studies in PD

Study mm

Gelbard et al. (1993)! . CCH 6,000 U Subjective treatment response
Phase | . CCH 10,000 U supported by objective penile

. CCH 14,000 U curvature and plaque size

. Placebo measurement
Study AUX-CC-801 147 . CCH 0.58 mg + 36 wk Change in penile curvature
Gelbard et al. (2012)? penile modelling Change in PDQ domain scores
Phase Ilb . CCH 0.58 mg

. Placebo + penile

modelling

. Placebo
IMPRESS | and II3 832 . CCH0.58 mg + 52 wk Change in penile curvature
Studies AUX-CC-803 and penile modelling Change in PDQ Symptom Bother
AUX-CC-804 0 Placebo + penile domain score
Phase IlI modelling
IMPRESS 1114 347 . CCH 0.58 mg + 36 wk Change in penile curvature
Study AUX-CC-802 penile modelling Change in PDQ Symptom Bother
Phase Il domain score

Abbreviations: CCH: collagenase clostridium histolyticum; PDQ: Peyronie’s Disease Questionnaire
References: 1. Gelbard MK, et al. J Urol 1993;149:56-8; 2. Gelbard M, et al. J Urol 2012;187:2268-74; 3. Gelbard M, et al. J Urol 2013;190:199-
607; 4. Levine LA, et al. J Sex Med 2015;12:248-58.



IMPRESS Treatment Cycle

Induction of Erection
Penile Curvature Measurement

Primary Plaque Identified
Point of Maximal Concavity Identified
Penile Detumescence

24 to 72 hours

24 to 72 hours

R(—/ Penile Plaque

Modeling
Procedure

AA4500 Injection

into
Primary Plaque

Primary Plaque

Treatmext Cycle
Subjects may receive up to 4 treatment cycles (up to 8 injections) = 1“treatment
course”
Each treatment cycle is separated by 6 weeks

Gelbard et al. J Urology 2013 Vol. 190, 199-207



IMPRESS Study Timeline

Global
Treatment cycles Penile curvature Assessment
measurements Questionnaire

=

Peyronie’s Disease Questionnaire IIEF

Gelbard et al. J Urology 2013 Vol. 190, 199-207



EmiAoyny acOsvwv peAeTwv

Kauyn 30-90°

OxL evepyn vooo

OxL Evtova aoBeotomnolnueVn MAAKa

OxL LOAUOHOTLKA) VOCO

OxL 6inOnon amo kaAondn N kakondn pala

OxL oxnua kAepvdpag

OxL OpopuBwon maxlaiag aptnpiag n PAEBAC Tou MEOUC
OxL mpooBLa KaprmUuAwon

OxL xopdn n vroomadia



IMPRESS Peyronie’s Disease Questionnaire

Psychological and

Physical Symptoms Penile Pain Symptom Bother

4 items with
Likert type
response

3 items with
numeric
response

6 items with
Likert-type
response

scale (0-4)

Domain score
0-24

scale (0-10)

Domain score
0-30

scale (0-4)

Domain
Score 0-16

Gelbard et al. J Urology 2013 Vol. 190, 199-207, Hellstrom et al.
Urology 2013 Vol. 190, 627-634



Méon nooootiaio HeTaBoAR 0TNV KAUMUAWGH TOU TEOUC
ortd TNV £vapén TG MEAETNC MEXPL TRV 521 Bdopadal.
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(p=0,00051) (p=0,0059)

Reference: Gelbard M, et al. J Urol 2013;190:199-207.



Xiapex improving curvature over time — effect
apparent after first treatment cycle

IMPRESS | IMPRESS I @ Xiapex Il Placebo

Degrees of Curvature Deformity

N T

1st 2nd 3rd 4th 1st 2nd 3rd 4th
Cycle Cycle Cycle Cycle Follow up Cycle Cycle Cycle Cycle Follow up

Reference: Xiapex European Public Assessment Report (EPAR) 2015.



