Nuove terapie post-ADT nel Carcinoma Prostatico
Metastatico Resistente alla Castrazione

Hot topics nella pratica clinica
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Europe: estimated 417000
newly cases and 82000
deaths in 2014.

The number of deaths has
declined an average of 3.3%
each year, over the last 10
ys, with an increase in the
5-year survival from 66% to
99.6% from 1970s to today.

The reasons: increase in
screening, earlier detection,
treatment of less advanced
disease, newer and more
tolerable drugs.




Impact of news drugs in the median overall survival of patients
with metastatic castration resistant prostate cancer (mCRPC)
N. Chaumard-Billotey ", M. Aitichou (", S. Chabaud =, H_Boyle ™ B. Favier", Y. Devaux ™ JP. Droz® A Fléchon™

Bl pharmacy department, [ Biostatistical unit, ! Department of Oncology - Centre Léon Bérard, 28 Rue Laennec, Lyon 69008, France.
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Figure 1 : Overall survival of mCRPC patients according to the period of treatment

Median OS was 10.6 months in group 1 (docetaxel-mitoxantrone) vs.
32.5 months in group 2 (Abiraterone, Cabazitaxel, Enzalutamide),
p<0.0001.

At 12 months, OS rate was 46.4% in group 1 vs. 86.6% in group 2.

Chamaurd-Billotey et al, ECCO 2013



Schematizzazione decorso clinico del Carcinoma della Prostata
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Volume tumorale
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diagnosi

Ca Prostatico ormono-sensibile Ca Prostatico Resistente alla
(HSPC) castrazione* (CRPC)

Mod. da Heidenreich et al., EAU Guidelines 2012



Il carcinoma della prostata € un
classico esempio di tumore endocrino
correlato

La crescita e la progressione tumorale
sono alimentate dal testosterone e

dipendono dai livelli di testosteronemia




Myth or Fact?

Myth
“....In metastatic hormone-resistant

prostate cancer, tumor growth is no
longer sensitive to androgen....”

Metastatic castration-resistant prostate cancer remains
androgen-sensitive, despite castrate levels of
testosterone.



CASTRATE RESISTANT PROSTATE CANCER
PATOPHYSIOLOGY
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"mCRPC remains androgen-sensitive despite
castrate levels of testosterone...”
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Prostate and CRPC Steroidogenesis

Steroidogenesis in CRPC

Tissue source Testosterone ng/g (95% CI)*

Normal prostate cells 0.10(0.00-0.26)
Benign prostatic hyperplasia cells 0.04 (0.00-0.24)
Prostate cancer cells 0.23(0.03-0.44)
Metastatic prostate cancer tissue 0.74(0.59-0.89)

Mod. da Montgomery et al., Cancer Res 2008



MCRPC: “take home message...”

Nel mCRPC, anche piccole
quantita di androgeni possono
promuovere la crescita tumorale.

La riduzione/blocco della biosintesi
di androgeni € una condizione
fondamentale nella gestione
ottimale del mCRPC.

lestosterone

Chen CD, et al. Nat Med. 2004.
Chen Y, et al. Lancet Oncol. 2009.



TABLE 1. Phase 3 Studies Demonstrating Improved Survival in Patients With Metastatic Castrate-Resistant

Prostate Cancer

Regmens (Study Name) Reference Primary Endpont Notes
Docetaxs and rednsone vs mitxantrons Tamock 2004° OS5, 189 movs 165 mo FArst phase 3 study to demonstmte a
and predrisone (TAX-327) R, 0.76; P = 008) sunived beneft iIn mCRPC
Spubuwd-T vs phcabo IMPACT) Kamolf 20107 OS. 260 mowvs 21.7 mo Accmid batween August 2003 and
MR, 078 P = 03 Novernber 2007, asymptamatic o
minimally synptamatc;
chamotarapy-rnaive o
posthenotapy
Cabaitud and grednsone vs mitxanrons de Bono 2010* OS5, 181 mowvs 127 mo Accrud between January 2007 and
and pradrisons (TROPIO MR, 0.70; P < 0001) OQoober 2008; progmssive disesse
afar doootaxs
de Bono 2011° 0S,14.8 mo vs 10.9 mo
MR, 0.65 P< 0M)
Scher 212" 0S5,18.4 mo vs 1.6 mo
(MR, 0.63; P< 00)
MR, 075 P = 01);
PFS, 165 mo
vs83dmo
(MR, 0.53; P< 0M)
Radiumn-223 vs placebo (LS YMPCA) Parker 2013% OS5, 140movs 11.2 mo Two or mare bone metastyses; No
MR, 070 P = 0R) viscoml metastases, postioootax e
{or indigitie or urevaintie); sy~
tomato dsease
Eresutamide vs placebo (PREVAL) Boer 2014"° 0S,32.4 mo vs 30.2 mo Accrid between Seplrnber 2010
(MR, 0.70; P < 0001); and Seplamber 2012;
PFS, NYR vs 3.9 mo chamoharapy-ralve; use of pmdns
R, 0.19; P < 0001) sone parrmitted tut not reguired,
no pdor ablraterane o ketocona -
2ok asympiomatic or minimally
sympomatic; patents with viscers
disease (nduding Iver or Lng me-

tastases) wem elgble




Abiraterone: a novel therapeutic
entity

1 Mechanism of action: selective & irreversibile
inhibitor of the enzyme CYP17A1 (17 alfa-
hydroxylase/C17,20 lyase), involved in biosynthesis of
testosterone.

[ First oral agent in this setting.

1 Favorable profile of tolerability, with limited..
toxicities G 3-4. '

CYP17 A1l



Steroidogenic enzymes in mCRPC

Table 2. Relative expression of steroidogenic enzymes in
castration-resistant metastases versus primary prostate
tumors

Gene Fold change® P
STAR 5.1 0.0105
FASN 9.6 0.0003
CYPI11A —1.1 0.8362
CYPI7A 16.9 0.0005
3BHSD 1 8.5 <0.0001
3BHSD2 7.5 0.0091
17BSHD?2 8.2 0.0137
17BHSD3 8.7 <0.0001
17BHSD4 1.8 0.0019
AKRICI 2.7 0.0601
AKRIC2 1.1 0.7895
AKRIC3 8.0 0.0026
SRD5A1 2.63 0.0050
SRD5A2 —9.4 0.0005
CYPI9A1 30.3 <0.0001
UGT2BI15 10.0 0.0779
UG1T2B17 34.7 0.0013

Montgomery et al., Cancer Res 2008



PREGNENOLONE PROGESTERONE “ CORTICOSTERONE
17a-
Hydroxylase
Abiraterone acolole,

-nz‘-mz-

& b
=

DEHYDROEPIANDROSTERONE

&

=

%

Scurce: Dv. Charles Ryan

m DIHYDROTESTOSTERONE

£ e o




Sintesi degli steroidi
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Yang, Drugs. 2011; Attard, JCO 2008



Sintesi degli steroidi

Cholesterol Basse dosi di steroidi minimizzano la
tossicita mineralcorticoide
Desmolase « 1
Loop
Renina-angiotensina I
Deoxy- i
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Abiraterone + prednisone

ang, Drugs. 2011; Attard, JCO 2008



Abiraterone: Sviluppo Clinico

> rl?FS e 0OS > Overall survival
> Ritardare la comparsa del dolore > Ritardare i sintomi

