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INTRODUCTION

The landscape of mCSPC is rapidly evolving. What do we know now?...

Trial (HR) Treatment Reference

CHAARTED (0.72)

STAMPEDE (ARM C: 0.81)

ADT+ DOCETAXEL Kyriakopoulous CE, et al. J Clin 

Oncol. 2018

Clarke NW, et al. Ann Oncol. 

2019

LATITUDE (0.66)

STAMPEDE (ARM G: 0.60)

ADT + ABIRATERONE Fizazi K, et al. Lancet Onc. 2019

James N, et al. ESMO 2020

ENZAMET (0.67)

ARCHES (0.66)

ADT + 

ENZALUTAMIDE

Davis ID, et al. NEJM. 2019

Armstrong A, et al. ESMO 2021

TITAN (0.65) ADT + APALUTAMIDE Chi KN, et al. JCO 2021

ARANOTE ADT+Daralutamide ESMO 2024

PEACE-1 ADT + Docetaxel + 

Abiraterone

Fizazi K et al. Lancet 2002

ARASENS ADT + Docetaxel + 

Daralutamide

Smith MR, et al. NEJM. 2022

Triplet 

Therapy

McKay et al. Eur Urol Open Sci. 2022;45:41-43

Doublet 

Therapy



ARANOTE Study Design



ESMO 2024: daralutamide (without docetaxel) 
+ ADT vs. ADT+placebo



ARANOTE: Benefit across all secondary endpoints

Stratified HR (95% CI)

Placebo (n=223)Darolutamide (n=446)

Endpoint Median, 
monthsn (%)Median, 

monthsn (%)

0.81 (0.59-1.12)NR60 (26.9)NR103 (23.1)OS*

0.40 (0.32-0.51)13.8143 (64.1)NR154 (34.5)Time to mCRPC

0.31 (0.23-0.41)16.8108 (48.4)NR93 (20.9)Time to PSA progression

0.40 (0.29-0.56)NR74 (33.2)NR68 (15.2)
Time to initiation of 
subsequent systemic therapy 
for prostate cancer

0.72 (0.54-0.96)29.979 (35.4)NR124 (27.8)Time to pain progression

0 0.5 1 1.5 2 10
HR (95 % CI)

Favors 
placebo

Favors 
darolutamide*At the time of primary analysis, OS data are immature.

Saad F, et al.  ESMO 2024



HETEROGENEITY IN CSPC

High Volume: CHAARTED High Risk: LATITUDE 

≥2 risk factors:

Visceral metastasis and/or Gleason score ≥8

≥4 bone metastasis ≥1 outside 

axial skeleton

≥3 bone metastasis 

Visceral metastasis 

Sweeney C, et al. N Eng J Med, 2015

Hussain et al. Journal of Clinical Oncology 2023

Median OS(y) with ADT alone Recurrent De novo 

Low Volume >8 5.5 

High Volume 5.5 3



Questions to consider prior to treatment intensification in mHSPC:

Disease profile?

1) Volume: high vs low 

2) Risk: high vs low 

3) De novo vs recurrent disease

Patient profile?

1) Age

2) Ethnicity

3) Performance status/co-morbidities

Safety/QOL?

Genomic Markers? 

ROLE OF DOUBLET THERAPY IN MHSPC



PEACE-1 TRIAL

Open-label, randomized phase III trial with 2x2 factorial design

Included N=1173

• De novo mHSPC

• ECOG 0-2

• ≥ 1 lesion bone scan 

and/or CT imaging
• Continuous ADT

Stratified by:

• ECOG PS

• Metastatic site
• Type of castration

• Docetaxel exposure

1:1:1:1

Randomization

SOC ( n=296)

SOC + Radiotherapy

(n=293)

Primary

• Radiographic PFS

• Overall Survival

Secondary
• CRPC-free survival

• PSA response rate

• PSA at 6-8m

• Time to pain 

progression
• Time to chemo

• QOL

Endpoints

SOC+Abiraterone+ RT

(n=292)

SOC + Abiraterone 

1000 mg qday + 5 mg 

prednisone bid

(n=292)

Fizazi, K. et al. The Lancet 2022; 399(10336), 1695–1707



RESULTS: OS

SOC+ Abi (n=355)

• Median y = NR (4.5-NE)

• Events: 355

SOC (n=355)

• Median y= 4.4 (3.8-4.9)

• Events: 151

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

P = 0.017

Fizazi, K. et al. J Clin Oncol. 39, no.15_suppl(May 20,2021) 5000-5000

Fizazi, K. et al. The Lancet 2022; 399(10336), 1695–1707

What if stratified by disease 

volume?



