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Introduction

Le plus fréquent des cancers de I’ homme de plus de 50 ans

Incidence en augmentation (plus de 1,4 M de nouveaux cas/an
dans le monde en 2022)

5éme cause de mortalité par cancer chez ’lhomme (= 400 mille
décés par an dans le monde en 2022)

Progres considérables dans le traitement du cancer de la prostate
(Intérét des RCP).

Probleme de santé publique



Epidémiologie

Incidence

Number of new cases in 2022, males, all ages

Others
Total: 10 311610
Rank Cancer site Number of cases Percent
1st ® Lung 1572 045 15.2%
" 2nd . Prostate 1467 854 14.2%
- —
3rd Colorectum 1 069 446 10.4%
4th ® stomach 627 458 6.1%
5th Liver 600 676 5.8%
- Others 4974 131 48.2%

Others
2032 004 (37.4%)

Oesophagus
318

Prostate
397 430 (7.3%)

Mortalité

Total : 5430284

Lun%
1233241 (22.7%,

Liver
521826 (9.6%)

Colorectum
499 775 (9.2%)

Stomach
427575 (7.9%)

Globocan 2022




Réseau National des Registres du Cancer
5 principales localisations - Hommes

Taux bruts/100 000

Poumon 3076 16,2

Colorectum 3022 15,9

Vessie 1864

Estomac 970 5,1 60

Réseau National des Registres des cancers 2019



Prostate Cancer Clinical States

[HORMONE-SENSITIVE] CASTRATION -RESISTANT

26, 730

Deaths From Disease
Clinically Biochemical ' '
Localized Recurrence Metastatic

Disease (PSA)




Prostate gland

33




Androgen Deprivation Therapy

EFFECT OF ORCHIECTOMY AND IRRADIATION ON CANCER
OF THE PROSTATE*

CnarvLes Huccins, M.D.
Cricago, luL.

* Read before the American Surgical Association, Cleveland, Ohio, April 6-8, 1942.

6harles Huggins:
Nobelprize Medicine 1966

K1a. 4—M. C. (a patient of Dr. W. S. Grant). Me-
tastatic adenocarcinoma of the prostate in inguinal nodes on
the left; the same region 107 days after orchiectomy is shown
on the right

Ann Surg. 1942 Jun




% de patients survivants

Hormonothérapie des formes métastatiques

Agomnistes de la LHRH
= Castration chirurgicale

mm Goserelin 3.6 mg (n=148)
== Orchidectomie (n=144)

60 m]

40 -

mmm Goserelin 3.6 mg (n=138)
mmm Orchidectomie (n=145)

] I | I | T 0= | 1 |
72 96 120 144 168 192 0 40 80 120

| | | | |
160 200 240 280 320

Semaines Semaines

Kaisary et al (1991) Vogelzang et al (1995)
Kaisary AV, Br J Urol 1991 - Vogelzang NJ, Urology 1995



What can we expect from ADT alone?

917 patients with de novo M1 PCa ) ]
(2005-2014) treated by ADT alone
(STAMPEDE randomized trial control arm) é 05 42,1 (1QR: 22.7-90.7
 Median FFS: 11 mo |
 Median 0S:42mo | o
Patient Characteristics: : 1$ime to rar12;0misation,3?no A ?
Age: 66y A:Frsis:’z:t. 917 (369) 272 (93) 107 (28) 50 (8 25 (3) 8
Liver 2% P e o

0
Lung 4% James ND et al. Eur Urol 2015




Intensification : Doublets




ORIGINAL ARTICLE

CHAARTED trial

Chemohormonal Therapy in Metastatic
Hormone-Sensitive Prostate Cancer

Christopher |. Sweeney, M.B., B.S., Yu-Hui Chen, M.S., M.P.H.,

R ARM A (n=397)
A ADT + Docetaxel
N for 6 cycles
Newly di 4 D Primary endpoint;
M+ PCa 0 Overall survival
M
|
i 1 .
E Overall survival
Stratification 0.8 N=790
- Extent of mats : high vs low
Age:>T70vs <70 ADT allowed up to 120 days pricr to rand: %ﬂ ion ] ADT+DOC
ECOG 0-1vs 2 Intermittent ADT not allowed g 0.6 ADT Median 57.6 mo
< _ Median 44 mo
£
E
Docetaxel 75mg/m2 6 cycles 2
- GLEVE
80% of ADT patients received at PD docetaxel ! (95% Cl: 0.47-0.80) P<0.001
0o I | | | | T
0 12 24 36 as 50 72

Time (months)