> Ritardare I'inizio della CHT

MCRPC

1st Line Chemotherapy Post-chemotherapy
(Docetaxel)

Pre-chemotherapy

- Abiraterone
Abiraterone
Study COU-AA 302! Study COU-AA 3012

APPROVED DECEMBER 2012 APPROVED APRIL 2011

1. Ryan et al., N Engl J Med 2013;
2. De Bono et al., N Engl J Med 2011.



ABIRATERONE COU-AA-301 study

The NEW ENGLAND
JOURNAL of MEDICINE

Abiraterone and Increased Survival in Metastatic Prostate Cancer

— : | Abira at Efficacy end points (ITT)
_’ 1000 mg daily + Primary end point:

~11‘96 patnents. N Prednisone 5 mg BID + 0S (25% improvement,
with progressive U n=7 HR =0.8)
nCRPC —} 0 B

. M Secondary end point:
' F:nled ct):e or two é X +TTPP
chemotherapy '1PFS
regimens, one of E _’ Pm::rm:‘ lyam _} - +PSA response
which contained ¥ s::ommg
docetaxel 21




ABIRATERONE COU-AA-301 study

Table 1. Baseline Demographic and Clinical Characteristics of the Patients.*

Abiraterone Acetate Placebo

Characteristic (N=797) (N=398)
Age

Median (range) — yr 69 (42-95) 69 (39-90)

=75 yr— no. of patients/total no. (26) 220/797 (28) 111/397 (28)
Disease location — no. of patients/total no. (%6)

Bone 709/797 (89) 357/397 (90)

Node 361/797 (45) 164/397 (41)

Liver 90/797 (11) 30/397 (8)
BPI-SF score for pain{

No. of patients 792 354

Median score (range) 3.0 (0-10) 3.0 (0-10)
No. of previous cytotoxic chemotherapy regimens —

no. of patients/total no. (36)

1 558/797 (70) 275/398 (69)

2 239/797 (30) 1237398 (31)
ECOG performance status — no. of patients/total no. (%)

Oorl 715/797 (90) 353/398 (39)

2 82/797 (10) 45/398 (11)
Prostate-specific antigen

No. of patients 788 393

Median (range) — ng/ml 128.8 (0.4-9253.0) 137.7 (0.6-10114.0)




ABIRATERONE COU-AA-301 study

Overall survival (%)
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Fizazi, Lancet Oncol 2012



COU-AA-301 study : Secondary end points

Abiraterona
Acetate | Placebo  HazardRatio ()
Variable (N=797) | (N=398)  (95%Cl) [P Value
Time to PSA progression (mo) 102 66 058 (046-0.73) |<0.00]
Progression-free survival according to radiographic evidence (mo) | 5.6 36 067 (0.59-0.78) |<0.001
PSA response rate (%)
Total 380 10.1
Confirmed response on the basis of the PSA concentration | 291 5.5
Objective response on the basis of imaging studies 140 28
L J

de Bono et al. N Engl J Med 2011



ABIRATERONE COU-AA-301 study

Event Abiraterone Acetate (N=791) Placebo (N=392)

All Grades Grade 3 Grade 4 All Grades Grade 3 Grade 4

number (percent)

Anemia 178 (23) 51 (6) 2 (1) 104 (26) 23 (6) 6 (2)
Thrombogrtopenia 28 (4) 8 (1) 3 (1) 13 (3) 1¢<1) 1(<1)
Neutropenia 7 (1) 1(<1) 0 1(<1) 1¢<1) 0
Febrile neutropenia 0 0 0 o 0 o
Diarrhea 139 (18) s (1) 0 53 (14) 5 (1) 0
Fatigue 346 (44) 64 (3) 2 (1) 169 (43) 36 (9) 3 (1)
Asthenia 104 (13) 18 {2) 0 52 (13) 7@ 1(<1)
Back pain 233 (30) 44 (6) 3 {=1) 129 (33) 37 {9) 1 (<1)
Nausea 233 (30) 12 (2) 1¢<1) 124 (32) 10 (3) o
Vomiting 168 (21) 13 () 1¢<1) 97 (25) 11 (3) 0
Hematuria 65 (8) 11 (1) 0 31 (8) 9(2) 0
Abdominal pain 95 (12) 16 (2) 0 44 (11) 6 ({2) o
Pain in arm or leg 134 (17) 18 (2) 1¢1) 79 (20) 20 (3) 0
Dyspnea 102 (13) 8 (1) 2 (1) 46 (12) 7 (2 2 (<1)
Constipation 206 (26) 8 (1) 0 120 (31) 4 (1) 0
Pyrexia 71 (9) 3 {<1) 0 35 (9) 5 (1) 0
Arthralgia 215 (27) 33 (4) 0 89 (23) 16 (4) 0
Urinary tract infaction 91 (12) 17 (2) 0 28 (7) 2 (<1) o
Pain 13 (2) 5 (1) 0 19 (5) 6 (2) 1 (<1)
Bone pain 194 (25) 42 (5) 2 {<1) 110 (28) 25 (6) 4 (1)

de Bono et al. N Engl J Med 2011



ABIRATERONE COU-AA-301 study

Event Abiraterone Acetate (N=791) Placebo (N=394)

AllGrades Gradad  Graded Al Grades  Gradeld  Graded
number (percent)

Fluid retention and edema 241 (31) 16 (2) 2 {<1) 88 (22) 4(1) 0

Hypokalemia 135(17)  27(3) 1) 13 (8) 3(1) 0

Cardiac disorder* 106(13) 26(3) 7(1) 42 (11) 7(2) 2 (<])

Liver-function test abnormalities  82(10)  25(3) 2 (1) 32 (8) 10 (3) 2 (<)

Hypertension 77(10)  10() 0 31 (8) 1<) 0

de Bono et al. N Engl J Med 2011



National

NCCN 8:"‘*"°“°“-“V“-NCCN Guidelines Version 1.2014 NCCN Guidelines Index
~ -
Nemeie  Prostate Cancer st Tl Gl

ADVANCED DISEASE: ADDITIONAL SYSTEMIC THERAPY FOR CASTRATION-RECURRENT PROSTATE CANCER
» Abiraterone acetate X ¢ enzalutamide

1 ol therapy )
Docetaxel” (ca ] « Cabazitaxel (category 1, post-docetaxel)’
* Radium-223 for sy mptomatic + Radium-223 for symptomatic bone
bone metastases (category 1)! metastases (category 1, post-docetaxel)!
+ Mitoxantrone"" + Salvage chemotherapy
« Abiraterone acetate*¥ + Docetaxel rechallenge’
+ Enzalutamide™" — |« Mitoxantrone"
« Palliative RT or radionuclide + Other secondary hormone therapy
for symptomatic bone » Antiandrogen
v m":“‘m“l:?‘ metastases » Antlandrogen withdrawal
o e / « Clinical trial » Ketoconazole
Studies v and « Best supportive care > ggsucoutﬁm
» DES or other estrogen
ro? mm *Dencsumab "l Symptomatic (l + Sipuleucel-TY
metastases| | CH890Y )0r « Clinical trial
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bone metastases » Antiand

rogen

» Antiandrogen withdrawal
» Abiratorone acetate® (category 1)
No —» | » Enzalutamide*

» Ketoconazole

» Corticosteroids

» DES or other estrogen
+ Docetaxel™
+ Clinical trial

bSea Princinkes of imaaing (PROS-B)



Nuove evidenze dallo studio COU-
AA 301

Abiraterone e

Metastasi
Viscerali

\

~ Abiraterone:
effetto sul nei pazienti
dolore e SREs «pretrattati»
\ \

Abiraterone
nei pazienti
over /5



Exploratory analysis of the visceral disease
subgroup in COU-AA-301 study

Without Visceral Disease With Visceral Disease

[Ime to Death (Month ne 10 Veathn (Monin

AA provides significant clinical benefit, including improvements
in OS and secondary end points, in patients with or without
baseline visceral disease. The presence of visceral disease does

not preclude clinical benefit from abiraterone.

