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Introduction

Absolute numbers, Incidence, Both sexes, in 2022 Absolute numbers, Incidence, Males, in 2022
Continents Continents

Lung
2 480 675 (12.0%) Lung
1572 045 (15.2%)

Breast
2296 8B40 (1.5%)

Others
4502 838 (437%) Prostate
1467 854 (14.2%)
Others
9 949 T8E (499%)
Colorectum
1926 425 (9.6%)
Colorectum
1069 446 (10.4%)
Prostate
1457 854 (73%)
Stomach
968784 (4.8%) 627 49; m:;';
856136 (3.5%) f:gg:"l % Liver
Total : 19 976 499 Intemationsl Agency (4.6%) 600 476 (58%)eney
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Historical Developments in Prostate Cancer

® 1780

Castration

John Hunter
1904
First perineal
prostatectom

J L

® 1940
Huggins: use of
orchiectomy, and
estrogen treatment
(Awarded Nobel Prize)

1980s
Long-acting synthetic
LHRH agonists

__[1900 1940 ]

Abiraterone
approved

®2018

Apalutamide approved
s CRPC

The future...

1970

1980

L

@ 1867 @
First perineal
prostatectomy

SOURCE: Dr. ED Crawford with permission

F

1938
Acid Phosphatas

1970s
Discovery and

characterization of
androgen receptor

1970s
Steroidal and non-steroidal
antiandrogens available

discovery
(Awarded Nobel Prize)

19705 ................................................................
Schally and Guillemin- LHRH

1990 2000

2020

New androgen
receptor-targeted
drugs, vaccines,

l 1995

Bicalutamide
available

Second-generafgon

biomarkers,
genetic research

Médecine
de
précision

antiandrogen agproved

(enzalutamide)




NATURAL HISTORY OF PROSTATE CANCER
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CaP= Cancer de la Prostat
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NMCPRC MCRPC
No metastatic castrate resistan Metastatic castrate resistant

prostate cancer prostate cancer




NMCPRC

NO metastatic castrate resistan
prostate cancer




Natural History of Prostate Cancer

CHAARTED Docetaxel + ADT ARCHES EnzalutamidetADT

GETUG-AFU 15  Docetaxel + ADT ENZAMET EnzaluttamideADT

STAMPEDE Docetaxel + ADT TITAN Apalutamide+ ADT
Abiraterone + ADT

LATITUDE Abiraterone + ADT

Metastatic
HSPC
(mHSPC)
TAX327 Docetaxel + ADT
L lized COU-AA 301 Abiraterone + ADT
prostate _ CRPC AFFIRM Enzalutamide + ADT
cancer ' PREVAIL Enzalutamide + ADT

(mCRPC) TROPIC Cabazitaxel + ADT

Non- ALSYMPCA Radium-223 + ADT

metastatic
CRPC
(nmCRPC)

PROSPER Enzalutamide + ADT
SPARTAN Apalutamide + ADT
ARAMIS Darolutamide+ADT

Adapted from Aggarwal RR, et al. Oncology (Williston Park) 2017; 31(6):467-74.

Non-
metastatic
HSPC

ADT
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Tableau |, Définitions de la récidive biologique en fonction du type de traitement initial du cancer de la prostate.

Traitement

Définition de la récidive biologique

Frostatectomie totale

Radiothérapie + hormonothérapie

Curiethérapie

PSA > 0,2 ng/mL et ascendant confirmé par 2 dosages successifs
PSA nadir + 2 ng/mL
PSA nadir + 2 ng/mL

I1.2.A. Récidive biologique (RB) apres prostatectomie

Traitement

Prostatectomie radicale

Radiothérapie
hormonothérapie

H+

Curiethérapie

HIFU

Définition de l'échappement hormonal

PSA > 0.2 ng/ml et en hausse confirmé par 2

tests successifs a 15 jours d'intervalle.

PSA Nadir + 2 ng/ml

Les Guides Thérapeutiques

PSA Nadir + 2 ng/ml

PSA Nadir + 1.2 ng/ml

en Oncologie Médicale

Recommendations for imaging in patients
with biochemical recurrence

Strength rating

Prostate-specific antigen (PSA) recurrence after radical

prostatectomy

Perform prostate-specific membrane
antigen (PSMA) positron emission
tomography/computed tomography (PET/
CT) if the PSA level is > 0.2 ng/mL and if the
results will influence subsequent treatment
decisions (EAU BCR risk groups).

Weak

In case PSMA PET/CT is not available,
and the PSA level is =2 1 ng/mL, perform
fluciclovine PET/CT or choline PET/

Weak

CT imaging if the results will influence %J Guidelines

subsequent treatment decisions.

PSA recurrence after radiotherapy

Perform prostate magnetic resonance Weak
imaging to localise abnormal areas and

guide biopsies in patients fit for local

salvage therapy.

Perform PSMA PET/CT (if available) or Strong

fluciclovine PET/CT or choline PET/CT in
patients fit for curative salvage treatment.




+1n 98%

About 20% « pure » local relapse

PET-PSMA in high-risk CRPC MO:

Only 30% Bone or visceral M1

N = 200
! l
n=196|| Mostly Lymph nodes ! =4
L
[ 1 l ..
Tr 55% N1 54% M1a 39% M1b 24%

M1c 6%

Fendler WP, CCR 2019



NMCPRC
SPARTAN Study Design

International, randomized, phase 3 trial
Eligibility

Primary endpoint
= MFS

= nmCRPC

— Pelvic nodes <2 cm
below aortic bifurcation
(N1) allowed

= PSADT <10 mo

Secondary endpoints
Time to metastasis
PFS
Time to symptomatic

On-Study Requirement

= Continuous ADT

Stratification factors

= PSADT >6 mo or <6 mo

= Bone-sparing agents
(VESL)

= NO or N1

Z0==-P>PN-S00Z>»2

=
L

progression
(OS]
Placebo (PB) Time to cytotoxic
+ADT chemotherapy

(n=401) Exploratory endpoints
= Time to PSA progression
= PSA response rate
= Patient-reported outcomes
= PFS2

ADT = androgen-deprivation therapy; MFS = metastasis-free survival; nmCRPC = non-metastatic castration-resistant prostate cancer; OS = overall survival;
PFS = progression-free survival; PFS2 = second progression-free survival; PSADT = prostate-specific antigen doubling time.