1. Sweeney C, etal. N Engl J Med. 2015;373:737-46



Survival (proportion)

High volume metastatic disease
— visceral metastases and/or
— 4 or more bone metastases

(with at least 1 beyond pelvis and vertebral column)

High-volume* (N=421
- ( ) Low-volume (N=154)
HR=0.63
(95% Cl: 0.49-0.81) 10T, HR=0.86
P<0.001 T o8 (95% Cl: 0.52-1.42)
S o1
£ P=0.55
ADT+DOC =]
, = 0.6 -
Median 48.0 mo = 3 ADT+DOC
_Tgn 04 - - ‘—L Median 58.3 mo
AT » 021 Median59.8 mo
Median 33.1 mo
0.0 4

1 T L] T 1 I 1

1 I
T T T T T 1 ! 1 1 12 24 36 48 60 72 B84 96 108
12 24 36 48 60 72 84 96 10 .
Time (months)

Time (months)

Strong rational for using chemo in HIGH VOLUME

On BONE SCAN and Thoraco-Abdo CT




ORIGINAL ARTICLE

Abiraterone plus Prednisone in Metastatic, LATITUDE Trial
Castration-Sensitive Prostate Cancer

Karim Fizazi, M.D., Ph.D., NamPhuong Tran, M.D_, Luis Fein, M.D

Newly diagnosed patients
with high-risk mCNPC: high

risk defined as al least 2 of 3 R
criteria A ADT
N + Abiraterone acetate
>2 high risk features of D = 1000 m95013 =
+ Prednisone S m
* 23 bone metastases a (n = 597) ¥
* Visceral metastasis I
* Gleason >8 ‘;— =
Exclusion Criteria D *(,‘1) Izceeéjg)s

= Low nsk disease, pnor
docetaxel or localized
treatment (e_g. surgery or

-
—

Hazard ratio, 0.62 (35% Cl, 0.51-0.76)
P<0.001

=
o
1

3? 80 - ADT-abiraterone-pradnisone,
= notreached 53 4 months
1]
Z A -
5 60
u:) 3
i 40"
New SoC in mHSPC High Risk & ADT-placebos. 36 3 months
3 204
0 | 1 | 1 1 T 1

0 6 12 18 24 30 36 42
Months



TITAN : Apalutamide vs placebo le CaP meétastatique

hormonosensible

N=1052 Dual primary end points
Dec 2015 - *0S
Jul 2017 *rPFS

1

Apalutamide
240 mg daily + ADT
(n=525)

Secondary end points

* Time to cytotoxic chemotherapy
* Time to pain progression

* Time to chronic opioid use

* Time to skeletal-related event
Placebo + ADT
(n=527)

1:1 RANDOMIZATION

TITAN : Survie globale (co-critere principal)

33% de diminution du risque de déces

g

7]

2

q

]

|

o

2 Y ——— e —— — — ——————————

0

£

; Apalutamide Placebo

] (n =525) (n=527)

S 25 Median,mo(95%Cl)  NE(NENE) N (NE-NE)

E Events 83 117

HR (95% Cl) 0.67 (0.51-0.89)
Pvalue 0.0053
0 ) T Ll 1 L]
0 6 12 18 24 30 36

No. at risk Months
Apalutamide 525 513 490 410 165 14 0
Placebo 527 509 473 387 142 16 0

Apalutamide for castration sensitive prostate cancer NEJM 2019



Enzalutamide
+ MOA

— Androgen receptor inhibitor
— Competitively inhibits

’ ANDROGEN

/ 4 COMPETITIVELY -~ RAENc[;i;cTJg:N
androgen binding to receptors 4 e gt %

and inhibits androgen receptor
nuclear translocation and
interaction with DNA A v >

INHIBITS NUCLEAR
TRANSLOCATION
OF THE AR’

MLCLEL

INHIBITS AR
INTERACTIONS
WITH DNA'



ENZAMET

ENZAMET : étude de phase Il en ouvert mHSPC

enzalutamide versus antiandrogene non stéroidien (+ suppression
androgénique)

Stratification
Study population
Volume of metastases ARM A: CRPC

Skl : : * Highvs low Tesloqtémne suppression e pie

adenocarcinoma with + st n dard NSAA - Investigator's

metastases on CT, bone Planned early Doc discretion at

scanning or both * Yesvsno progression
+ ECOG: 0-2
+ Prior randomization: ECOG PS score

ADT initiated up to 12 + (0-Tvs2 ! Follow for

weeks and 2 cycles ARM B: Evaluate time to

docetaxel® Anti-resorptive therapy Testos h';:r one suppression every progression
» Previous ADT for up fo + Yesvsno +-.I.::n-.?h1-|; JJ["][T;i"Ij- e 1 ”ﬂ |-nq-"d -.' 12 and overall

24 months was allowed R weeks survival

if the treatment had Comorbidities

LZIUT LR SRR Critere principal : Survie globale

months earlier.