Goodman et al., Prostate Cancer and Prostatic Disease 2013




Exploratory analysis for subgroup with 1 or 2
prior lines of chemo, in COU-AA-301 study

1 Prior Line of Chemotherapy 2 Prior Lines of Chemotherapy

| | | | | | |
12 18 24 30 ) 12 18 24
Time to Death (Months) Time to Death (Months)

467 348 210 9 0 240 190 125 63 6
214 130 72 5 0 123 92 53 28 1

Median OS — Abiraterone + prednisone vs. Placebo + prednisone
1 prior line of chemotherapy: 17.1 vs. 11.7 months (HR=0.71;95% CI:0.59-0.85; p=0.0002)
2 prior lines of chemotherapy: 14.2 vs. 10.4 months (HR=0.80; 95% CI: 0.61-1.02; p=0.0868)

Fizazi et al. Lancet Oncol 2012; 13(10): 983-992 (Supplementary Appendix)




Efficacy and Safety of Abiraterone
Acetate in an Elderly Patient
Subgroup (Aged 75 and Older)
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Conclusions: AA improves OS and is well tolerated in both elderly
patients and younger patients with mCRPC following docetaxel.

Mulders European Urology 2013



Am.J Clin Oncol. 2013 Sep 21. [Epub ahead of print)

Safety of Abiraterone Acetate in Castration-resistant Prostate Cancer Patients With Concomitant Cardiovascular
Risk Factors.

Procopio G', Grassi P, Testal, VeronlE, Tor V. Saloni R, ValdaqniR, g8 Braud F.
# Author information

Abstract

OBJECTIVES:: The aim of this study was to evaluate the safety profile of abiraterone acetate (AA) in metastatic castration-resistant prostate cancer
(MCRPC) men with cardiovascular comorbidity, as itle conclusive safety data are available in this patient subset

PATIENTS AND METHODS:: A retrospective analysis of mCRPC patients with controlled cardiovascular comorbidities, recemng AA 1000 mg
administered orally once daily and prednisone 5 mg twice daily, between Apnl 2011 and July 2012, was performed. All clinical and instrumental
variables and toxicty data were analyzed by descnptve statistics: mean, standard deviation, minimum and maximum valus for continuous vanables,
and absolute and relative fraquencies for catagorical variables.

RESULTS:: A total of 51 mCRPC patients were evaluated Metastatic sites included the bone (74%), lungs. and lver (26%) All patients were
praviously traated with at least 2 linas of hormone and 1 docetaxel-based chemotherapy. Preexisting cardiac nsk factors included hypertension
(41%), cardiac 1schemia (12%). arrhythmias (6%), dislipidemia (18%). and hyperglycemia (30%). No grade 34 adverse events were obsenved. Grade
1-2 adverse events included fluid retention (18%), asthenia (15%), and hypentansion (16%). Median progression-ree sunival was 5.1 months (35%
confidence interval, 0.5-12). Prostate specific antigen assessment revealed a good overall disease control rate (64%)

CONCLUSIONS:: AA appears to be safe and well tolerated even in patients with cardiovascular comorbidities or with increased risk factors for
cardiovascular diseases




Effect of abiraterone acetate on pain control :
exploratory analysis of data from the COU-
AA-301

— N w S U
D = D D o
l | l | |

%o di pazienti con riduzione del dolore

45%

p= 0,0005

28,8%

B Abiraterone Acetato + prednisone
. Prednisone + placebo

In patients with
clinically significant
pain at baseline, AA and
prednisone resulted in
significantly more
palliation (45% vs
28.8%0) and faster
palliation (median time
to palliation 5.6 months
vs 13.7 months).

Logothetis et al, Lancet Oncol 2012



Effect of abiraterone acetate treatment
on the quality of life

—— Abiratercne-prednisone —4&@— Prednisone alone
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g 80 4 AUC: Prednisone alone = 5673.6; abiraterone-prednisone = 6051.7
I p < 0.0001
s 70 T T 1
0 16 28 40 56

Weeks since randomisation

Conclusions: The previously demonstrated survival benefit for
abiraterone is accompanied by improvements in patient-reported
HRQoL and a significant delay in HRQoL deterioration.

Harland, European Journal of Cancer 2013



Effect of AA on skeletal-related Events:
exploratory analysis of data from the COU-AA-301
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Figure 4: Kaplan-Meier curves for occurrence of first skeletal related event
pvalues were obtained from log-rank tests stratified by Eastern Cooperative Oncology Group performance status
score (0-1 vs 2), pain score (absent vs present), number of previous chemotherapy regimens (1vs 2), and type of

progression (prostate-specific antigen only vs radiographic plus prostate-specific antigen). Lines for each curve end
at the last available observation. NE=not estimable

occurrence of first

SRE was
significantly longer
with AA vs placebo
(25 months vs 20.3
months, p=0-0001).

Abiraterone acetate and Placebo and

18 month event-free

Data are rate (95% Cl).

prednisone (n=797) prednisone (n=398)
6 month event-free 82-2% (79-0-85-0) 72-1% (I65-9-77:3)
12 monthevent-free |[71.1% (b6-8-74-9) 59-1% (51-4-661)

63.6% [58-4-68.-3)

population

Table 4: Skeletal-related events-free survival in the intention-to-treat

Logothetis et al, Lancet Oncol 2012




ABIRATERONE COU-AA-302 study

Volume tumorale
e attivita
proliferativa
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COU AA 302
diagnosi
Ca Prostatico ormono-sensibile Ca Prostatico Resistente alla castrazione*
(HSPC) (CRPC)




Perché il "302"?

Per quale paziente?



Evaluation of pain: The Brief Pain Inventory

BPI-SF consists of 11 questions that assess:

— Pain severity at its ‘worst’, ‘least, ‘average’ and ‘'now’
— Pain interference with daily functions

Patients rate pain severity and interference using an
11-point numerical rating scale

Moderate Severe

ﬁﬁ

2 3] 4 5 6 7 8

No pain <€

9

Pain severity

>

> Pain as bad as you

10

can imagine

Completely

interferes

>

Cleeland CS. Clin Cancer Res 2006,12:6236-41, Cleeland CS. The Brief Pain Inventory: User Guide




PAZIENTE CRPC
ASINTOMATICO O PAUCISINTOMATICO

Fino ad oggi erano possibili due scelte terapeutiche.
Tuttavia...nessuna di queste ha delle «evidenze di vantaqqgio»

Prolungare la
terapia

ormonale

Abiraterone Acetato



Eur Urol 2014 Feb.65(2).467-79. dot. 101016/ eurur0.2013.11.002. Epub 2013 Nov 12

EAU guidelines on prostate cancer. Part ll: Treatment of advanced, relapsing, and castration-resistant prostate
cancer.

