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ADT combinations for metastatic HSPC

CHAARTED STAMPEDE Arm C STAMPEDE Arm G LATITUDE ENZAMET ARCHES TITAN

Control vs.
Experimental

ADT vs.
ADT+Docetaxel

ADT vs.
ADT+Docetaxel

ADT vs.
ADT+Abiraterone 

ADT vs.
ADT+Abiraterone 

ADT+1st G ARI vs.
ADT+Enzalutamide

ADT vs.
ADT+Enzalutamide

ADT vs.
ADT+Apalutamide

N 393/397 724/362 452/449 597/602 562/563 576/574 527/525

Metastatic 
Presentation

Synchronus + 
Metachronus Synchronus Synchronus + 

Metachronus Sunchronus Synchronus + 
Metachronus

Synchronus + 
Metachronus

Synchronus + 
Metachronus

High Volume (HV) % 64/66 44/41 57/54 78/82 52/53 64.8/61.7 64/62

OS ALL HR (95% CI) 0.72 (0.59-0.89) 0.81 (0.69-0.95) 0.61 (0.49-0.79) 0.66 (0.56-0.78) 0.67 (0.52-0.86) 0.66 (0.53-0.81) 0.65 (0.53-0.79)

OS HV HR (95% CI) 0.63 (0.5-0.79) 0.81 (0.64-1.02) 0.60 (0.46-0.78) 0.62 (0.52-0.74) 0.43 (0.26-0.72) 0.66 (0.52-0.83) 0.7 (0.56-0.88)

OS LV HR (95% CI) 1.04 (0.7-1.55) 0.76 (0.54-1.07) 0.64 (0.42-0.97) 0.72 (0.47-1.10) 0.8 (0.59-1.07) 0.66 (0.43-1.03) 0.52 (0.35-0.79)



Docetaxel and High vs Low Volume HSPC
Vale et al, Lancet Oncol 2023; 783-797



Takeaway

• ADT alone is obsolete and should rarely be used
• Docetaxel benefit is for high volume disease



Triple Therapy
Docetaxel + Darolutamide

Docetaxel + Abiraterone
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ARASENS Study Design



ARASENS Primary Endpoint*: Overall Survival<br />Darolutamide significantly reduced the risk of death by 32.5% <br />



ARASENS Overall Survival: Subgroup Analyses



Overall Survival By Metastatic Stage at Initial Diagnosis<br />



Key Secondary Endpoints



Key Secondary Endpoints



ARASENS: Treatment-Emergent Adverse Events



Grade 3–4 Adverse Events



Adverse Events of Special Interest for AR Pathway Inhibitors



ARASENS Conclusions 



Takeaway

• ADT alone is obsolete and should rarely be used
• Docetaxel benefit is for high volume disease
• For high volume disease ADT + darolutamide + docetaxel is 

superior to ADT + docetaxel



A phase 3 trial with a 2x2 factorial design in men with de
novo metastatic castration-sensitive prostate cancer  

(mCSPC): Overall survival with abiraterone acetate plus  
prednisone in PEACE-1

Karim Fizazi, Joan Carles, Stéphanie Foulon, Guilhem  
Roubaud, Ray McDermott, Aude Fléchon, Bertrand Tombal,  

Stéphane Supiot, Dominik Berthold, Philippe Ronchin, Gabriel  
Kacsó, Gwenaëlle Gravis, Fabio Calabro, Jean-François  

Berdah, Ali Hasbini, Marlon Silva, Antoine Thiery-Vuillemin, Igor  
Latorzeff, Isabelle Rieger, Alberto Bossi



Design of PEACE-1 (2x2)

Key Eligibility Criteria
De novo mCSPC
Distant metastatic disease by ≥ 1 lesion on bone scan
and/or CT scan  
ECOG  PS  0 -2