Study site

& High volume: Visceral metastases and/or = 4 bone metastases (= 1 beyond pelvis and vertebral column).

*After the enrollment of 88 patients, the early administration of docetaxel with testosterone suppression was permitted in protocol version 2 as a strafification
factor before randomization, according to evidence showing improved survival with this approach. The decision to initiate early treatment with docetaxel was left up to the
individual patients and their physicians. If docetaxel was administered, the regimen consisted of 75 mg/m?2, without prednisone or prednisclone, given every 3 weeks for a
maximum of six cycles. Up to two cycles of docetaxel were permitted before randomization.

Sweeney C, ef al. ASCO 2019. Oral presentation (absiract LBAZ): Davis, ID. N Engl J Med. 2019 Jun 2. [Epub ahead of print]




ENZAMET: Baseline Characteristics

Characteristic Enzalutamide (n = 563) NSAA (n = 562)
Median age, yrs (IQR) 69.2 (63.2-74.5) 69.0 (63.6-74.5)
Australian, n (%) 324 (58) 321 (57)
ECOG PS 0/1/2, % 72/27/1 72/27/1
Planned early docetaxel*, n (%) 254 (45) 249 (44)
Disease volume, n (%)

* High 291 (52) 297 (53)

= Low 272 (48) 265 (47)
ACE-27 score 0/1, n (%) 422 (75) 419 (75)

Treatment for prostate cancer, n (%)
=  Planned treatment for SRE 55 (10) 58 (10)

= Prior local prostatectomy or

radiotherapy 238 (42) ED (2
= Prior adjuvant ADT 58 (10) 40 (7)
* Prior docetaxel 95 (17) 83 (15)

*Early docetaxel: 61% of high volume, 27% of low volume
Sweeney. ASCO 2019. Abstr LBA2. Davis. NEJM. 2019;[Epub].

Sweeney C et al ASCO 2019 - Davis, ID et al. NEJM 2019




ENZAMET : Survie globale (critere principal)

33 % de diminution du risque de déces

100+
Enzalutamide
754
3
< Standard care
‘E 50
e
25+
Hazard ratio, 0.67 (95% CI, 0.52-0.86)
P=0.002 by log-rank test
u I I I I I I I |
0 6 12 18 24 30 36 42 48
Months
No. at Risk
Enzalutamide 563 558 541 527 480 340 189 106 45
Standard care 562 551 531 501 452 311 174 86 32

Duree mediane de svivi : 34 mois

Susgrvp

Al patiosha
Wakime of diease
]
High
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Fin
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Mo
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o
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Sweeney C, et al. ASCO 2019. Oral presentafion [abstract LBAZ): Davis, ID. N Engl J Med. 2019 Jun 2. [Epub ahead of prini]
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ENZAMET: PFS

Time to PSA increase, clinical Time to Clinical Progression
progression, or death
100 1 = Enzalutamide 100 1 = Enzalutamide
= NSAA == NSAA
80 1 80 1
® 60 ® 607
0 0
a 401 a 401
HR: 0.39 (95% CI: 0.33-0.47) HR: 0.40 (95% CI: 0.33-0.49)
201 20 1 b
P<.001 <.001
O ] ] ] ] ] ] ] ] O ] ] T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Mos Mos
Patients at Risk, Patients at Risk, n
n 563 543 500 455 411 269 146 77 34 Enzalutamide 563 547 507 468 424 284 156 84 36
Enzalutamide 562 486 395 322 249 161 78 44 17 NSAA 562 512 418 346 272 182 96 50 17
NSAA

Sweeney. ASCO 2019. Abstr LBA2. Davis. NEJM. 2019;[Epub]. Reproduced with permission.




ENZAMET: Conclusions

® Enzalutamide demonstrated improved survival compared with standard
NSAA in patients with mHSPC

— 36-mo OS: 80% for enzalutamide vs 72% for NSAA (HR: 0.67; P =.002)
— Similar OS benefit in patients with low and high volume of metastases

" |ncreased toxicity was shown with the addition of enzalutamide, as
expected

— Patients who were also treated with docetaxel experienced more
chemotherapy-related toxicity

= The study investigators concluded that enzalutamide is an appropriate
option for men with mHSPC starting on ADT

Sweeney. ASCO 2019. Abstr LBA2. Davis. NEJM. 2019;[Epub].