Heidenreich A", Bastian PJ%, Bellmunt J*, Bolla M, Joniau S°. van der Kwast T% Mason N, Matveey V. Wiegel T° Zattoni F'° MottetN'": European
Association of Urology.

Although many second-line treatment regimes have
resulted in prolonged PFS and PSA responses, none of the
approaches have resulted in an improved OS or CSS.

With
the new hormonal and cytotoxic agents available, the use of
unspecific second-line hormonal manipulations is no longer

supported, necessary, or mandatory prior to the applica-
tions of the new substances.




“"Why 302? From this.....”

Natural history and treatment progression of
prostate cancer

Asymptomatic Symptomatic
Nonmetastatic etastat
Castrate-sensitive

Tumor Volume and Activity

Time



“....to this!”

Natural history and treatment progression of
prostate cancer

Asymptomatic Symptomatic
Nonmetastatic stastatic
Castrate-sensitive

Tumor Volume and Activity

Time



Overall Study Design of COU-AA-302

_ R Efficacy end points
eI . AA 1000 mg daily SIIEI
-Prggresswe chemo- D Prednisone 5 mg BID *rPFS
naive mCRPC 0 (Actual n = 546) -0S
patients M ) Secondary:

(N =1088) I « Time to opiate use
*Asymptomatic or Z _ (cancer-related pain)
mildly symptomatic E Pl_a cebo daily e Time to initiation of

Predmsonlwe 5_ mg BID chemotherapy
. (Actual n = 542)  Time to ECOG-PS
— deterioration

e Time to PSA
progression

Phase 3 multicenter, randomized, double-blind, placebo-controlled study
conducted at 151 sites in 12 countries; USA, Europe, Australia, Canada

Stratification by ECOG performance status 0 vs. 1

Ryan et al. N Engl J Med 2013




Treatment Arms Were Well Balanced at Baseline

Abiraterone Prednisone
(n = 546) (n = 542)

Median age, years (range) 71 (44-95) 70 (44-90)
F?resglggsgnEy?eg?s? initial diagnosis to 55 51
Median PSA (ng/mL) 42.0 37.7
gilaegagggi Sscore (= 8) at initial 549, 50%
Extent of disease

Bone metastases 83% 80%

> 10 bone metastases 49% 47%

Soft tissue? 49% 50%
Pain (BPI-SF)

0-1 66% 64%

2-3 32% 33%

agxcludes visceral metastases.




COU-AA-302: Study Design

e February 2012

— Investigators and sponsors remained blinded

— Concluded that OS, rPFS, and secondary end points all favored AA

— Recommended unblinding study and that patients in placebo arm be offered
treatment with AA

IA3 —
Unblinding
IA1 w

IA2
FPI LPI \ FA
_| _l
2008 005 2010 2011 2012 2013 2014




ABIRATERONE COU-AA-302 study

100
HR (95% Cl): 0.52 (0.45-0.61)
p Value: < 0.0001
&
E Abiraterone, 16.5 mos
€ 604 /
v
T V.. AR ‘S "N
4
i F
Eo Prednisone, 8.2 mos
& 20
0 T T T T T 1 T T T T T !
0 3 6 9 12 15 18 21 24 27 30 33 36

Time to Progression or Death (Months)

Abiraterone Doubled Time to rPFS

Rathkopf DE et al. Eur Urol 2014; Ryan C et al. ESMO 2014



ABIRATERONE COU-AA-302 study

C Radiographic Progression free Survival

Subgroup Abiraterone— prednisone Hazard Ratio (95% Cl)
Prednisone Alone

All patients
Baseline ECOG
0
1
Baseline BPI-SF
0-1
2-3
Borne metastases only atr entry
Yes
No
Age
<65 yr
=65yr
=75 yr
Baseline PSA above median
Yes
No
Baseline LDH above median
Yes
No
Baseline ALK-P above median
Yes
No
Region
North America
Other

mea an (mo)

165

164
120

167
107

207
112
166

165
1489

128
15 4

141
166

136
154

166
163

Abiraterone-Prednisone Better Prednisone Alone Better

23

83
7.4

N
& oW

— V-t
oWV Memp VM
S

(B RigiiRigs i 1

om0
WwN

0.53 (045-062)

0.56 (0.47—0.67)
0.43 (0.30-0.61)

0.53 (0.43—0.65)
0.61 {0.44-0.83)

0.55 (0.42-0.71)
0.51 {(0.41-0.62)

0.48 (0.35-0.65)
0.55 (0.46-0.67)
0.64 (0.48-0.24)

0.54 (0.43-0.68)
0.48 {0.38-0.61)

0.47 (0.33-0.60)
0.57 {0.45—0.71)

0.54 (0.43-0.638)
0.4 {(0.38-0.61)

0.51 (0.40-0.63)

0.56 (0.45-071)
1 i |

0.20 075 1.00 1.50

- el

Ryan, N Engl J Med 2013



COU-AA-302: OS final analysis

100
HR (95% Cl): 0.81 (0.70-0.93)
p Value: 0.0033
g 80
Tau Abiraterone, 34.7 mos
2 60
a
_g _________________________________________________
40
é
Prednisone, 30.3 mos
20
0

L L T T U T R U L S T T L I Y ) S
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 660

Time to Death (Months)

Abiraterone 546 538 525 504 483 453 422 394 359 330 296 273 235 218 202 189 118 59 15 0 O
Prednisone 542 534 509 493 466 438 401 363 322 292 261 227 201 176 148 132 84 42 10 1 O

Median follow-up of 49.2 months.
Abiraterone treatment effect more pronounced when adjusting for 44% of
prednisone patients who received subsequent abiraterone (HR = 0.74) .

Ryan C et al. ESMO 2014;



ABIRATERONE COU-AA-302 study

D Overall Survival

Subgroup Abiraterone~ Prednisone Hazard Ratio (95% ClI)
Prednisone Alone

All patients
Baseline ECOG
0
1
Baseline BPI-SF
0-1
2-3
Bone metastases orly at entry
Yes
No
Age
<65yr
=65yr
=75yr
Baseline PSA above median
Yes
No
Baseline LDH above median
Yes
No
Baseline A LK-P above medan
Yes
No
Region
North America
Other

medan (mo)

NR 27.2 - — 0.75 (0.61-0.93)
NR 27.2 p—i—i 071 (0.55-0.92)
NR 26.4 f—t—t—— 0.86(0.58-1.28)
NR 27.2 = — 0.71 (0.54-0.94)
25.5 NR —o——— 087 (0.59-129)
NR 27.2 — —| 0.68 (0.48-0.96)
NR 27.5 — — 0.81 (0.61-1.06)
NR NR —-e | 0.80(0.51-1.24)
NR 26.4 | 0.73 (0.57-0.94)
NR 233 _ — 0.71 (0.51-1.00)
26.9 23.3 ——] 0.72 (0.43-0.94)
NR NR —e— 0.77 (0.38-1.09)
NR 23.6 - — 0.69 (0.53-0.91)
NR 27.5 — —— 0.79 (0.55-1.12)
NR 23.6 — —4 0.79 (0.60-1.04)
NR 27.5 —_— 0.66 (0.46-0.94)
NR 27.2 —e— 0.66 (0.49-0.88)
NR NR p—e+—] 0329 (0.65-1.22)
I 1 1
0.20 0.75 1.00 150

—y .