Smith MR, et al. N Engl J Med. 2018;378:1408-18.

PROSPER Study Design

International, randomized, phase 3 trial

Eligibility
= nmCRPC

Rising PSA despite
castrate testosterone
level (< 50 ng/dL)
Baseline PSA 2 2ng/mL

PSADT < 10 mo

Stratification factors
= PSADT < 6 mo or 6-10 mo

= Baseline use of bone-targeted
agent (yes/no)

Z0=-PN=-Z00Z>X2

it
=

Enzalutamide
160 mg QD
+ADT
(n =933)

Placebo
+ADT
(n =468)

Primary endpoint

= MFS

Secondary endpoints
Time to PSA progression
PSA response rate
Time to first use of
subsequent antineoplastic

therapy
(OS]

Safety
Quality of life

ADT = androgen-deprivation therapy; DT = doubling time; MFS = metastasis-free survival; nmCRPC = non-metastatic castration-resistant prostate cancer; OS = overall

survival; PFS = progression-free survival; PSA = prostate-specific antigen.
Hussain M, et al. N Engl J Med. 2018;378:2465-74.

ARAMIS trial design

Patients
+ Men with nmCRPC
« PSADT s10 months

Stratification

+ PSADT (s6 months
vs >6 months)

« Osteoclast-targeted
therapy (yes vs no)

Randomization

Primary endpoint (significance level 0.05)
. Metastasis-free survival
— Defined as distant metastases or death from any cause

secondary endpoints (hierarchical testing; interim o=0.0005)
Overall survival
Time to pain progression
Time to first symptomatic skeletal event
Time to first cytotoxic chemotherapy
Safety

ADT, androgen deprivation therapy, MFS, metastasis-free survival, nmCRPC, non-metastatic castrabon-resistant prostate cancer, OS, overall survival, PSADT, prostate-specific anfigen doubling ime

2019 Genitourinary Cancers Symposium | #GU19

Presented by: Kanm Fizazi



NMCPRC

SPARITAN Primary Endpoint: Metastasis-Free Survival

*  72% reduction in the risk of metastases or death

Patients W ho W ere Alive
without Metastasis (%)

204 Hazard ratio for metastasis or death,
0.28 (95% CI, 0.23-0.35) S

P<0.001

APA, 40.5 mo

(median)
PBO, 16.2 mo 5\__ 24-month additional MF$
(median) e S benefit with APA

T
0 &

No. at Risk

Apalutamide 806 713 652

401 291

SPARTAN Exploratory E

T
12

T T T T T T T J
16 20 24 28 32 36 40 44
Months from Randomization

514 398 282 130 9% 36 16 3 0
153

ndpoi”nt: Timse tlo PSA Progression SPARTAN Secondary Endpoint: OS (Interim Analysis)

91 34 13

* 94% reduction in the risk of PSA progression

PBO, 3.7 mo

(median)
50af-«=lee-ccccncinccccnncccncnncnacncccenaca"

Hazard ratio for progression,
0.06 (95% Cl, 0.05-0.08)

APA, not reached

100-
90_
9. 807
3t &
£.9
: g, 40
“w —
E g 304
& 204
10-
0
0
No. at Risk

Apalutamide 806 €95 597 435 306 215 128 69 29 1
401 139 50

Placebo

APA = apalutamide; PBO = placebo; PSA = prostate-specific antigen.

Smith MR, et al. N Engl J Med. 2018;378:1408-18.

T
4

T
8

U 1 U 1 U L 1 1 1
12 16 20 24 28 32 36 40 44
Months

1 2
14 8 4 0 0 0 0 O O

Time to PSA progression was defined as the time from randomization to
PSA progression, according to PCWG2 criteria.

SPARTAN Secondary Endpoint: PFS

No. at Risk
Apalutamide

; 100 +
1o
7:_ 80 APA, 40.5 mo
5 704 (median)
a6 -
,g o B T e i B
z 404 PBO, 14.7 mo
w 304 (median)
® 20 Hazard ratio, 0.29 (95% Cl, 0.24-0.36)
é" 10 4 p<0.001
o o T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44
Months
806 705 645 506 391 277 178 94 36 16 3 0

401 283 212 145 87 56 33 12 5 1 8 0

30% reduction in the risk of death

71% reduction in the risk of local/distant metastases or death

— 100

R 90- \‘_\ﬂnot reached

2 801

< 70~

- PBO, 39.0 mo

s = (median)  \a

- <A V| R |- ... S— | [,

2 40

i 30-

§ 20 Hazard ratio for death, 0.70 (95% Cl, 0.47-1.04)

é 10{ P=0.07
0 1 L] 1 1 1 1 T T L ) 1
0 4 8 12 16 20 24 28 32 36 40 44

Months
No. at Risk

Apalutamide 806 788 756 647 527 392 275 162 64 26 4
Placebo 401 387 374 319 248 183 126 64 29 9 O

APA = apalutamide; OS = overall survival; PBO = placebo.
Smith MR, et al. N Enal J Med. 2018:378:1408-18.

0
0



NMCPRC

PROSPER Secondary Endpoint: OS (Interim analysis) PROSPER Primary Endpoint: Metastasis-Free Survival