ARCHES : Enzalutamide vs placebo le CaP métastatique

hormonosensible

Enzalutamide
160 mg/j
+ HT

Design

Criteres d'arrét :

Progression radiologique, toxicité
inacceptable, ou initiation d'un
nouveau fraitement

21 Mars 14 Octobre
2014 2018

lerpt PFSr analyse finale 5G
inclus Analyse Analys
Placebo préliminaire de la e
+HT 3G finale
Critére principal :

Délai ala progression radiologique (revue ceniralisee) ou décés quelle que soif la cause

*Métastases dans les viscéres, ou en l'absence de lesions viscérales, >4 |esions osseuses, dont =1 sifuée au-dessus du rachis et

du pelvis
Armstrong AJ, et al. J Clin Oncol. 2015. [Epub ahead of prini]

ARCHES



Baseline Patient Characteristics (ITT, n=1150)

+ After study unblinding, 184 patients (31.9%) randomized to placebo plus ADT remained progression-free and gave
informed consent to cross over, 180 (31.3%) of whom received treatment with enzalutamide plus ADT. Median time

to crossover was 21.5 months

Characteristic

Median age, years (range)
Geographic region, n (%)
Asia-Pacific
Europe
North America
ECOGPS 0, n (%)
High disease volume, n (%)
Gleason score 28 at initial diagnosis, n (%)

Localization of confirmed metastases at screening, n (%)

Lymph node only*
Bone disease, with or without lymph node

Visceral disease, with or without bone or lymph node
Distant metastasis at initial diagnosis, n (%)

Prior therapy, n (%)
Docetaxel
ADT

Median PSA, ng/mL

life sciences wet e

Enzalutamide + ADT Placebo + ADT Placebo + ADT crossover
(n=574) (n=576) (n=184)
70 (46-92) 70 (42-92) 69 (51-89)
104 (18.1) 113 (19.6) 49 (26.6)
341 (59.4) 344 (59.7) 102 (55.4)
86 (15.0) 77(13.4) 18 (9.8)
448 (78.0) 443 (76.9) 155 (84.2)
354 (61.7) 373(64.8) 92 (50.0)
386 (67.2) 373 (64.8) 108 (58.7)
74 (12.9) 80 (13.9) 41 (22.8)
432 (75.3) 432 (75.0) 122 (67.8)
64 (11.1) 64 (11.1) 17 (9.4)
402 (70.0) 365 (63.4) 107 (58.2)
103 (17.9) 102 (17.7) 29 (15.8)
535 (93.2) 514 (89.2) 162 (88.0)
5.4 (0-4823.5) 5.1 (0-19,000.0) 4.05 (0.0-3192.0)

Patients in the placebo plus ADT crossover group generally
had a more favorable prognosis at baseline, with fewer high
volume, more node only, and fewer de novo M1 patients

Reprinted with permission from Dr. Andrew Armstrong 5




ARCHES

PFS radiologique (rPFS - critere principal)

61 % de diminution du risque de progression radiographique ou
de deces

100 4
a0 4
A0 - Enzalutamide + ADT
70 -
§ 60 1 Placebo + ADT
R R e oy T
&
= 40 -
20 Meclian, months (96% CI)
Enzalutamide + ADT MR (N to NR)
204 placebo + ADT 19.0 (16610 22.2)
10d Hr 0.39 (0.30 to 0.50)
P 001
0 3 ] g 12 15 18 21 24 27 an 32
Manths
o, at risk
Enzalutamide + ADT 574 516 493 370 286 M4 62 2 4 1 0
Placsho = ADT 576 511 445 314 191 W6 3 10 ] 0 0

| Durée meédiane de svivi: 14,4 mois I

Armstrong AJ, et al. J Clin Oncol. 2015. [Epub ahead of prini]




ARCHES : OS

Overall Survival (ITT)

100
95
90
85
80
75

65
60
55
50
45
40
35
30
25
20
15
10

5

Proportion of patients alive (%)