Abiraterone-Prednisone Better Prednisone Alone Better

Ryan, N Engl J Med 2013



ABIRATERONE COU-AA-302 study

End Point

Secondary end points

Median time to opiate use for cancer-related pain — mo
Median time to initiation of cytotoxic chemotherapy— mo

Median time to decline in ECOG performance score by
=1 point— mo

Median time to PSA progression — mo3
Exploratory end pointsf
Median time to increase in pain— mo¥

Median time to functional-status decline measured
as FACT-P total score — mo|

Patients with decline of =250% in PSA level — 96**
Patients with a RECIST response — %11

Defined objective response

Stable disease

Progressive disease

Abiraterone- Prednisone
Prednisone
(N =546)

NR
25.2
12.3

11.1

26.7
12.7

62

36
61

Alone
(N=542)

23.7
16.3
10.9

5.6

13.4
83

24

16
69
15

Value
(95% CI)f

0.69 (0.57-0.83)
0.58 (0.49-0.69)
0.82 (0.71-0.94)

0.49 (0.42-0.57)

0.82 (0.67-1.00)
0.78 (0.66-0.92)

2.59 (2.19-3.05)F7

2.27 (1.59-3.25)11

P value

<0.001
<0.001
0.005

<0.001

0.049
0.003

<0.001

<0.001

Ryan, N Engl J Med 2013




ABIRATERONE COU-AA-302 study

100
g HR (95% Cl): 0.72 (0.61-0.85)
W 80 p Value:< 0.0001
v
3 Abiraterone, 33.4 mos
-
[
a 60 _
o
B e e e e e e e e e e o o o o o o e e P e e e e e TR e e e e e e e e
b=
°
= 40 -
=
< Prednisone, 23.4 mos
g 2.
-
I
a

0

| Pt e . e ]| e S DR CORen TR DIae] X e (sl Ry DOl e (TR S
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time to Opiate Use (Months)

Abiraterone 546 519 495 454 407 364 328 297 263 244 219 192 169 162 143 128 74 35 9 0 O
Prednisone 542 500 442 406 365 317 273 237 208 186 168 141 121 108 97 85 56 25 6 1 0

ESMO 2014: Significant Improvement in Time to Opiate
Use for Cancer-Related Pain in the Final Analysis.

Ryan C et al. ESMO 2014;



ABIRATERONE COU-AA-302 study

Table 2. Adverse Events.®
Abiraterone-Prednisone Prednisone Alone
Adverse Event (N=542) (N=540)
no. of patients (%)
Any adverse event 537 (99) 524 (97)
Grade 3 or 4 adverse event 258 (48) 225 (42)
Any serious adverse event 178 (33) 142 (26)
Adverse event leading to treat- 55 (10) 43 (9)
ment discontinuation
Adverse event leading to death* 20 (4) 12 (2)
Adverse event of grade 1-4 in
=159% of patients in either
group
Fatigue 212 (39) 185 (34)
Back pain 173 (32) 173 (32)
Arthralgia 154 (28) 129 (24)
Nausea 120 (22) 118 (22)
Constipation 125 (23) 103 (19)
Hot flush 121 (22) 58 (18)
Diarrhea 117 (22) 96 (18)
Bone pain 106 (20) 103 (19)
Muscle spasm 75 (14) 110 (20)
Pain in extremity 90 (17) 85 (16)
Cough 94 (17) 73 (14)

Table 3. Adverse Events of Special Interest.*

Adverse Event

Fluid retention or edema

Hypokalemia
Hypertension

Cardiac disordert
Atrial fibrillation

ALT increased
AST increased

Abiraterone-Prednisone
(N=542)
Grade Grade
1-4 Jord
150 (28) 4 (<1)
9(17) 13(Q)
118(22) 21(4)
102 (19)  31(6)
22 (4) 7(1)
63(12) 29 (5)
S8 (11) 16(3)

Prednisone Alone
(N=540)
Grade Grade
14 Jor4

127 (24)  9(2)
68 (13) 10(2)
71(13) 16(3)
84(16) 18(3)
6(5  5(<l)
27(05) 4(<)
26 (5) 5 (<1)

Ryan et al. N Engl J Med 2013




Nartional

NSO Cancer

Netwoil? Prostate Cancer

Comprehensive NCCN Guidelines Version 1.2014

NCCN Guidelines Index
Prosiate Table of Conlonts
Sy

ADVANCED DISEASE: ADDITIONAL SYSTEMIC THERAPY FOR CASTRATION-RECURRENT PROSTATE CANCER

Yes —

* Maintain castrate
serum levels of

Studies

positive®
for distant

« Denos umab
(category 1) or
zoledronic acid
(category 1) if
bone metastases

=
\
C,

=28 Pdocpies ol imaging (PROSE)
“Seo Principles of Androgen Deprivation Themapy (PROS.F)
4

'Radium-223 is not approved br use n combinaton with docetaxel or any other

chamotherapy.

USipueucel-T is appropnate for asymptomatic or minimally symptomatic patients

« Docetaxel” (category 1)

« Radium-223 for symptomatic
bone metastases (category 1)!

« Mitoxantrone ™V

« Abiraterone acetate*¥

« Enzalutamide™¥

« Palliative RT or radionuclide
for symptomatic bone
metastases

« Clinical trial

« Best supportive care

» Sipuleucel-T (category 1)
» Secondary hormone therapy
» Antiandrogen

« Abiraterone acetate * or enzalutamide
(category 1, post-docetaxel therapy )
« Cabazitaxel (category 1, post-docetaxel)”
* Radium-223 for symptomatic bone
metastases (category 1, post-docetaxel)!
» Salvage chemotherapy
* Docetaxel rechallenge”
» Mitoxantrone”
« Other secondary hormone therapy
» Antiandrogen
» Antiandrogen withdrawal
» Ketoconazole
» Corticosteroids
» DES or other estrogen
« Sipuleucel-Tv
« Clinical trial
« Best supportive care

I Abiraterone acetate® (category 1)
»

» Ketoconazole
» Corticosteroids
» DES or other estrogen

« Docetaxel™

« Clinical trial

YFor patents who are not candidates for docetaxel-based regmens.
wAhough most patients without symploms are nol treated with chemotherapy, the
survival benefit reporied for docetaxel applies 10 those with or without symptoms.

with ECOG perormance status 0-1. Sipuleucel-T is not indicaled in patients with  Docetaxel may be considered for patients with signs of rapid progression o hepatic
melastases despile lack of symptoms.

hepatic matastases or life expecancy <6 months.
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Criteria for Progression/Discontinuation of
Study Therapy

Within the COU-AA-301 study, to confirm progression and therefore discontinue
study treatment, all three of the following criteria were required:

1. PSA progression as defined by PSAWG eligibility criteria (25% increase over baseline)
with minimum PSA increase of 5 ng/mL.

