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Introduction

• Le plus fréquent des cancers de l’homme de plus de 50 ans

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

• 5ème cause de mortalité par cancer chez l’homme (≈ 400 mille 
décès par an dans le monde en 2022)

• Progrès considérables dans le traitement du cancer de la prostate 
(Intérêt des RCP).

• Problème de santé publique



Epidémiologie

Incidence 
Mortalité

5th

Globocan 2022



Réseau National des Registres du Cancer
5 principales localisations - Hommes

Localisations Nouveaux cas Taux bruts/100 000 Age médian

Poumon 3076 16,2 62

Colorectum 3022 15,9 57

Prostate 2619 13,8 67

Vessie 1864 9,8 65

Estomac 970 5,1 60

Réseau National des Registres des cancers 2019













Intensification : Doublets









Apalutamide for castration sensitive prostate cancer NEJM 2019
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ENZAMET: Baseline Characteristics

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

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

▪ Low
291 (52)
272 (48)

297 (53)
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) 235 (42)

▪ Prior adjuvant ADT 58 (10) 40 (7)

▪ Prior docetaxel 95 (17) 83 (15)

*Early docetaxel: 61% of high volume, 27% of low volume

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

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

Time to PSA increase, clinical 
progression, or death

Time to Clinical Progression

HR: 0.39 (95% CI: 0.33-0.47)
P < .001

HR: 0.40 (95% CI: 0.33-0.49)
P < .001

563        543      500      455       411     269       146       77       34

562        486      395      322       249     161       78         44        17

563        547      507     468        424       284     156      84        36

562        512      418     346        272       182      96       50        17
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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

▪ Increased 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].
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ARCHES : OS



Treatment-emergent Adverse Events



Intensification : Triplets



PEACE-1: Study Design

• Multicenter, randomized, open-label phase III trial1,2

Patients with de novo mCSPC; 
distant mets by ≥1 lesion on bone 
scan and/or CT scan; ECOG PS 0-2; 
continuous on-study ADT; ADT for 

≤3 mo before enrollment 
permitted
(N = 1173)

Abiraterone* + Radiotherapy† + SoC‡ (n = 292)

Radiotherapy† + SoC‡ (n = 293) 

Abiraterone* + SoC‡ (n = 292) 

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)

SoC‡ (n = 296) 

*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 testing1

▪ Key secondary endpoints: castration resistance-free survival, time to next SRE, 
PSA response rate, time to pain progression, QoL, safety1

1. Fizazi. ASCO 2021. Abstr 5000. 2. Fizazi. ESMO 2021. Abstr LBA5.

Upon 
reaching 

CRPC, 
treatment 

can include 
abiraterone 
if previously 
received in 

this trial



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

OS
SoC + Abi
(n = 355)

NE (4.5-NE)

121

SoC
(n = 355)

4.4 (3.8-4.9)

151

Median, yr (95% CI)

Events

HR (95% CI)* 0.75 (0.59-0.95)

P value .017

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

O
S 

(%
)

Yr From Randomization

0

20

40

60

80

100

0 1 2 3 4 5

355
355

329
328

281
287

172
183

78
98

18
25

SoC
SoC + Abi

SoC
SoC + Abi

rPFS

rP
FS

 (
%

)

Yr From Randomization

0

20

40

60

80

100

0 1 2 3 4

355
355

274
303

137
200

61
105

16
35

SoC
SoC + Abi

SoC
SoC + Abi

SoC + Abi
(n = 355)

4.5 (3.1-NE)

139 

SoC
(n = 355)

2.0 (1.8-2.3)

211

Median, yr (95% CI)

Events

HR (95% CI)* 0.50 (0.40-0.62)

P value <.0001

Fizazi. ESMO 2021. Abstr LBA5. 



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

Grade 3-5 AEs, n (%)
Abiraterone + SoC 
(± Radiotherapy)

(n = 346)

SoC (± Radiotherapy)
(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 LBA5.



Phase III ARASENS Trial: Darolutamide in mCSPC

▪ International, randomized, double-blind, placebo-controlled trial in 286 sites in 23 countries

ADT + 
Docetaxel 75 mg/m2 on 
D1 x six 28-day cycles + 

Darolutamide 600 mg PO BID
(n = 651)

ADT + 
Docetaxel 75 mg/m2 on 
D1 x six 28-day cycles + 

Placebo PO BID
(n = 655)

Patients with newly 
diagnosed 

metastatic CSPC, 
ECOG PS 0/1
(N = 1306)

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

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

Until symptomatic PD, change in 
neoplastic tx, unacceptable 
toxicity, patient/physician 
decision, or nonadherence

▪ 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



651
654

ARASENS: Primary Endpoint (Overall Survival), Safety

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

Slide credit: clinicaloptions.comSmith. NEJM. 2022;[Epub].

Patients at Risk, n
Mo Since Randomization

Median Survival, Mo (95% CI)

Darolutamide NE

Placebo 48.9 (44.4-NE)

HR for death: 0.68 
(95% CI: 0.57-0.80; P <.001)

Overall Survival

§ 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%)

Safety Outcome, n (%)
ADT + Docetaxel 
+ Darolutamide

(n = 652)

ADT + 
Docetaxel + 

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
§ Docetaxel

88 (13.5)
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Recommandations 2022-2024

AFU recommandations 2022 - 2024











Conclusion

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

• Le traitement médicamenteux a connu d’importants progrès 
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).

• Intérêt des réunions de concertation pluridisciplinaires (RCP) 
pour des décisions collégiales adaptées á 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