Patients at risk
ENZA + ADT
PBO + ADT

70 -

) |—‘| —— ENZA + ADT
0
:W\‘ . 86% alive PBO + ADT
| “\«\* I 78% alive I
s ° "“\‘:\‘.\_*_‘ 71% alive
-
] + As of May 28, 2021: 356 deaths
) -y (enzalutamide plus ADT, 154;
i placebo plus ADT, 202) were
4 SR Sve observed
] + Median follow-up time: 44.6 mo
B « Median treatment duration:
— Number of patients Censored (%) Event (%) Median 95%Cl .
4 ENZA + ADT 574 420(732) 154(268) NE  NENE Enzalutamide plus ADT: 40.2 mo
4 PBO + ADT 576 202 (35.1 19.74, NI Placebo plus ADT: 13.8 mo
- Stratified log-rank test: <0.0001 Placebo plus ADT crossover:
- HR(95% CI):0.66 (0.53,0.81) 23.9 mo
T T L) T T T T T 1
0 6 12 18 24 30 36 42 48 54 60
Time (months)
574 559 535 498 457 427 396 316 120 17 1

life sciences

+ Enzalutamide plus ADT significantly improved overall survival
by 34% vs placebo plus ADT

Reprinted with permission from Dr. Andrew Armstrong o




Treatment-emergent Adverse Events

Enzalutamide + ADT Placebo + ADT Placebo + ADT crossover
Event, n (%) (n=572) (n=574) (n=180)
Any TEAE 520 (90.9) 504 (87.8) 149 (82.8)
Any TEAE leading to treatment withdrawal 79 (13.8) 32(56) 13(7.2)
Any study drug-related TEAE leading to death 0 1(0.2p 0
Any TEAE of special interest All grades Grade 3-4 All grades Grade 34 All grades Grade 34
Convulsions 3(0.5) 3(0.5) 3(0.5) 2(0.3) 1(0.6) 0
Hypertension | 82(14.3) 29 (5.1) 39 (6.8) 13(2.3) | 14 (7.8) 6(3.3)
Decreased neutrophil count 8(14) 4(0.7) 4(0.7) 2(0.3) 2(1.1) 1(06)
Cognitive/memory impairment 38 (6.6) 4(0.7) 15 (2.6) 0 12(6.7) 0
Ischemic heart disease 26 (4.5) 7(1.2) 1(1.9) 8(1.4) 6(3.3) 4(22)
Other selected cardiovascular events [ 25(44) 10 (1.7) 10 (1.7) 4(0.7) 4(22) 3(1.7)
Posterior reversible encephalopathy syndrome 0 0 0 0 0 0
Fatigue 184 (32.2) 16 (2.8) 118 (20.6) 1(1.9) 43 (23.9) 4(22)
Renal disorders 11(1.9) 2(0.3) 4(0.7) 0 0 0
Second primary malignancies 23 (4.0) 16 (2.8) 11(1.9) 7(1.2) 3(1.7) 2(1.1)
Falls 58 (10.1) 7(1.2) 19(3.3) 3(0.5) 13(7.2) 2(1.1)
Fractures 77 (13.5) 20 (3.5) 31(54) 9 (1.6) 12(6.7) 2(1.1)
Loss of consciousness 15(2.6) 9(1.6) 2(0.3) 1(0.2) 2(1.1) 0
Thrombocytopenia 3(0.5) 0 3(0.5) 0 0 0
Musculoskeletal events 223 (39.0) 14 (24) 171 (29.8) 17 (3.0) 41(22.8) 5(2.8)
Severe cutaneous adverse reactions 1(0.2) 0 1(0.2) 0 0 0
Angioedema 10(1.7) 1(0.2) 1(0.2) 0 0 0
Rash 22 (3.8) 0 10(1.7) 0 6(3.3) 1(0.6)
Hepatic disorder 34 (5.9) 8(14) 35(6.1) 4(0.7) 7(3.9) 4(22)

” < . Median treatment duration: enzalutamide plus ADT: 40.2 mo; placebo plus ADT: 13.8 mo; placebo plus ADT crossover: 23.9 mo.
life sciences < !

Reprinted with permission from Dr. Andrew Armstrong 9




Intensification : Triplets




PEACE-1: Study Design

* Multicenter, randomized, open-label phase Ill trial'?

Stratified by ECOG PS (0 vs 1/2), metastatic site (LN vs bone vs visceral), type of castration
(surgical vs LHRH agonist vs LHRH antagonist), docetaxel (yes vs no)

Abiraterone* + Radiotherapy' + SoC* (n = 292) Upon

Patients with de novo mCSPC; reaching

scan and/or CT scan; ECOG PS 0-2; treaTtrnIe:t
continuous on-study ADT; ADT for . + ~ can include
permitted if previously
this trial

*Abiraterone 1000 mg/day + prednisone 5 mg BID until PD or intolerance, concomitant to docetaxel.

¥74 Gy in 37 fractions after completion of docetaxel. *Continuous ADT = docetaxel 75 mg/m2 Q3W x 6 cycles.

= Coprimary endpoints: rPFS and OS with 2x2 factorial design and hierarchical testing?