Xiapex reduced patient reported bother significantly
vVersus placebo

W75 m7,4
2,0
3,3
IMPRESS | IMPRESS Il

Baseline EOS Baseline EOS Baseline Baseline
(p=0,0451) (p=0,0496)

PDQ Bother Score (0-16)

Reference: Gelbard et al. J Urology 2013;190:199-207.



AUX-CC-802 Photo Sub-Study — Lateral View
Patient 1106-7852

38% improvement , 17 °

Baseline curvature deformity — 45°
End of study curvature deformity - 28°

Adopted from Gelbard et al. J Urology 2013 Vol. 190, 199-
207



TPOMNOMNOIHMENO NPQTOKOAO XOPHIHzZH2

Safety and Effectiveness of Collagenase Clostridium Histolyticum (CCH) (Xiapex®) in
the Treatment of Peyronie's Disease Using a New Shortened Protocol

376 Safety and Effectiveness of Collagenase Clostridium Histolyticum (CCH) (Xiapex®) in the
Treatment of Peyronie's Disease Using a New Shortened Protocol

Amr Abdel Raheem, Marco Capece, Ayo Kalejaiye, Marco Falcone, Amr Moubasher, Arie
Parnham, Giulio Garaffa, Nim Christopher, and David Ralph

St Peter’s Andrology Centre and Institute of Urology , University College London, London, UK
Results

*The mean patient age was 54 (35-72) years.

*The mean penile curvature at baseline was 54.1°(25°-90°).

eQverall, 51 patients (96%) had an improvement in curvature with a mean value of -17.36°
(0°-40°) or -31.42% (0-57%) from baseline after 3 injections.
*The end mean curvature was 36.9° (12°- 57°; p< 0.001).

eThere was an improvement all IIEF & PD questionnaire domains and the global assessment
of PD questionnaire.

*CCH was well tolerated with only mild transient local side effects seen in all patients in the
form of penile swelling and bruising but there were no occurrences of corporal rupture or
systemic adverse events.



TPOMNOMNOIHMENO NMPQTOKOAO XOPHIHZHZ
Safety and Effectiveness of Collagenase Clostridium Histolyticum (CCH) (Xiapex®) in the Treatment of Peyronie's
Disease Using a New Shortened Protocol

* Aim To evaluate the efficacy and safety of Collagenase clostridium histolyticum (CCH)
(Xiapex®) in the treatment of Peyronie’s disease using a new modified protocol. The new
protocol aims at reducing the number of injections needed and reduce patient visits, thus
reducing the cost and duration of treatment.

*  Method

e Astudy of the outcome data for 53 patients who had treatment with Collagenase clostridium
histolyticum (CCH-Xiapex®) at a single Centre using a new shortened protocol.

* Patients were evaluated by history, examination, ICl test and penile duplex.

* Patients with active disease, complete plaque calcification on ultrasound or ventral
curvature were excluded.

* The parameters assessed included the angle of curvature, the IIEF and Peyronie’s disease
questionnaires (PDQ) performed at baseline and 4 weeks after treatment .

* Under alocal anaesthetic block, all patients had an intra-lesional injection of CCH (0.9mg)
into the plaque at the apex of the curvature with the penis in the flaccid state.

* In between injections; patients were instructed to use a combination of home modelling,
gentle stretching and a vacuum device on a daily basis to stretch the penis.



TPOMNOMNOIHMENO NMPQTOKOAO XOPHIHZHZ
Safety and Effectiveness of Collagenase Clostridium Histolyticum (CCH) (Xiapex®) in the Treatment of Peyronie's
Disease Using a New Shortened Protocol

* oThe treatment consists of 3 injections, at 4 weekly intervals.

*  Conclusion

* The new shortened protocol using CCH treatment is safe ,effective and cost efficient.
* Introduction

* ePeyronie’s diseae has a devastating effect on patients and their partners.