On-Study Requirement
Continuous ADT

Permitted
ADT ≤ 3 months

Stratification
ECOG  PS  (0 vs 1-2)
Metastatic sites (LN vs bone vs visceral)
Type of castration (orchidectomy vs LHRH agonist vs  
LHRH antagonist)
Docetaxel (yes vs no)

n = 1173

ECOG  PS, Eastern Cooperative Oncology Group performance status

Nov 2013 – Dec 2018

RANDOMIZATION  
1:1:1:1

SOC+Abiraterone  
(n = 292)

SOC+Radiotherapy  
(n = 293)

SOC+Abiraterone+
Radiotherapy  

(n = 292)

SOC  
(n = 296)

Karim Fizazi





Patient characteristics (ADT+docetaxel population)
SOC (+/- RXT)
+ Abiraterone

(n = 355)

SOC (+/- RXT)

(n = 355)
Median age, year (IQR) 66 (60–70) 66 (59–70)
ECOG PS score, n (%) 0

1-2
250 (70)
105 (30)

246 (69)
109 (31)

Gleason score at initial diagnosis, n (%) ≤ 7
≥ 8

79 (23)
270 (77)

71 (21)
276 (79)

Median time from diagnosis, month (IQR) 2.2 (1.6-3.0) 2.2 (1.4-2.9)
Metastatic sites, n (%) Lymph nodes only  

Bone without visceral  
Visceral

27 (8)
287 (81)
41 (12)

29 (8)
279 (79)
47 (13)

Disease burden, n (%) Low
High

131 (37)
224 (63)

123 (35)
232 (65)

Median baseline PSA, ng/mL (IQR) 13.7 (2.4-58.9) 12.0 (3.0-59.9)
Docetaxel, n (%) Yes  No 355 (100)

0 (0)
355 (100)

0 (0)

Karim Fizazi



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

OS in the Overall population

556 480 334 207 101 37 4No 589

0 1 6 72 3 4 5

Time from randomization (in years)

40%

20%

0%

60%

80%

100%

No Yes

Overall  
survival

SOC+Abi
(n = 583)

SOC
(n = 589)

Median, y (95% CI) 5.7 (5.1-NE) 4.7 (4.3-5.3)
Events 228 268
HR (95% CI)* 0.82 (0.69-0.98)
P value 0.030

Yes 583 541 470 340 230 111 47 6







PEACE-1 OS results in the context of recent data

Median Overall Survival
(de novo High-Volume mCSPC)

ADT alone
33 m CHAARTED (Kyriakopoulos CE, JCO 2018)
34 m GETUG-15 (Gravis G Eur Urol 2018)
35 m STAMPEDE (Clarke NW, Ann Oncol 2019)

ADT+docetaxel
40 m STAMPEDE doce (Clarke Ann Oncol 2019)
42 m PEACE-1
44 m GETUG-15 (Gravis G Eur Urol 2018)
48 m CHAARTED (Kyriakopoulos CE, JCO 2018)

ADT+docetaxel+abiraterone 61 m PEACE-1

ADT+abiraterone 50 m LATITUDE (Fizazi K Lancet Oncol 2019)
56 m STAMPEDE Abi (James N ESMO 2020)



Takeaway

• ADT alone is obsolete and should rarely be used
• Docetaxel benefit is for high volume disease
• For high volume disease ADT + darolutamide + docetaxel is 

superior to ADT + docetaxel
• Abiraterone + prednisone improves OS for those who also receive 

docetaxel in addition to ADT (+/- EBRT)- LV data needs to mature



RT + Combination ADT
RT + ADT + Abiraterone

RT + ADT + Abiraterone + Enzalutamide
RT + ADT + Docetaxel



Prostate irradiation in men with de novo, low-volume, <br />metastatic castration-sensitive prostate cancer (mCSPC): <br />Results of PEACE-1, a phase 3 randomized trial with a 2x2 
design
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Takeaway