= Key secondary endpoints: castration resistance-free survival, time to next SRE,
PSA response rate, time to pain progression, QolL, safety?

1. Fizazi. ASCO 2021. Abstr 5000. 2. Fizazi. ESMO 2021. Abstr LBAS.



PEACE-1: rPFS and OS With Abiraterone in the
Docetaxel (* Radiotherapy) Population

SoC + Abi SoC SoC + Abi SoC
rPFS (n=355) (n =355) 0OS (n =355) (n = 355)
Median, yr (95% Cl) 4.5 (3.1-NE) 2.0(1.8-2.3) Median, yr (95% Cl) NE (4.5-NE) 4.4 (3.8-4.9)
Events 139 211 Events 121 151
HR (95% CI)* 0.50 (0.40-0.62) 100 HR (95% CI)* 0.75 (0.59-0.95)
100 T Pvalue <.0001 pvalue 017
80 - 80 -
X i -
- 60 3 60
o N SSAtRERL L LR L EL s "R LRI T, S e g -
1 — soc ° 81— soc
20 — SoC + Abi 20 - SoC + Abi
0 " | | | | | | | | | | 0 = 1 1 1 1 1 1
0 1 2. 3 4 0 1 2 3 4 5
Yr From Randomization Yr From Randomization
SoC 355 274 137 61 16 SoC 355 329 281 172 78 18
SoC + Abi 355 303 200 105 35 SoC + Abi 355 328 287 183 98 25

*Adjusted on stratification parameters (RXT, PS, type of castration, metastatic burden).

Fizazi. ESMO 2021. Abstr LBAS.




PEACE-1: Grade 3-5 AEs Reported in ADT + Docetaxel
Population

Abiraterone + SoC

SoC (+ Radiotherapy)

- 9 + i

Grade 3-5 AEs, n (%) (x Ra(\gl:g:;r)apy) (n = 350)
Neutropenia 34 (10) 32 (9)
Febrile neutropenia 18 (5) 19 (5)
Liver 20 (6) 2 (1)
Hypertension 76 (22) 45 (13)
Hypokalemia 11 (3) 1 (0)
Cardiac 6(2) 5(1)
Fatigue 10 (3) 15 (4)
Gastrointestinal 14 (4) 18 (5)

Grade 5 7 (2) 3 (1)

Fizazi. ESMO 2021. Abstr LBAS.




Phase Ill ARASENS Trial: Darolutamide in mCSPC

= |nternational, randomized, double-blind, placebo-controlled trial in 286 sites in 23 countries

Stratified by metastasis stage (M1a vs M1b vs
M1c), alkaline phosphatase level (< vs 2ULN)

: ADT +
i Docetaxel 75 mg/m?2 on
/ D1 x six 28-day cycles +
Patients with newly Darolutamide 600 mg PO BID Until symptomatic PD, change in
diagnosed (n=651)

neoplastic tx, unacceptable
. ﬁ
metastatic CSPC, toxicity, patient/physician

ADT +
ECOG PS 0/1 \ 2 decision, or nonadherence
(N = 1306) Docetaxel 75 mg/m? on 2

D1 x six 28-day cycles +
Placebo PO BID
(n=655)

* Primary endpoint: OS

= Secondary endpoints tested hierarchically in this order: time to CRPC, time to pain progression, SSE-free
survival, time to first SSE, time to initiation of subsequent anticancer therapy, time to worsening of physical
symptoms, time to first opioid use, safety

Smith. NEJM. 2022;[Epub]. NCT02799602.




ARASENS: Primary Endpoint (Overall Survival), Safety

Percentage of Patients Who Survived

100

o
o

Overall Survival

801
60 -
Median Survival, Mo (95% Cl) e
— Darolutamide NE
20 — Placebo 48.9 (44.4-NE)
HR for death: 0.68
(95% Cl: 0.57-0.80; P <.001)
0

Mo Since Randomization

Patients at Risk, n
Darolutamide 651645637627 60859357054852550948646845243640226713956 9 O
1

Placebo

654 646630607 580565535510488470441424402383340218107 37 6

Addition of darolutamide to ADT + docetaxel
significantly lowered risk of death by 32.5% vs placebo

Smith. NEJM. 2022;[Epub].