» 20% reduction in the risk of death » 71% reduction in the risk of metastases or death
100
20 1004
80 ENZA, not reached .l _
- Hazard mu? for metastasis or death,
a:: 70 e % ::: p:} g {95%0,0.24-0,35;
H 2 PBO, not reached & w ENZA, 36.6 mo (median)
D T PR P T i e L s T i e 3 | /
% 40 ; § :: - 22-month
g % 0wl PBO, 14.7 mo (median) additional MFS
20 e benefit with ENZA
10 { Hazard ratio (95% ClI) 0.80 (0.06-1.09) 104
P value 0.15 0 T
0 ! i ) § § i . . § . 0 3 6 9 12 15 18 21 24 7 30 33 36 39 42
0 4 8 12 16 20 24 28 32 36 40 44 Month
No. at Risk Monthe ?rolzan?ms:kde 933 865 759 637 s28 431 418 328 237 159 87 77 31 4 0
Enzalutamide 933 884 805 716 621 521 414 298 169 75 13 0 Placebo 468 420 2% 212 157 105 98 64 49 3l 16 1 5 1 0
Placebo 468 447 403 351 303 247 194 135 78 31 6 0
ENZA = enzalutamide; OS = overall survival: PBO = placebo ENZA = enzalutamide: MFS = metastasis-free survival: PRO = nlaceba. MFS defined as the time from randomization to radiographic progression (determined by
; ; ) . ™ . . central review), or to death from any cause, whichever occurred first.
Hussain M, et al N Engl J Med. 2018:378:2465.74, PROSPER Secondary Endpoint: Time to PSA Progression
o= R R RS« 939 reduction in the risk of PSA progression
agent (yes/no)
1004
90 —_—
-
80+ \.. Hazard ratio, 0.07 (95% Cl, 0.05-0.08)
704 \__.._‘ P<0.001
& 60 PBO, 3.9 mo (median) ——— 1\ ENZA, 37.2 mo (median)
g sol ~ .
e g F R E—
ADT = androgen-deprivation ther: t prostate cancer; OS = overall
ival: PFS = on-free zt ‘s-—\ 33 months longer P
SV, F77o = PIOJFosaon-nes 10] — with ENZA
Hussain M' et a| N Eng| J Med 2 cu 3 H 3 12 15 13 Milm, 24 27 0 33 % 39 42
No. at Risk
Enzalutamide 933 879 7 635 500 401 386 288 203 137 76 71 24 2 0
Placebo 468 427 138 56 25 13 13 5 4 3 o o o 0 )

ENZA = enzalutamide; PBO = placebo; PSA = prostate-specific antigen.
Hussain M, et al. N Engl J Med. 2018;378:2465-74.



NnMCPRC

Metastasis-free survival

99% risk reduction of distant metastases or death
;2 HR 0.41 (95% C! 0.34-0.50)
08 4 P<0.000001

Darolutamide: 40.3 months

o
(=]
L

074 Darolutamide: 40.4 months (median)
06 4

05-4 Tessssssssssmmmma. seenssnmncne - e s
04 4

<
= -
1 1

Placebo: 25.4 months HR 0.65 (95% CI

Survival Probability
Survival p:rohahili
wn

0.3-
03 4 Placebo: 18.4 months (median) 02 0.53-0.79)
: y h
02 4 0.14 — Darolutamide P<0.001
—— Placebo
0.1 1 —— Darolutamide 0.0 L | ; | . ] — .
7 i A S 0 4 8 12 16 20 24 28 32 36 40 44 48

T
0 4 8 12 16 20 24 Months

Number of subjects at risk
Number of subjects at risk Months

Darolutamide 955 749 &85 444 337 238 170 99 59 29 14 1 0
Darolutamide 955 817 675 506 77 %2 189 116 Placebo 554 387 285 198 125 &3 54 30 14 6 1 0 0
Placebo 554 368 215 180 17 % 50 2

Median follow-up time at primary analysis was 17.9 months
Cl, confidence interval, HR, haza

ereseneo At 2019 Genitourinary Cancers Symposium | #GU19
Slides aro property of the author. Permission required for reuse Presented by Karim Fizazi Fizazi K etal. N Eﬂgl J Med. 20 19;330: 1235-1246

ADT, androgen o« en doubling Bme

oo Avantage majeur = le non dépassement de la barriere
Hématoencephaligue
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National

nMCPRC RECOMMANDATIOR

comprehensive NCCN Guidelines Version 4.2024
Guidethicapaique - Cancer d L Prostate Cancer
~ ~ SYSTEMIC THERAPY FOR M0 CASTRATION-RESISTANT PROSTATE CANCER (CRPC)""h Change or
I.2B. Cancer de la prostate résistant a la castration non (CRPC) . maintain
o current
metastatique metastasesL treatment and
Monitoring™ (Mo) continue
PSADT > 10 mois psapT _ |(Preferred) PSA periodic
—*lor increasing or disease
>10mo I other secondary radiographic Imaging" " assessment
STANDARD T ; Continue hormone tharapyv evidence of
es Guides rapeutiques .
. en Oncologle Médicale CRPC, ADT®Y to I See Systemic
m Surveillance. semeem e s imaging maintain Consider Metastases . |Therapy for
studies castrate ggrlodlc (M1) M1CRPC
= : negative serum : . Isease (PROS-15)
PSADT < 10 mois for distant levels of 4 f;:[ﬂ?:ﬂf;?”"" " |assessment
metastases testosterone (category 1) ;PSA_andf
STANDARD (<50 ng/dL) « DarolutamideY imaging)
m Suppression androgenigue assocee a une hormonothérapie de nouvelle — | Enzalutamide” Stable PSA and Maintain current treatment
e . <10 mo (category 1) no evidence of and consider periodic disease
generation (Enzalutamide). Other recommended metastases assessment (PSA and imaging)'
regimens:

ASSOCIATION . fL)’chﬁlrsm:f.vm:lﬂry‘f
A omowteesy | O3 | Guidelnes
’ , — : . : Do not offer androgen deprivation therapy | Strong
S'assurer du r.hagnustu: d'une résistance a la castration par un dosage de la | Fort to MO patients with a PSA-doubling time >
Chez un patient CRPC MO en progression biologique a haut risque (définie par un temps | Fort
de doublement du PSA inférieur ou egal a 10 mois), sans metastases decelable en

scintigraphie osseuse et au TDM, il est recommandé de compléter la SAd par
I"'apalutamide, le darolutamide ou I'enzalutamide (ordre alphabétique).

Offer enzalutamide with or without Strong
androgen deprivation therapy to MO
patients with a BCR and PSA-doubling time
< 9 months after radical treatment

TABLEAU DE RECOMMANDATION 4 - TRAITEMENT CPRCx.




MCRPC

Metastatic castrate resistant
prostate cancer




MCRPC

Metastatic castrate resistant
prostate cancer

Le CPRC se définit par la présence d'une progression bio-
chimique ou radiographique, dans un contexte de castration
efficace, confirmée par un taux de testostéronémie < 50 ng/dL
ou 1,7 nmolll.