• ADT alone is obsolete and should rarely be used
• Docetaxel benefit is for high volume disease
• For high volume disease ADT + darolutamide + docetaxel is 

superior to ADT + docetaxel
• Abiraterone + prednisone improves OS for those who also receive 

docetaxel in addition to ADT (+/- EBRT)- LV data needs to mature
• For low volume M1 patients, adding prostate RT to ADT+ 

abiraterone + prednisone +/- docetaxel, did not have OS benefit 



Abiraterone acetate plus prednisolone with  
or without enzalutamide added to androgen  
deprivation therapy compared to ADT alone  
for men with high-risk nonmetastatic  
prostate cancer: primary combined analysis  
from two comparisons in the STAMPEDE  
platform protocol

Gerhardt Attard, Louise Brown, Noel Clarke, Laura Murphy, William  
Cross, Rob Jones, Silke Gillessen, J.Martin Russell, Adrian Cook, Jo  
Bowen, Anna Lydon, Ian Pedley, Omi Parikh, Simon Chowdhury, Zafar  
Malik, David Matheson, Chris Parker, Matthew Sydes, Mahesh Parmar,  
Nicholas James on behalf of the STAMPEDE investigators*

Conducted by Medical Research Council Trials Unit at University College London, U.K.  

ClinicalTrials.gov number, NCT00268476 & Current Controlled Trials number, ISRCTN78818544

*113 U.K. and Swiss sites: list of investigators and collaborators at www.stampedetrial.org

www.stampedetrial.org

http://www.stampedetrial.org/
http://www.stampedetrial.org/




Study design

*published as a pre-specified declaration of our  
intentions: Attard G, et al. Eur Urol. Epub 2021 Jul 14

SOC: ADT x 3 years
+ RT^

SOC + AAP+ENZ (2y)

SOC + AAP (2y)

SOC, standard of care
^when indicated

1Morris MJ, et al. J Clin Oncol 2019;37:5008

1:1 randomisation

• M0 pts in AAP comparison: continued FU with no further efficacy  
inspections

• 2019 - amended the reporting plan* to split M1 & M0, power the 1ary  end-
point on MFS, meta-analyse with new data from AAP+ENZ comparison

2011  2012  2013  2014 2015 2016

! No overlapping controls

! Same protocol & eligibility criteria

! 2 years AAP+/-ENZ
! No evidence of OS benefit with  

AAP+/-ENZ in mCRPC 1

Solid bars: period of accrual



Patient population

M0
No evidence of metastases on bone and CT  
scan of pelvis, abdo, chest
(pre-defined stratification criterion)

Newly-diagnosed
Any of:
• Node-Positive
• ≥2 of: Stage T3 or T4

PSA≥40ng/ml
Gleason 8, 9 or 10

All patients
Written informed consent Fit  
for all protocol treatment Fit  
for follow-up

Full criteria: www.stampedetrial.org

Relapsing after previous RP or RT
Any of:
• Node-positive
• PSA≥4ng/ml, rising & doubling time <6m
• PSA≥20ng/ml

http://www.stampedetrial.org/


Kaplan-Meier estimates with 95% CI in lighter shade

Metastasis-free survival

Non-proportional hazards P=0.46
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Overall survival

Kaplan-Meier estimates with 95% CI in lighter shade
Non-proportional hazards P=0.1

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Conclusions

• 2 years of AAP-based therapy significantly improves MFS &  
overall survival of high-risk M0 PCa starting ADT and should be  
considered a new standard of care

• Adding ENZ to AAP increases toxicity but has no discernible
effect on efficacy



Takeaway

• ADT alone is obsolete and should rarely be used
• Docetaxel benefit is for high volume disease
• For high volume disease ADT + darolutamide + docetaxel is 

superior to ADT + docetaxel
• Abiraterone + prednisone improves OS for those who also receive 

docetaxel in addition to ADT (+/- EBRT)- LV data needs to mature
• For low volume M1 patients, adding prostate RT to ADT+ 

abiraterone + prednisone +/- docetaxel, did not have OS benefit 
• For M0 very high-risk patients, adding abiraterone for 2 years to 

ADT + RT improves MFS, OS
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