036 91215182124273033363942454851545760

0
0

ADT + Docetaxel Do?elz:);l .
Safety Outcome, n (%) + Darolutamide
(n = 652) Placebo
- (n = 650)
Any AE 649 (99.5) 643 (98.9)
Serious AE 292 (44.8) 275 (42.3)
AE leading to permanent d/c of trial agent
= Darolutamide or placebo EE (s &) ([{102)
" Docetaxel 52 (8.0) 67 (10.3)

Comparable rates between treatment arms of any-grade,
grade 3-5, and serious AEs

=  Most common grade 3/4 AEs in darolutamide arm

included neutropenia (33.7%), febrile neutropenia (7.8%),
hypertension (6.4%), and anemia (4.8%)

=  Similar rates of death due to treatment-emergent AEs

(darolutamide arm, 4.1%; placebo arm, 4.0%) 8

Slide credit: clinicaloptions.com
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Recommandations 2022-2024

Une intensification du traitement systémique par I'ajout d'une HTNG est recommandée | Fort
chez tout patient M1 (SAd + HTNG)

Il n"y a plus d’indication a intensifier la suppression androgenique par le docetaxel seul | Fort
(SAd + docétaxel), sans association avec une HTNG

La combinaison SAd + HTNG + docétaxel (triplet) est recommandée pour des patients | Fort
éligibles a la chimiothérapie, préférentiellement en cas de maladie M1 de novo et a haut
volume

L’'HTNG sera alors soit I’abiratérone, soit le darolutamide (ordre alphabétique)

Une radiothérapie prostatique a dose curative peut étre proposée en cas de maladie | Fort
M1 de faible volume

La radiothérapie dirigée sur les métastases (en dehors du contexte symptomatique) n‘a | Fort
pas fait preuve de son efficacité oncologique et doit étre proposée dans le cadre
d’essais cliniques

AFU recommandations 2022 - 2024




ESMO GUIDELINES: ESMO GUIDELINES (2020+2023 !
REAL WORLD CASES  JPDATE)

Metastatic PC

b 4
Hormone-naive disease

v +

V _ Updates (2023) : Triplets
s ADT +Docetaxel + Abiraterone
ADT + Docetaxel + Darolutamidé
ADT

+ (docetaxel or abiraterone AT

§ N + (docetaxel or abiraterone
or enzalutamide or apalutamide) : ;
or enzalutamide or apalutamide)
+ prostate RT

ESMO WEBINAR SERIES Is ADT + Docetaxel ESMD ==
An appropriate Doublet?
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Network® Discussion
WORKUP AND TREATMENT OF M1 CSPCSh:ss,thuu,w
WORKUP FOR METASTASESWW
ADT? with docetaxel and one of
the following:
* Preferred regimens:
» Abiraterone (category 1)%22 )
» Darolutamide (category 1)* * Physical See
* Other recommended regimens examination + PSA Workup and
High-volume** » Apalutamide (category 2B)? every 3—6 mo Treatment
i Zz . i
* Perform physical exam f'?ent::::‘or:::ﬁ:r [ » Enzalutamide (cateory ZB, ] Ismy:]g‘;;‘(?n:‘;F —»- Proressionf'" — [of M1 CRPC
. . . or o
zfarfri:rr‘mflmagmg for metastases ADTZ with one of the following: * Periodic imaging to (PROS-15)
. Per?or#r and/or collect * Preferred regimens: monitor treatment
PSA and calculate PSADT > Abiraterone (category 1)~ response

« Estimate life expectancy
(Principles of Life
Expectancy Estimation
[PROS-A])

* Perform germline and
somatic genetic testing
(if not previously done)

+ Obtain family history?

» Assess quality-of-life
measures®

Low-volume synchronous metastases

or

Low-volume metachronous metastases

» Apalutamide (category 1)*
| » Enzalutamide (category 1)* |
g er Recommended Regimens

» Darolutamide?

Mote: All recommendations are category 2A unless otherwise indicated.

Version 1.2025, 12/04/24 © 2024 National Comp

ive Cancer N

}—> PROS-13B

Workup and Treatment of M1 CSPC Footnotes (PROS-13C)

k* (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

PROS-13A
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WORKUP AND TREATMENT OF M1 CSPCS mss.ttuu,w
WORKUP FOR METASTASESWYW
High-volume™* synchronous or metachronous metastases » PROS-13A
ADTZ with one of the following:
* Preferred regimens:
» Abiraterone (category 1)%22
H Z
» Enzalutamide (category 1)*
* Other Recommended Regimens
» Darolutamide (category 2B)*
or
ADT? with docetaxel and one of the following:
Low-:olume » Abiraterone (category 2B)*22
;‘Q: s:::::s » Apalutamide (category 2B)?
» Darolutamide (category 2B)*
H Z
o: Enzalutamide (category 2B) * Physical examination + PSA See
ADTZ with EBRTS to the primary tumorYY every 3-6 mo rr Workup and
alone or with one of the following: — [+ Imaging for symptoms — Progression”" — |Treatment
* Periodic imaging to monitor of M1 CRPC

» Abiraterone®22

» Apalutamide (category 2B)*
» Docetaxel (category 2B)?