La progression biochimique est définie par trois augmenta- La progression radiographique est définie par I'apparition d'au

tions de PSA résultant en deux augmentations de 50 % au- moins deux nouvelles lésions a la scintigraphie osseuse ou
dessus du nadir avec un PSA > 2 na/mL progression d'une lésion mesurable selon les criteres RECIST

(Response Evaluation Criteria in Solid Tumours) [192].
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MCRPC

Natural History of Prostate Cancer

CHAARTED Docetaxel + ADT ARCHES EnzalutamidetADT

GETUG-AFU 15  Docetaxel + ADT ENZAMET EnzaluttamideADT

STAMPEDE Docetaxel + ADT TITAN Apalutamide+ ADT
Abiraterone + ADT

LATITUDE Abiraterone + ADT

Metastatic

HSPC
(mHSPC)

TAX327 Docetaxel + ADT
. COU-AA 301 Abiraterone + ADT
Localized Metastatic COU-AA-302 Abiraterone + ADT
prostate CRPC AFFIRM Enzalutamide + ADT
cancer PREVAIL Enzalutamide + ADT
(mCRPC) TROPIC Cabazitaxel + ADT

Non- ALSYMPCA Radium-223 + ADT

metastatic
CRPC
(nmCRPC)

PROSPER Enzalutamide + ADT
SPARTAN Apalutamide + ADT
ARAMIS Darolutamide+ADT

Adapted from Aggarwal RR, et al. Oncology (Williston Park) 2017; 31(6):467-74.

Non-
metastatic
HSPC

ADT



50 A 48 B 3-weekly docetaxel plus prednisone
[ weekly docetaxel plus prednisone
[ 3-weekly mitoxantrone plus prednisone

CHIMIOTHERAP

Docetaxel 75 mg/m

Response (%)

3-weekly x 10 cycles plus
pregnisone/prednisolone

~

1]] e Te N e

vV I U
N

Alive at 23 250% decrease Reduction Improved quality
years in PSA in pain of life

Fig. 3. TAX327 data on =3-year survival,” PSA response, pain reduction and improvement in quality of life.” PSA: prostate-specific

antigen.
3-weekly docetaxel vs mitoxantrone
20 — hazard ratio for death:
19.2 0.79 (95% CIl 0.67-0.93, p=0.004)
18 — 17.8
16.3
16 —
14 —
;;2- 12 —
E 10 —
=2
6 —
4 —
2 -
Fig. 1. TAX327 trial design.” mCRPC: metastatic castration-resistant prostate R
3-weekly ! Weekly 3-weekly
cancer, docetaxel docetaxel mitoxantrone

Fig. 2. TAX327 median overall survival.” Cl: confidence interval.



MCRPC
HTNG

ABIRATERONE:
PHASE Ill (COU-AA-301)

- i i R Effi dpoints (ITT
;:fgsrepié’ﬁztsmwé'.'%pc A Abiraterone 1000 mg daily R _( )
: : N Prednisone 5 mg BID - Primary endpoint:
- gaclll'\ed 1 31" 3 N=797 - OS (25% improvement;
emotherapy HR 0.8)
regimens, one of M .
v?r?ich Sosicined i - Secondary endpoints (ITT):
docetaxel g Placebo daily L] s
D Prednisone S mg BID . rPFS

n=398 . PSAresponse

2:1

- Phase 3, multinational, multicentre, randomised, double-blind, placebo-controlled study
(147 sites in 13 countries; USA, Europe, Australia, Canada)

UPDATED ANALYSIS (775 EVENTS):

Post
DoeaEre OS BENEFIT OF A AA INCREASED
FROM 3.9 TO 4.6 MONTHS
— AL
100 - —— Placebo
HR (95% CIl): 0.74 (0.64-0.86)
80 p < 0.0001
=" AA median OS (95% CIl):
= 60+ 15.8 months (14.8-17.0)
S 40
Placebo median OS (95% CIl):
20 11.2 months (10.4-13.1)
0 T T T T L]
(o] (=3 12 18 24 30
Time to death (months)
AA T97T 65T 4T3 2T3 15 0
Placebo 398 306 183 100 6 0

- Median duration of follow-up: 20.2 months
- Median duration of treatment: 8 months with AA vs. 4 months with placebo

Reprinted from The Lancet Oncology 2012; 13 (10), Fizazi K, ef al., Abiraterone acetate for treatment of metastatic castraton-resistant prostate cancer: final overall survival
analysis of the COU-AA-301 randomised, double-blind, placebo-controlled phase 3 study. 983—92. Copynght 2012, with permission from Elsewvier.



MCRPC STATISTICALLY SIGNIFICANT

IMPROVEMENT IN RPFS PRIMARY

ENDPOINT
HTNG :

Pre —

HR (95% Cl): 0.52 (0.45-0.61)
D O Cetaxel - e p Value: < 0.0001
ABIRATERON E: E Abiraterone, 16.5 mos
5 =
PHASE IIl (COU-AA-302) R e, . W
I+
§ ol
1}
g, Prednisone, 8.2 mos
Efficacy endpoints e 20

Patients : « Primary:

X Progressive chemo-naive N AA 1000 mg dally . PFS by central review 0 T T T T T T T T T T T 1
mCRPC patients D Prednisone 5 mg BID 0 3 6 9 12 15 18 21 24 27 30 33 36
(n = 1088) 0o (n = 546) . 0§ Time to Progression or Death (Months)

: . M . Secondary:
« Asymptomatic or mildly
symptomatic é . Time to opiate use (cancer- COU-AA-302: OVE RALL SU RVIVAL
3 Placebo daily related pain)
D Prednisone 5 mg BID . Time to initiation of
- (n = 542) chemotherapy
: . Time to ECOG-PS deterioration
. TTPP 100 -
HR (95% Cl): 0.81 (0.70-0.93)

p Value: 0.0033

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

. Stratification by ECOG performance status 0 vs. 1

Abiraterone, 34.7 mos

Overall Survival (%)
3

M Prednisone, 30.3 mos

Ryan C, et al,, N Engl J Med 2013368(2)138-148. .

T T T T T T T T T T
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Time to Death (Months)

Reprinted from The Lanae( Oncology 2015; 16(2), Ryan C, et al., Abiraterone acetate plus prednisone versus placebo plus p in m
with cancer (COU-AA-302): final overall survival analysis of a randomised, double-blind, placebo-controlied phase 3 smdy
152-60. Copyright 2015, with penmssm from Elsevier.