2. Radiographic progression defined by at least one of the following:

. Progression on bone scans with > 2 new lesions not consistent with tumor flare, confirmed on a
second bone scan > 6 weeks later that shows >1 additional new lesion.
. Soft tissue disease progression by modified RECIST criteria (baseline LN size must be > 2.0 cm

to be considered target or evaluable lesion).

3. Symptomatic or clinical progression defined by one of the following:

. Pain progression - Worsening of pain due to metastatic bone disease defined as an increase of >
30% in the worst pain over the past 24 hours on the Brief Pain Inventory- Short Form (BPI-SF)
numeric rating scale observed at 2 consecutive evaluations 4 weeks apart without decrease in
analgesic usage score, or an increase in analgesic usage score = 30% observed at 2 consecutive
evaluations 4 weeks apart; to qualify as progression, the patient must have a BPI-SF score > 4

. Development of a Skeletal Related Event (SRE) defined as pathologic fracture, spinal cord
compression, palliative radiation to bone, or surgery to bone
. Any increase in prednisone or prednisolone dose or a change to a more potent glucocorticoid

such as dexamethasone, to treat prostate cancer related signs and symptoms, such as fatigue
and pain is considered a disease progression event

. Treating physician decides to initiate new systemic anti-cancer therapy

COU-AA-301 Protocol. 13



PSA Flare in Prostate Cancer

PSA flare: A transient rise in PSA, after initiation of a
treament.

« Median time to flare 3 weeks and median duration 12
weeks

« Up to 20% of prostate cancer patients

« Seen with many treatments

Early increase in PSA within the first 12 weeks
should be ignored, in absence of other signs of
clinical progression.
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CcCCcTings

Durable radiologic and clinical disease stability beyond PSA progression in patients with metastatic
castration-resistant prostate cancer (MCRPC) treated with abiraterone acetate (AA).

Background: AA, a potent oral CYP1T7A1 Inhibitor is approved for treatment of mCRPC with a sunvival advantage of 4.9 months, In clinical practice,
response evaluation remaing challenging for pts with mCRPC. CTC conversion from CTC 2 510 CTC < S with treatment predicts for improved overall
sunvival In mCRPC. We hypothesized that pts continue to have durable disease stability beyond PSA prograssion on AA. Methods: Prostate Spacific
Antigen (PSA) responses, radiological responses and CTC conversion rates were refrospectively analysed in pis treated on AA at our institution, CTCs,
PSA and imaging were oblained at predefined time points during these studies. Radiological and PSA progression were defined by standard Prostate
Cancer Working Group Criteria Il Clinical progression consisted of worsening disease related pain, skeletal events or declining performance

status Pearson's chi-squared test and the Kaplan-Meler method were used for this analysis, Results: 141 patients [ECOG Performance Status 0-2,
Median Age 69.7 (range 44 7-87 1), 85 post-docetaxel, 56 pre-docetaxel] recelved AA The median duration of clinical and radiological stable disease (D)
was 16.8 months (n=55) and 5.6 months (n=75) In patients with a baseline CTCs count of « & cells/7 Smis and 2 5 celis/7 .5 mis respectively. Inthe 105
patients with documented PSA progression on AA there was a median § 7-month delay in detecting radiological andfor clinical progression (95% CI. 4.2,
8.4, range 0.3, 35 6 months). Radiological and clinical SD of = 1 year, = 2 years and = 3 years on AA was obsened in 43141 (30.5%), 21/141 (14.9%) and
121141 (8 5%) respectively Conclusions: Radiological and clinical disease stabilization beyond PSA progression Is malntained In a high proportion of
MCRPC patients treated with AA Fulure studies should evaluate whether continued AA treatment beyond PSA and radiological progression can Impact
outcome

“....In 105 (out of 141 patients) with documented PSA
progression on AA, there was a median 5.7-month delay in
detecting radiological and/or clinical progression.....”

Bianchini D et al. J Clin Oncol 2012;
Bianchini D et al. Poster presentation, ASCO
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“...an initial rapid rise in PSA with subsequent decline above
baseline on a second value in a patient who remained
biochemically, radiographically, and clinically stable for 22 months
on abiraterone.”

Mod. da Scher et al., J Clin Oncol 29



The definition of progression
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BONE FLARE PHENOMENON

The bone flare phenomenon describes an increase in isotope
uptake by metastatic lesions or the appearance of new,
previously occult lesions, soon after starting systemic hormone
or chemotherapy, resulting from the osteoblastic healing
response in a skeletal metastasis.

The flare phenomenon is reported to be greatest up to 3
months after commencing systemic therapy and has usually
subsided by approximately 6 months.

It is also reported to occur in between 6 and 23% of patients
with metastatic prostate cancer.



BONE FLARE PHENOMENON

Bone scans at baseline (a),

6 weeks (b) and 6 months (c) after
commencing first-line hormones.
There is clear evidence of skeletal
metastases on the baseline scan.
The metastases show an increase
in intensity at 6 weeks which
subsequently reduces, typical of
the flare phenomenon.

b

Cook, Eur J Nucl Med Mol Imaging (2011)



Cancer Therapy: Clinical

Phase [l Study of Abiraterone Acetate in Chemotherapy-Naive
Metastatic Castration-Resistant Prostate Cancer Displaying Bone
Flare Discordant with Serologic Response

Charles J. Ryan’, Shreya Shah', Eleni Efstathiou®, Matthew R. Smith®, Mary-Ellen Taplin®, Bone flare
Glenn J. Bubley®, Christopher J. Logothetis®, Thian Kheoh®, Christine Kilian', Christopher M. Haqq®,
Arturo Molina®, and Eric J. Small® phenOmenOn

Examples of bone scan
flare in patients receiving
abiraterone acetate.

Patient with a declining PSA
level but a month 4 bone scan
being read as progression in
existing lesions.

By month 7, this progression
improved, indicating that the
progression seen at month 4
was due to bone flare.

Baseng Month 4 Month 7
Multifoca Pregression in Stable/slight improvement
PSA41.7 existing lesions PSA 4.27

PSA 452 Ryan et al., Clin Cancer Res, 2011



Cancer Therapy: Clinical

Phase Il Study of Abiraterone Acetate in Chemotherapy-Naive
Metastatic Castration-Resistant Prostate Cancer Displaying Bone
Flare Discordant with Serologic Response

Charles J. Ryan', Shreya Shah', Eleni Efstathiou®, Matthew R. Smith®, Mary-Ellen Taplin®,
Glenn J. Bubley®, Christopher J. Logothetis®, Thian Kheoh®, Christine Kilian', Christopher M. Haqq®,
Arturo Molina®, and Eric J. Smaill’

Abstract

Purpose: Abiraterone is an oral inhibitor of CYP17, which is essential for androgen biosynthesis. This
multicenter study assessed its efficacy in patients with castration-resistant prostate cancer (CRPC), without
prior chemotherapy or CYP17-targeted therapy, and frequency of bone scans discordant with prostate-
specific antigen (PSA) and clinical response.