» Enzalutamide (category 2B)*

ADT? with one of the following:
* Preferred regimens:

» Abiraterone (category 1)%22
» Apalutamide (category 1)*
» Enzalutamide (category 1)*
er Recommended Regimens
» Darolutamide (category 2B)*

Low-volume \

metachronous ]
metastases

Note: All recommendations are category 2A unless otherwise indicated. |

treatment response

(PROS-15)

Workup and Treatment of M1 CSPC Footnotes (PROS-13C)

PROS-13B

Version 1.2025, 12/04/24 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permigsion of NCCM.
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Metastases synchrones ]

Haut volume/ Haut risque ]

STANDARDS

m Suppression androgénigue immédiate et continue associé &
[ L'acétate d'abiratérone ou enzalutamide. }
Suppression androgénigque immédiate et continue associée au docétaxel.
m Traitement local non recommandé.
m Médicament ciblant U'os non recommandé.

OPTIONS

m Antiandrogéne de premiére génération lors de la premigre injection d'agoniste
LHREH pour préwvention du flare up si forte masse tumorale.

m Blocage androgénigue complet par un analogue LH-RH associé & un
antiandrogéne de premigre génération.

m Docétaxel en plus de lassociation SAd + HTHG peut étre discuté pour les
patients.

Les Guides Thérapeutigues

Bas volumes Bas risque ]

en Oncologie Médicale [urwowe

m Suppression androgénigque immeédiate et continue associé a Uacétate
d'abiratérone ou enzalutamide.

m Radwiheérame prosiabique.

m Médicament ciblant U'os non recommandée.

OPTION

m Traitement local des métastases =i maladie oligométastatigue.

Meétastases metachrones ]

STANDARDS

[ m Hormonothérapie immédiate et continue associée 4 l'enzalutamide.
m Médicament ciblant U'os non recommandée.

OPTIONS

m Hormonothérapie immédiate et continue associée 4 l'acétate d'abiratérone.

m Hormonothérapie intermitente =i pauci-symptomatigue, asymptomatique,
informeée, PSA < 4 ng/mL aprés 6-9 mois d'hormonothérapie.

m Traitement local des métastases en cas de maladie oligométastatique.

Septembre 2024




Conclusion

Le cancer de la prostate est un probleme de santé son
incidence est en constante augmentation.

Le traitement médicamenteux a connu d’importants progres
ces derniers années.

Le traitement du cancer de la prostate métastatique
hormonosensible par suppression androgénique seule n’est
plus suffisant.

Un traitement par un doublet (suppression androgénique plus
HTNG) au moins est indispensable.

Une trithérapie (suppression androgénique + HTNG + Taxane)
est discutée chez certains patients (de novo et haut volume).

Intérét des réunions de concertation pluridisciplinaires (RCP)
pour des décisions collégiales adaptées a chaque patient.



	Diapositive 1 Enzalutamide dans le traitement du cancer de la Prostate métastatique hormono-sensible (mHSPC)
	Diapositive 2
	Diapositive 3 Epidémiologie
	Diapositive 4
	Diapositive 5
	Diapositive 6
	Diapositive 7
	Diapositive 8
	Diapositive 9
	Diapositive 10 Intensification : Doublets
	Diapositive 11
	Diapositive 12
	Diapositive 13
	Diapositive 14
	Diapositive 15
	Diapositive 16
	Diapositive 17 ENZAMET: Baseline Characteristics
	Diapositive 18
	Diapositive 19 ENZAMET: PFS
	Diapositive 20 ENZAMET: Conclusions
	Diapositive 21
	Diapositive 22
	Diapositive 23
	Diapositive 24 ARCHES : OS
	Diapositive 25 Treatment-emergent Adverse Events
	Diapositive 26
	Diapositive 27 PEACE-1: Study Design
	Diapositive 28 PEACE-1: rPFS and OS With Abiraterone in the  Docetaxel (± Radiotherapy) Population 
	Diapositive 29 PEACE-1: Grade 3-5 AEs Reported in ADT + Docetaxel Population
	Diapositive 30 Phase III ARASENS Trial: Darolutamide in mCSPC
	Diapositive 31
	Diapositive 32  Recommandations 2022-2024
	Diapositive 33
	Diapositive 34
	Diapositive 35
	Diapositive 36
	Diapositive 37 Conclusion