MCRPC

0S (%)

1001

80

60

40

20+

Post
Docetaxel

=1 T3 Lr acr £ &

Months

Fa

Enzalutamide Placebo Favors Favors
Subgroups N HR([95%Cl) Median 05 (months) Median 05 (months) enzalutamide placebo
All patients 1199 0.63(0.53-0.75) 18.4 13.6 o=
Age
<65 years 162 0.63(0.46-0.87) — 12.4 ——
265 years 837  0.63(0.51-0.78) 18.4 13.9 PP —
Baseline ECOG performance status score
0-1 1097  0.62(0.52-0.75) = 14.2 ro—i
2 102 0.65 (0.39-1.07) 10.5 7.2 ! ™ 4
Baseline mean pain score on BPI-5F
<4 858  0.59(0.47-0.74) - 16.2 o—i !
24 341 0.71(0.54-0.94) 12.4 9.1 ———
Geographic region
North America 395  0.63(0.47-0.83) 17.4 12.3 ——
Other 804  0.64(0.51-0.80) = 14.4 ——
Mo. previous hormonal treatments
52 587  0.59(0.46-0.75) 18.8 11.2 ——
32 605  0.68(0.53-0.88) 18.3 14.7 —e—i Jiographic PFS (months) |
Mo. previous chemotherapy regimens
1 875  0.59(0.48-0.73) = 14.2 FO— | ;‘g" =S
22 324 0.74(0.54-1.03) 15.9 123 —e—— 0.001)
Type of progression at study entry
PSA progression only 4580 0.62[0.46-0.83) - 19.5 —
Radiographic progression with or wfo PSA progression 704 0.64(0.52-0.80) 17.3 13.0 ——
Mo. of bone lesions
=20 746  0.59(0.46-0.75) - 16.2 —a—
>20 453  0.67(0.52-0.87) 13.1 95 e —
. Visceral (liver or lung) disease at baseline
No 921  0.56(0.46-0.69) - 14.2 Fo—i .
Yes 278 0.78(0.56-1.09) 13.4 9.5 — o —y
Baseline PSA level
<Median 600  0.67(0.50-0.89) = 19.2 ——f
>Median 599  0.62(0.50-0.78) 15.3 10.3 ——
Baseline LOH level
<Median 603  0.63(0.46-0.86) - 19.2 —_———
>Median 594  0.61(0.50-0.76) 12.4 85 ——
B T
| I ] 1 . . . 1
0.0 0.5 1.0

2 13 15 18 21 24
Months



Enzalutamide vs Placebo in Chemotherapy-
Naive Metastatic Prostate Cancer:
The PREVAIL Study

Enzalutamide
160 mg/day

(capsules) Co-Primary
n =872 Endpoints

S ©OS
- rPFS

Progressive mCRPC

Asymptomatic or
mildly symptomatic

Chemotherapy-naive

Pré Steroids allowed but
not required

Docetaxel N=1717

Placebo

OmMN=2002>2

n = 845

ClinicalTrials.gov identifier: NCT01212991
mMCRPC: metastatic castrate-resistant prostate cancer; OS: overall survival; rPFS: radiographic
progression-free survival

Beer T, et al. J Clin Oncol. 2014:;32(suppl 4). Abstract LBA 1.

PREVAIL: Overall Survival PREVAIL: Radiographic PFS Across
Subgroups

Number of Patients Hazard Ratio
Hazard Ratio: 0.706 Subgroup Enzalutamide / Placebo (95% ClI)

(95% CI: 0.60, 0.84) All patients 832/ 801 0.19 (0.15-0.23)
8= 0:0001 ECOG performance status at baseline = 0 557 / 549 0.15 (0.11-0.20)
ECOG performance status at baseline = 0 275/ 252 0.27 (0.19-0.37)
Age < 75 529 /517 H 0.20 (0.15-0.26)
Age 275 303 /284 0.17 (0.12-0.24)
Geographic region - North America 214/ 204 0.17 (0.12-0.25)
Geographic region - Europe 456 / 435 0.21 (0.15-0.28)

( )

( )

( )

Survival (%)

— Enzalutamide Patients still alive at data cut off Geographic region - Rest of world 162/ 162 0.14 (0.08-0.25
— Placebo Enzalutamide: 72%; Placebo: 63% Visceral disease (Lung and or liver) at screening - Yes 97 /101 0.28 (0.16-0.49
I I I I T T I T Visceral disease (Lung and or liver) at screening - No 735/ 700 0.17 (0.14-0.22
9 12 15 18 21 24 27 30 33 ——
Duration of Overall Survival (Months) 0 05 1.0 15

! ) Favors Favors
Median OS: Enzalutamide, 32.4 Months; Placebo, 30.2 months Enzalutamide Placebo




MCRPC

CHIMIOTHERAP

Cabazitaxel + Prednisone vs ;
Mitoxantrone + Prednisone: TROPIC: Overall Survival

The TROPIC Study

Aitoxantrone Cabazitaxel
Patients Prednisone Prednisone
Patients with mCRPC A | Cabazitaxel 25 mg/m? IV Q3wk (mordhs) - '
progressing during N + Prednisone for 10 courses Hazard ratio 0.72
and after docetaxel g | (N =378) = 80 - 95% Cl 0.61-0.84
(N = 755) I|Il \ = P value < 0.0001
‘ , , _ o 60 -
z ' Mitoxantrone 12 mg/m? IV Q3wk RSN
E + Prednisone for 10 courses g
> (N =377) E
o 40 A
g ® @ Censored
Primary endpoint: Overall survival 2 = E‘gzp
i 20
Secondary endpoints: Combined median
- PFS follow-up: 13.7 months
- Response rate 04
- Safety 0 6 12 18 pL 30 Time (months)

de Bono J, et al. Lancet. 2010;376(9747):1174-1154.




MCRPC

CHIMIOTHERAP

PROSELICA

C20 vD75
HR 1.01 (0.85 to 1.20)
Log-rank P =.997

C25 vD75
HR 0.97 (0.82 to 1.16)
Log-rank P =.757

100 4

+—o—e (C20 1
C25 ‘

eo—eo—o D75

Progression-Free Survival (%)

(o71]
Cabazitaxel 20 mg/m? Q3W
" 1g/day

C25

e—eo—o D75

C20 vD75
HR 1.06 (0.91 to 1.24)
Log-rank P = .422

C25 vD75
HR 0.99 (0.85 to 1.15)
Log-rank P =.804

100 4
FIRSTAN 20+
|
. 80
==
= 70 -
(49}
.= 60 -
=
S 50
75
‘_E 40 -
[«b)
: 30 A
no prior chemot c>>
brain mets, or sp 20 A
10 -
0
No. at Risk
response, pa e 389
C25 388
Exploratory: (s 391

Sartor AQ, et al. ASCO 2016. Abstract 5006.