» eSeveral non-surgical therapies have been tried in Peyronie’s disease (PD). However, their
efficacy remains questionable, as well-designed, placebo-controlled trials have failed to
confirm favourable results

» eCollagenase clostridium histolyticum (CCH- Xiapex®) is the only licenced product for the
treatment of PD as it has demonstrated safety and efficacy in several well designed clinical
trials.



Xopriynon

1 pLaAidio 0,9 mg okovn kat tov SLaAUTn

Yuvtnpeitat oto Puyeio 2-8oC

15’ mpo tn¢ xpnoncg Beppokpacia meptBAAAOVTOC

MeTa tnv avapelén, ouvinpeitatl 1 wpa ektog Puyeiov R 4 evtog
1 66on eival 0,58 mg og 0,25ml dtaAvtn

(Apa avopyvuoupe 1o cuvoAiko pappako(0,9) oe 0,39 ml StaAvtn)

20plyya Badpoloynuévn ava 0,01 mli, fixed BeAova 27 G






TeXVIKN

Xpnon TEPLOXLKAC N TOTILKAC avalobnoiac kat' erhoyn
MapKd,pLoplla NG MEYLOTNC YwViog kKapdng peta amno
TEXVNTA otuon

‘Eveon/&laotoAn tn¢ MAAKAC 0TO OnUELO AUTO

Eveon povo o€ mEo¢g o€ xaAaon

1-3 pEpec peta tn 2" eveon dtadkaoia «pnénc» 1 ekar,
ekatepwBev tne BAABNC ya 307, 3 dopEc e
StaAetppa 307

Eknaidevon tou aoBevouc otn Stadikacia yla

enava)\mlm 1o dLaotnua twv 6 efdopadwv pexpL Tov
ETIOMEVO KUKAO









Avtevdeiéelc

Oepareia MAAKWY TTOU EUTTAEKOUV TNV oupnBpa
YniepevaoObnola otn SpaoTikn ovoia N ta Ekdoya
AP N aVTUTNKTIKWY

ANPN TETPAKUKALVWYV TLO TTPONYOULLEVEC 14 pEPEC

MBavn €upeon ToékOTNTA OTN YOVILOTNTA UE
Slootaupoupevn aviidpaon AVILOWUATWY



AVETILOUUNTEC EVEPYELEC

H pakpoxpovia aoPpalelo Sev xeL TANPWCE XOPAKTNPLOTEL

A€V CUOYETLOTNKE UE LELWON TOU UNKOUC TOU TIEOUC

Ot EMNTWOELG 0€ LEAAOVTLKA XELPOUPYLKNA EMEUPOON OEV EVAL YVWOTEC
2ZUXVOTEPEC ETUTAOKEC OULUATWHLA, SLOYKWoN, AAYOC N EKXUUwWON, oto 87%

Znathspeq KoL ooBapOtspeg, TO Katayua neoug (O, 5%) ouvﬁuaouoq
atuatwuatoq eKYUHwonc-aldpvidlag umoxwpnong tng ctucr]q HE N Xwpic
NXO «OKAOLUATOCY» TOU TtEOUC(kpn pNéN?) (0.9%), kol vekpwon SEPUATOC



IMPRESS | and Il Safety — Most Common Adverse Events in >
3% of AA4500 treated and at greater incidence than placebo

AA4500 Placebo

N = 551 N =281
n (%) n (%)

All AEs 464 (84.2) 102 (36.3)

Penile ecchymosis* 441 (80.0) 73 (26.0)
Penile swelling” 303 (55) 9(3.2)
Penile pain’ 250 (45.4) 26 (9.3)
Blood blister 25 (4.5) 0 (0.0)
Penile blister 18 (3.3) 0 (0.0)
Pruritus general 17 (3.1) 0 (0.0)

*Includes injection site hematoma, penile hematoma, contusion, ecchymosis, penile hemorrhage and injection site, hemorrhage
# Includes injection site swelling, penile edema, penile swelling, local swelling, scrotal swelling and injection site edema
$ Includes injection site pain, penile pain and injection site discomfort

Gelbard et al. J Urology 2013 Vol. 190, 199-207