Experimental Design: Thinty-three patients received abiraterone acetate 1,000 mg daily with predni-
sone 5 mg twice daily in continuous 28-day cycles. Patients were evaluated monthly for efficacy and safety.
Bone scan flare was defined as the combination, after 3 months of therapy, of an interpreting radiologist’s
report indicating “disease progression” in context of a 50% or more decline in PSA level, with scan
improvement or stability 3 months later.

Results: A 50% or more decline in PSA level at week 12 was confirmed in 22 of 33 (67%) patients.
Declines in PSA level of 509 or more were seen in 26 of 33 (79%) patients. Uindetectable PSA levels (<0.1
ng/ml) occurred in 2 patients. Median time on therapy and time to PSA progression were 63 weeks and
16.3 months, respectively. Twenty-three patients were evaluable for bone scan flare. Progression was
indicated in radiologist’s report in 12 of 23 (52%), and 11 of 12 subsequently showed improvement or
stability. As prospectively defined, bone scan flare was observed in 11 of 23 (48%b) evaluable patientsor 11
of 33 (33%) enrolled patients. Adverse events were typically grade 1/2 and consistent with prior published
abiraterone reports.

Condusion: Clinical responses to abiraterone plus prednisone were frequent and durable in men with
metastatic CRPC. Further investigation is needed to clarify the confounding effect of bone scan flare on
patient management and interpretation of results. Clin Cancer Res; 17(14); 4854—-61. ©2011 AACR.

The flare phenomenon was a common event:
48% of responding patients




How do we define progression in the clinic?

Clinical (g

Biomarker Radiological



Symptomatic or clinical progression defined by one of the
following:

Pain progression: Worsening of pain due to metastatic bone disease defined as an
increase of > 30% in the worst pain over the past 24 hours on the BPI-SF numeric
rating scale observed at 2 consecutive evaluations 4 weeks apart without decrease in
analgesic usage score, or an increase in analgesic usage score = 30% observed at 2
consecutive evaluations 4 weeks apart; to qualify as progression, the patient must have
a BPI-SF score = 4;

Development of a skeletal related event (SRE) defined as pathologic fracture,
spinal cord compression, palliative radiation to bone, or surgery to bone;

Any increase in prednisone or prednisolone dose or a change to a more potent
glucocorticoid such as dexamethasone, to treat prostate cancer related signs and
symptoms, such as fatigue and pain is considered a disease progression event;

Treating physician decides to initiate new systemic anti-cancer therapy

Fonte: Clinical Study Protocol: COU-AA-301



Unequivocal clinical progression

ECOG Performance Status

These scales and crlena are used Dy dOClors and reSearchers 10 358688 how a palien!'s disease 18 progressing, assess how the disease affects the daily Iving abites of
the patent. and determine aporopnats treatment and prognosis. They are included hers for health care professionals to access

ECOG PERFORMANCE STATUS®
Grade ECOG
(—) E t;lly active, able to carry on all pre-disease performance without restriction
1 gggt;tggk in physically strenuous activity but ambutatory and abile to carry out work of a light or sedentary nature, €., light house work,

Ambuiatory and capable of all seffcare but unable to carry out any work activities Up and about more than 50% of waking hours

2
3 Capable of only imited selfcare, confined to bed or chair more than 50% of waking hours
4 Completely disabled Cannot carry on any selfcare. Totally confined to bed or chair

5 Dead

* As published m Am J Cin Oncol
Oken, MM, Creech, RH., Tomey, D.C., Horton, J., Davis, T.E, McFadden, E.T., Caroone, P.P.: Toxcity And Response Cntena Of The Eastem Cooperative Oncology
Grouvp. Am J Clin Oncol 5:649-655, 1982,

The ECOG Perdormance Status i3 in the public domain therefore available for public use To duplicate the scale please cita the reference above and credit the Eastem
Cooperatre Oncology Group, Robert Coms M. D, Group Chair




Use of Abiraterone Acetate Iin
combination with Radiotherapy




Use of Abiraterone Acetate in
combination with Radiotherapy

Within the COU-AA-301 study, the use of palliative radiation
was permitted. The study allowed for one course of radiation
(single or multi-fraction) to a single site.

In the COU-AA-301 study, 11.1% of patients in the
abiraterone arm and 12.2% in the placebo arm had localized
progression at a single site and received concurrent palliative
radiotherapy;

No new safety signals were seen in patients receiving

abiraterone plus prednisone and palliative radiation.

De Bono J et al. NEJM 2011;
Saad F et. 2012



Enzalutamide



Enzalutamide

k Androgen receptor (AR) D Testosterone (T) % Enzalutamide

w AR after conformational change
due to testosterone binding

1. Enzalutamide competitively %
inhibits AR-T binding

Cell membrane

2. Enzalutamide blocks the
activational change induced
by AR-T binding

3. Enzalutamide inhibits AR-T
nuclear translocation and DNA
transcription

Enzalutamide is an androgen-receptor—signaling inhibitor.
Enzalutamide has 5-8 fold higher binding affinity to AR than  patel, Therapeutics and Clinical
the first generation anti-androgen bicalutamide. Risk Management. 2014



The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 27, 2012 VOL. 367 NO. 13

Increased Survival with Enzalutamide in Prostate Cancer
after Chemotherapy

Howard I. Scher, M.D., Karim Fizazi, M.D., Ph.D., Fred Saad, M.D., Mary-Ellen Taplin, M.D., Cora N. Sternberg, M.D.,
Kurt Miller, M.D., Ronald de Wit, M.D., Peter Mulders, M.D., Ph.D., Kim N. Chi, M.D., Neal D. Shore, M.D.,
Andrew J. Armstrong, M.D., Thomas W. Flaig, M.D., Aude Fléchon, M.D., Ph.D., Paul Mainwaring, M.D.,
Mark Fleming, M.D., John D. Hainsworth, M.D., Mohammad Hirmand, M.D., Bryan Selby, M.S., Lynn Seely, M.D.,
and Johann S. de Bono, M.B., Ch.B., Ph.D., for the AFFIRM Investigators*

The AFFIRM (A Study Evaluating the
Efficacy and Safety of the Investigational
Drug ENZALUTAMIDE).



AFFIRM Phase III Trial of ENZALUTAMIDE
In Post-Chemotherapy treated mCRPC

Patient
Population

1199 patients
with
progressive
CRPC

Failed docetaxel
chemotherapy

.| Randomised 2:1

* Glucocorticoids were not required but allowed.

Enzalutamide
160 mg daily
(n=800)

Placebo
(n=399)

-

Primary end point:
Overall Survival

econdary end points:

SA response,
ime to PSA progression,
-PFS, time to the 1 SRE

Scher et al. N Engl J Med 2012



AFFIRM Phase III Trial of ENZALUTAMIDE
in Post-Chemotherapy treated mCRPC

OS (primary endpoint)

« Enzalutamide significantly improved OS compared with placebo:
- Median OS was 18.4 versus 13.6 months, respectively (p<0.001)
- 37% reduction in the risk of death (HR=063, Cl. 0.53-0.75, p<0.001)

100 %
a0 - Enzalutamide: 18 4 months
(95% CI: 17 3-NYR)
= G0 -
o
(Jr) '
Q 40 - 4.8 months difference
in median OS
Flacebo: 13.6 months
QD - l'!;{-";":";- ' ‘ ] ] :] .";- :_: _;
D | L] | L 1 1 ] 1] L}
0 3 B 9 12 15 18 21 24

No. atrisk Duration of OS (months) Scher et al. N Engl J Med 2012



AFFIRM Phase III Trial of ENZALUTAMIDE
in Post-Chemotherapy treated mCRPC

Time to PSA progression
(secondary endpoint)

Time to PSA progression™ was significantly longer with enzalutamide
compared with placebo (8.3 vs. 3.0 months, respectively (p<0.001)
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AFFIRM Phase III Trial of ENZALUTAMIDE
in Post-Chemotherapy treated mCRPC

Table 3. Adverse Events, According to Grade.