I I I
3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 0

Time (months)

356 319 296 234 192 133 49
345 325 296 239 197 138 70
366 336 307 243 192 133 57

*PFS determined by progression of PSA, tumor, or pain

I I 1 1

3 6 9 12 15 18 21 24 27 30 33 36
Time (months)
No. at Risk
19 3 0 C20 389 145 83 39 15 2 0
28 5 0 C25 388 149 94 48 19 1
18 3 0 D75 391 152 83 37 3
(o]

Slide credit: clinicaloptions.com

-



Radium-223 vs Placebo: ALSYMPCA
(ALpharadin in SYMptomatic Prostate Cancer)

Study Design

TREATMENT
PATIENTS STRATIFICATION R
A Radium-223 (50 kBq/kg)
S;:g:g::gﬁ ¢ CRPC * Total ALP: N + Best standard of care
i < 220 U/L vs 2 220 U/L D - G iiact : '
*2 2 bone » Bisphosphonate use: 0 injections a
metastases Yes vs No M 4-week intervals
. Notknct)wn visceral s Pﬁ:; c‘ilts)c:‘t)axelz é Placebo (saline)
s E + Best standard of care
* Post-docetaxel or D .,
unfit for docetaxel
(N = 922) & Statistical assumption
90% power
HR = 0.76
0.05 two-sided alpha
Planned Interim Final
Analysis Analysis
Events 320 640
Alpha 0.00306 0.05

Parker C, et al. N Engl J Med. 2013;369(3):213-223.

%

100
90 +
80 +
70 +
60
50 +
40 -

ALSYMPCA Overall Survival
(Updated Analysis)

Radium-223 Dichloride, n = 614
Median OS: 14.9 months

Placebo, n = 307
Median OS: 11.3 months

30 +

201 HR = 0.695

10 4 95% ClI, 0.581, 0.832

0 P = 0.00007 s : = = : : 3 . ;
Month 0 3 6 9 18 21 24 27 30 33 36 39
Radium-223 614 578 504 369 105 60 a1 18 7 1 0 0
Placebo 307 288 228 157 103 67 39 24 14 7 4 2 1

Time to First SSE (Updated Analysis)

%

100 =

90 «

80 o

70 <

Radium-223, n = 614

60 Median: 15.6 months
50 =
40 Placebo, n = 307
30 J Median: 9.8 months
204 HR = 0.658
10 J 95% CI, 0.522, 0.830 Months
P = 0.00037




Chronology of FDA Approvals in mCRPC

Docetaxel Abiraterone
+ Prednisone

Abiraterone
SipuleucelT + Prednisone

1981 1993 1996 1997 2002 2004 2010 2011 2012 2013

w Cabazitaxel Enzalutamide

PostDocetaxe




MCRPC

Etude de phase Il randomisée comparant abiratérone vs enzalutamide
avec cross over :schéma de I'étude

Sang total Sang total Sang total
Et plasma Et Plasma Et plasma
Primary Objectif primaire

$ ¥ g

Abiraterone 1000 mg <
P one 0 e Enzalutamide 160 mg pm‘gmsz:_bn SR
aprés

+ ligne traitement

Objectives secondaires

« TTP/TTPP avec lére
line traitement

* Baisse PSA depuis
inclusion

* Corrélation avec avec

Abiraterone 1000 mg données séquencage

Prednisone 10 mg ADNCcf

Z uojssaidoud

Enzalutamide 160 mg

Abiraterone or Enzalutamide?

Time to PSA Progression (Confirmed)

ENZ Median TTP: 14.9 m (95% ClI: 8.5, 21.3)
ABI + P Median TTP: 10.2 m (95% CI: 5.7, 14.7)
HR = 0.83, 95% ClI: 0.55-1.25

©
=
s
5
(7]
o
P
=
S
S
£
5
o

Months
*PCWG3: =2 25% and = 2 ng/mL above nadir/baseline
soqmas ASCO ANNUAL MEETING ‘17 | #ASCO17

Presented By Kim Chi at 2017 ASCO Annual Meeting

Le quel choisir ?

Essai de phase Il ALLIANCE Enzalutamide plus abiratérone et prednisone vs
enzalutamide

Survie globale

Enza/AAP: med 34.2 mo’s (95% CI: 31.8, 37.5)

S
\\ HR = 0.90 (95%C!: 0.78, 1.05)
S

o p=0.19

e Association de 02 HTNG ?

Survival Probability

—>Aucune différence. Pas d’indication a associer Enza et Abi

Cross-resistance between
abiraterone and enzalutamide

Author Year N pts Dduration of ¥ PSA Median
published 2" treatment | >50% PFS

Loriot et al. 2013 38 3 mo 8% 2.7mo

Noonan et al. 2013 30 13 wks 3% 3.6 mo
| ABI > ENZ

Schrader et al. 2013 35 4.9 mo 29% -

Badrising et al. 2014 61 3 mo 21% -

Bianchini et al. 2014 39 2.9mo = ~ > A

Schmid et al. 2014 35 2.8 mo 9 y O I a R S LJN‘E
Brasso et al. 2014 137 32mo Peuton utiliser une autre ?

Zhang T et al. Expert Opin Pharmacotherap 2014;16:1-9



MCRPC

CARD

Multicent
Enrolime
Median fi

Patients witl
progressed <
prior alter
(before or al

Stratification fact
ECOG PS (0/
Time to progr:
Timing of ART

Kaplan-Meier estimate

Abi Enza

wESMnmm&

I LINE a

t

Ql

¢

OVERALL SURVIVAL (KEY SECONDARY ENDPOINT)

No. at risk

N — No. of Median OS,
1.0+ patients months (95% ClI)
Cabazitaxel 129 13.6 (11.5-17.5)
0.8+
Abior Enza 126 11.0 (9.2-12.9)
0.6+ HR (95% CI): 0.64 (0.46-0.89)
p=0.0078
0.4+
0.2+
0.0 T T T | | | !
0 3 6 E 12 18 24 30
Time, months
129 122 96 77 51 21 8 2
126 116 88 64 39 1 3 0

De Wit R, NEJM 2019

utamide

Median rPFS,
nonths (95% Cl)

0.29-0.67)

24

, NEJM 2019
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T4 2015*
Publication des
données de I'étude

TOPARP-A

T12017%
Début de I'étude de

phase Il TRITON2 surle

T3 2016"

Début de I'étude de
phase Il GALAHAD sur le
niraparib

Les Inhibiteurs deBARPs

T4 2019°

Publication des données
de I'étude TOPARP-B I

|
1220177 T3 2020¢ T2 2020 T1 20227
~ Début de I'étude de Présentation des données Homologation du Présentation des données
phase lll TRITONS sur le de I'étude de phase Il rucaparib par la FDA de I'étude TRITONS3 sur le
rucaparib TRITON2 sur le rucaparib rucaparib
122017 T3 2020 T2 2020°
_ Début de I'étude de phase II Présentation des Présentation des données de
TALAPRO-1 sur le données de I'étude de 'étude de phase Il TALAPRO-1
talazoparib phase Il GALAHAD sur le sur le talazoparib

niraparib




MCRPC Les Inhibiteurs deBARPs

Figure 1 : Etude PROfound - Schéma de I'étude
Jusqu'a progression, toxicité inexplicable ou PROpeI Phase I" tnal deS|gn

retrait du consentement

OO (inte current dataset

Critéres d'inclusion S : | ! + 1L mCRPC b"mrom’ mg qd « (PFS by investigator assessment
apari m| : i : gyt : 5
COHORTEA ,...r el B o > + Asymptomatic, mildly olaparib 300 mg bid (sensitivity analysis by biinded independent central review)

- mCPRC | R i i o i symptomatic, symptomatic 200

5 6 | _ 2 No prior abiraterone o Key secondary endpoint
sl Py - 2 R . ou::m allowed Pdemsisisinmmmd Y . 03
enzalutamide ou acétate u . N fE E stopped 212 months prior olapard
d'abiratérone N=245 D » — Olaparib o to enroliment i Additional preplanned analyses:

P 0 : = 2
- Progression lors du e s 5 SR » TFST
traitement antérieur incluant I ! z ) . Abiraterone 1000 mg qd* « PFS2
une hormonothérapie de s o | 2 Stratification factors + . HROOL
nouvelle génération pour le COHORTE B A Olaparib 300mg N i R « Site of distant metastases: placebo
mCP et/ou CPRC P A 2xflour > 2 bone only vs visceral vs other =397 * HRRm status (by Sssue and CDNA ater randomization

Autre mutation [FEELEE { R o « Prior taxane at mHSPC: and before primary analysis; see supplement)

- Mutation HRR HRR* P : A Optionnel : yes vs no

i 0
-ECOG 042 N=142 | | P Olanarib DCO3: 12 October 2022

e P ’ DCO1:30July 2021  DCOZ: 14March2022  [EEGSEEIEESS)

i 0 f 0S (interim

Critéres de stratification & la randomisation
* Traitement antérieur par taxane (oui vs non)
* Maladie mesurable (oui vs non)

1:BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, PPP2R2A, RAD51B, RADS1C, RADS1D, and RADS4L




Table 7

Phase III studies evaluating PARPi in mCRPC.

Les Inhibiteurs deBARPs

Type

Name

Population

HRER status

ARTA
previous
(%)

Stratification

according to
HRR

Standard
arm

Intarvention

Primary
endpoint

Results

PARPi + ARTA

PROfound"™
(olaparib)

TRITON-37f
(rucaparib)

PROpel™
(olaparib/AAP)

MAGNITUDE"
(niraparib/
AAP)

TALAPRO-2
all comers™
(talazoparib/
enzalutamide)

f

TALAPRO-2
HRR"f
(talazoparib/
enzalutamide)

CPRCm =1
ARTA

L1 CPRCm

Cohort
BRCA/ATM
Cohort other
HRER genes
BRCA/ATM

All comers

Cohort

HERR

Cohort without
HRER alteration
(stopped for
futility)

All comers

HRR deficiency

100%

No

Yes
(BRCAIT vs.
BRCAZ vs.
ATM)

Yes (BRCAL1/
2 vs. other
HRR genes)

Yes (non-
HRER vs. HRR)

Yes (BRCAL/
2 vs. other
HRR genes)

NHT

Open
Crossover
accepted

Double-
blind

MNo
crossover

rPFS
BRCA/
ATM
cohort
rPFS

rPFS
BRCA1/
2

rPFS
HER
cohort

rPFS

1 rPFS [23] and OS
[15] BRCA/ATM p
< 0.001 and

p = 0.02

T rPFS [16] study
population p

< 0.001

| rPFS BRCA1 /2
[16] p< 0.001
rPFS ATM [16] p
not reported

I tPFS [20] p

< 0.001

0S [30] p = 0.054
T rPFS [21]
BRCA1/2 p

< 0.001

T rPFS cohort HRR
[21] p = 0.028
rPFS non-HRR co-
hort [21] p = 0.66
1 rPFS all comers
[22] p < 0.001

| rPFS HRR [22]

p = 0.0006

I rPFS non-HRR
[22] p = 0.0035

I tPFS [33] p

< 0.0001

| rPFS BRCAl1 /2
[33] p< 0.0001
rPFS other HRR
[33] p = 0.06

AAP: abiraterone acetate-prednisone; HRR: homologous recombination repair; rPFS: radiographic progression-free survival; all comers: regardless of HRR status.
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Immunothérapie

Inhibiteurs des points de contrdle

Inhibiteurs de checkpoint el 110 2023: KEYNOTE-641 Phase 3: Pemiyglawe®®DIus Enzalutamide for

« Prior abirate
* No prior dot

el D1t ents with Metastatic (g

Conr

Phase de présentationantigénique Phase effectrice

— * ECOGPS(
* TISSUE S8Mprc 1w s s v cnrr —rm

Pembrolizv~— _ <u0 mg Q3W for 35 cycles
+ = _e@axel 75 mg/m? Q3W for <10 cycles

+ Prednisone 5 mg BID*

Placebo Q3W for <35 cycles

Ganglion " " " + Docetaxel 75 mg/m? Q3W for <10 cycles
lymphatic n I I e u rS C e C p O I n + Prednisone 5 mg BID*