Adverse Event Enzalutamide (N « 800) Placebo (N ~399)
Any Grade Grade =3 Any Grade Grade =3
number of patients (percent)
=1 Adverse event 785 (98) 362 (45) 390 (98) 212 (53)
Any serious adverse event 268 (34) 227 (28) 154 (39) 134 (34)
Discontinuation owing to adverse event 61 (8) 37 (5) 39 (10) 28 (7)
Adverse event leading to death 23 (3) 23 (3) 14 (4) 14 (4)

Frequent adverse events more common with
enzalutamide®

Fatigue 269 (34) 50 (8) 116 (29) 29 (7)
Diarrhea 171 (21) 9 (1) 70 (18) 1(<1)
Hot flash 162 (20) 0 41 (10) 0
Musculoskeletal pain 109 (14) 8(1) 40 (10) 1(<1)
Headache 93 (12) 6 (<1) 22 (6) 0

Clinically significant adverse events

Cardiac disorder

Any 49 (6) 7 (1) 30 (8) 8(2)

Myocardial infarction 2 (<1) 2 (<1) 2 (<1) 2 (<1)
Abnormality on liver-function testingy 8(1) 3 (<1) 6 (2) 3 (<1)
Seizure 5 (<1) 5 (<1) 0 0

Scher et al. N Engl J Med 2012
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ORIGINAL ARTICLE

Enzalutamide in Metastatic Prostate Cancer
before Chemotherapy

T.M. Beer, A_J. Armstrong, D_.E. Rathkopf, Y. Loriot, C.N. Sternberg, C.S. Higano,
P. lversen, S. Bhattacharya, J. Carles, S. Chowdhury, I.D. Davis, J.S. de Bono,
C.P. Evans, K. Fizazi, A.M. Joshua, C.-S. Kim, G. Kimura, P. Mainwaring,

H. Mansbach, K. Miller, S.B. Noonberg, F. Perabo, D. Phung, F. Saad, H.l. Scher,
M_-E. Taplin, P.M. Venner, and B. Tombal, for the PREVAIL Investigators™

Enzalutamide in Men with
Chemotherapy-Naive mCRPC
Results of the Phase 3 PREVAIL
Study

Beer T et al. N Engl J Med
2014;



PREVAIL Phase III Trial of ENZALUTAMIDE after
progression on ADT in mCRPC

[
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Beer T et al. N Engl J Med
2014;



PREVAIL Phase III Trial of ENZALUTAMIDE after
progression on ADT in mCRPC
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Enzalutamide Reduced Risk of Death by 29%.
Median OS for Enzalutamide was 32.4 months vs. 30.2 months

in the placebo group.

Beer T et al. N Engl J Med 2014;



PREVAIL Phase III Trial of ENZALUTAMIDE after
progression on ADT in mCRPC
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At 12 months of FUP, rPFS was 65% in the Enzalutamide group vs.
14% in the placebo group.
Enzalutamide Reduced Risk of rPFS by 81%.

Beer T et al. N Engl J Med 2014,



TABLE 3. Current Clinical Investigations in Sequential and Combination Therapies for Advanced Prostate

Cancer

Chemotherapy-naive mCRPC
NCT01981122: Concument vs saquential treatment with sipuleucel-T and enzalutamide in mCRPC
Chemotherapy-naive or postchemotherapy mCRPC

mommcu vs sequential reatment with sipuleucel-T and abiraterone in men with mCRPC

AR therapies
Chemotherapy-naive mCRPC
NCT01949337: A phase 3 study of enzalutamide with or withou! abiraterone in patients with mCRPC
Chemotherapy-naive or postchemotherapy mCRPC
NCTO01792687: A phase 1 study of ARN-509 n combination with abiraterone n mCRPC
AR and non-AR therapies
Chemotherapy-nalve mCRPC
NCTO01565928: A phase 1 study of enzalutamide and docetaxa n men with advanced prostate cancer
NCT01685125: Abiraterone acetate with or without dasatinib in treating patients with mCRPC
NCT01995058: A study of cabozantinib in combination with abiraterone in patients with bone-metastatic CRPC
NCT01553188: A phase 2 study of AMG388 and abiraterone in patents with mCRPC
NCT02106507: ARNSO9 plus everolimus in men with progressive metastatic castration-resistant prostate cancer after treatment with abraterone
acetate
Chemotherapy-naive or posichemotherapy mCRPC
NCT01685268: A prase 1/2 study of HSP90 inhibitor AT13387 alone or in combination with abiraterone
NCTO01576172: A phase 2 study of abiraterone with or without veliparb in treating patients with mCRPC
NCTO01741753: BKM 120 and abiraterone for patients with mCRPC
Postchemotherapy mCRPC
NCTO01972217: A phase 2 study of olaparb with abiraterone in treating mCRPC
NCTO01848067: A phase 1/2 study of alisertib in combination with abiraterone and prednisomne for patients with CRPC after progression on
abiraterone
NCT01511536: Cabazitaxe! and abiraterone in patients with mCRPC
NCT01885949: Tivozanib and enzalutamide in advanced prostate cancer

Abbreviations: AR, androgen receptor; CRPC, castration-resistant prostate cancer; HSP90, heat-shock protein 90; mCRPC, metastatic castration-ressstant
prostate cancer; NCT, National Clinical Trials identifier,




What is the optimal sequence?

[ am tired of the question.....no data!

— Reasonable to use less toxic therapies first

— Reasonable to involve patients in the decision
making and respect patient preferences

[ believe....patients should have exposure to

as many active drugs as possible

— S0 long as the patient tolerates the drug well
and does not “rapidly” progress, keep it going

- Do not let the patient deteriorate too far, that

limits future options....follow patients closely

From Oliver Sartor ASCO 2012 Educational Session




| BENEFICI DELLA BICICLETTA

Tl STAMPA UN GRAN SORRISO SULLA FACCIA
TI PORTA LA SPESA A CASA
TONIFICA IL CORPO ¢ s

NON PRODUCE
EMISSIONT INQUIN

£ AGILE NEL TRAFFICO
¢ ! N

T) SEMBRA Di

VOLARE!

Tl SCOLPISCE GAMBE MARMOREE

3 AUMENTA LE PROBABILITA DI INCONTRO
NON DEVI PAGARE IL PARCHEGGIO, , . DEWANIMA GEMELA

IL BOULO E UASSICURAZIONE ... (E SCIENTIFICAMENTE DIMOSTRATO)
EVVIVAI A .
PRJ VELOCE E MENO FATICOSO CHE CAMMINARE

Grazie per |’ attenzione