Dual Primary Endpoints Secondary Endpoints

e = seulement dans les M&igh

-~
—— — =
Signal activateur
7 - cD28
=g —t—=
3 Signal ingPiteur
~ -
‘?\7\-
s <
LY

* rPFS by BICR per PCWG- » TFST (key secondary)
modified RECIST v1.1 + ORR
» Safety

AP = K —

Anticorps i ) + Histologically or cytologically confirmed mCRPC Q3W for <35 cyches

* PD after abi or enza (but not both) and docetaxsl + Olaparid 200 my BI™
*« ECOGPSOor1
« Tissuo samplo for beomarkor assessment ‘ Secondary Endpoints

Stratification Factors PYTTOTP | - TFST (key secondary, IA1)
= H * Prior NHA troptment abs vs enza g ¥ * ORR by BICR per PCWG-modied RECIST v1 1 (1A2)
PD-1 est un marqueur Bhanchinibypmosnirachounlit 8 2 et - Sty (1A2

d’épuisement des lymphocytes T Atezolizuman



MCRPC T "
Radiothérapie interne vectorisee

Open-label study of protocol-permitted standard of care Primary endpoints: '77Lu-PSMA-617 improved rPFS
+ 1777Lu-PSMA-617 in adults with PSMA-positive mCRPC

100 _\\
. . . H %4
Eligible patients m Primary 2w Hazard ratio: 0.40
* Previous treatment with both é‘ 2 analysis 2 5 8 S8 029, 990)
e & = = 1 p < 0.001 (one-sided)
« 21 androgen receptor N = = rPFS ® o \\\
pathway inhibitor = ?D ) analysis set S h ! Median 8.7 vs 3.4 months
* 1 or 2 taxane regimens Protocol-permitted SOC =2 E (n=581) 2 @ \'*\
, S @ 8 a0 ~ 77Ly-PSMA-617 + SOC (n = 385)
Protocol-permitted standard of care alone = \_N
(SOC) planned before randomization § = N g
« Excluding chemotherapy w 20 ™
fnm';’:tr,‘;;?‘é;a;’g:;;”m‘223' « Randomization stratified by + CT/MRI/bone scans ] SOC ekone (' 190) —
nv I | 0 —TT ™7 r—— T Y
ECOG performance status 0-2 P S S ) *  Every S wesks (restment) , 012345678 91011121314151617181920212223
P * LDH (high or low) + Every 12 weeks (follow-up) R, Time from randomization (months)
Life expe(:tancy > 6 months * Liver metastases (yes or no) « Blinded lndependenl &;”?5’;:’7.1.0&;&;!‘ WIS IS1V1B2146 137121 88 83 71 51 49 7 21 18 6 1 1 0
PSMA-positive mCRPC on PET/CT *  Androgen receptor pathway S v

with #¥Ga-PSMA-11 KRN In D Gee e 00) Primary endpoints: '"7Lu-PSMA-617 prolonged OS
Overall survival was generally consistent across

1004

- - - - o
prespecified stratification factor subgroups o
SOC alone Favors ""Lu-PSMA-617 Hazard ratio Prlmary :,\; 80 Hazard ratio: 0.62
hgiiesbnd (n = 280) iRl 95% € analysis ot (95% ClI: 0.52, 0.74)
= 70 < 0.001 (one-sided)
Androgen receptor pathway inhibitors as part of planned SOC . E—3 P : 3
Yo 243 146 — ost41,070  All randomized 8 o
No 308 134 p——o— 0.68 (0.53, 0.87) : o 1 .
LOH patients S Median 15.3 vs 11.3 months
< 260 UL 368 182 e 0.63 (0.50, 0.80) N = 831 Q 50 :
> 260 IUL 182 97 e 0.63 (0.48, 0.84) ( =83 ) 8
Liver metastases o 40-
Yes 48 3 b — 0.87 (0.53, 1.43) ':3
No 503 246 ey 0.62 (0.51, 0.76) c 304 ot
ECOG score 4 S,
Oor1 510 258 ' 0.61 (0.50, 0.74) o 204 Lt
2 41 2 I - i 0.63 (0.35, 1.13) —+ 1T u-PSMA-617 + SOC (n= 551)
Age 104
< 65 years 145 60 3 - o 0.73 (0.49, 1.10) SOC alone (n = 280)
2 65 years 406 220 —e—q 0.59 (0.48, 0.73) 0
T T T L4 ] T T T
T 488 235 = 0,63 (0.52,0.77) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
African Amernican or Black M 21 5 060 (0.29, 1.24) 2 : :
Asian P o+ } 1.04 (0.38. 2.81) i e Time from randomization (months)
All patients 551 280 ) B —— 0.62 (0.52, 0.74)

4 —r—r— — LuPSMASIT+SOC 551 535 406 470 425 377 X2 289 235 166 112 & ¥ 15 5 2 0
0.2 04 06 08 1 15 2 25 3
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CPRCm 1ére ligne RECOMMANDATIC

Les Guides Thérapeutiques

SAd seule & la phase d’hormonosensibilité B SAd associée a un HTNG a la phase d'hormonosensibilité

STANDARDS

OPTION

Poursuite de la SAd.
Pas de manipulation hormonale avec un anti androgéne de lére génération.
Pas de facteur prédictif pour choisir entre HTNG (par acétate d’abiratérone ou

m Docétaxel conseille.

enzalutamide) et une chimiothérapie par docétaxel. Le choix sera en fonction

ABIRATERONE

. ENZALUTAMIDE
'age,

la présence de métastases viscérales,

Ad associée au docetaxel a la phase d'hormanosensibilite

le caractére symptomatique ou pas des métastases,
le caractere tres indifférencié ou neuroendocrine de la tumeur,
la durée de la réponse a 'hormonothérapie initiale.
Dénosumab pour 24 mois si métastases osseuses. OPTION

1 HTNG (acétate d'abiratérone ou enzalutamide] conseillée.
OPTIONS

m  Chimiothérapi Iciée ou échappement
rapide apres ¢ DOCETAXEL

Chimiothérapie par ¢etoposide-sels de platine si différenciation

neuroendocrine.




mCRPC CPRCm 2éme ligne RECOMMANDATIC

Les Guides Thérapeutiques
en Oncologie Médicale