RESULTS: OS LOW VS HIGH VOLUME DISEASE

Benefit is driven in high volume disease 

Fizazi, K. et al. J Clin Oncol. 39, no.15_suppl(May 20,2021) 5000-5000



ARASENS TRIAL

Randomized double-blind and placebo-controlled phase III trial

Included N=1306

• mHSPC

• ECOG 0 or 1

• Candidates for 

ADT + docetaxel

Stratified by:

• M1a vs M1b vs 

M1c

• ALP < vs >/ ULN

1:1 

Randomization

Darolutamide 600 mg 

bid +

Docetaxel x6 + ADT 

Placebo +

Docetaxel x6 + ADT 

Primary

• Overall Survival

Secondary

• Time to CRPC

• Time to pain 

progression

• SSE-free survival

• Time to SSE

• Time to next txt

• Time to opioid

• Safety

Endpoints

MR Smith, et al. N Engl J Med 2022;386:1132-1142



BASELINE DEMOGRAPHICS 

MR Smith, et al. N Engl J Med 2022;386:1132-1142

77% high volume 

70% high risk 



High Risk Low Risk

Hussain et al. Journal of Clinical Oncology 2023

High Volume Low Volume



PEACE1                                            ARASENS

ADVERSE EVENTS 



QUALITY OF LIFE?

• We currently do not have current trial data evaluating benefit of chemotherapy to doublet 

therapy (ie chemotherapy + ARi+ ADT vs Placebo + ARi + ADT)

• QOL is strongly affected by docetaxel chemotherapy

Rush HL et al  2021



OS across all trials

% WeightHaz.ratio 
(95% CI)

Control
n /N

ARPI
n / N

Class of agent and 
Study

Abiraterone trials

19.970.61 
(0.52, 0.71)371 / 502293 / 501STAMPEDE

18.760.66 
(0.56, 0.78)

343 / 602275 / 597LATITUDE

9.740.86 
(0.69, 1.08)177 / 296149 / 292PEACE-1, no RT

9.360.72 
(0.57, 0.90)

175 / 293138 / 291PEACE-1, RT

57.830.68 
(0.62, 0.75)1066 / 1693855 / 1681Subgroup

(Cochran Q = 6.66 on 3 d.f., p = 0.083)

Other ARPI trials

14.490.67 
(0.56, 0.81)

268 / 562208 / 563ENZAMET

12.030.59 
(0.49, 0.73)235 / 527170 / 525TITAN

26.510.64 
(0.56, 0.73)

503 / 1089378 / 1088Subgroup

(Cochran Q = 0.80 on 1 d.f., p = 0.37)

Abiraterone + Other 
ARPI

15.660.64 
(0.54, 0.77)

292 / 454228 / 462STAMPEDE

100.000.66 
(0.62, 0.71)1861 / 32361461 / 3231Overall

(Cochran Q = 8.33 on 6 d.f., p = 0.22)

STOPCAP: Assessing benefit of ARPIs across large trials in mHSPC

1. LATITUDE:  M1, ADT +/-
abiraterone

2. SWOT S1216: M1, ADT +/-
TAK700 (orteronel) 

3. ENZAMET: M1, ADT + 
bicalutamider vs ADT + 
enzalutamide 

4. STAMPEDE: M1 or N1, arm G 
(abi) 

5. STAMPEDE: M1 or N1, arm J 
(abi + enza) 

6. TITAN:  Apalutamide

7. PEACE-1:  Abi, doce, RT

Trials
Majority of patients benefit (PFS and OS), impact less in oldest population. 

No clear difference by class of agent. 

PFS in ARPI trials

Haz.ratio 
(95% CI)

ARPI
N /N

Control 
n /N

Age 
Group

0.47 
(0.43, 0.53)627 / 1092872 / 1124< 65

0.50 
(0.45, 0.54)805 / 14901129 / 150265 to <75

0.63 
(0.54, 0.72)

381 / 649451 / 61075+

PFS in abiraterone trials

Haz.ratio 
(95% CI)

ARPI
N /N

Control
n /N

Age 
Group

0.49
(0.43, 0.56)394 / 626533 / 647< 65

0.51 
(0.45, 0.58)464 / 770617 / 76465 to <75

0.80
(0.66, 0.98)209 / 285222 / 28275+

0.00 1.00 2.00

Favours ARPI Favours control

0.00 1.00 2.00

Favours ARPI Favours control
Favours ARPI Favours control

Adapted from Fisher D, et al. ASCO GU 2025

0.25 0.50 0.75 1.00



TAKE HOME MESSAGE

Is triplet therapy the new SOC for all mHSPC? → No

Considering current data, treatment should be at least doublet therapy  

Until we have trial of docetaxel + ARi+ ADT vs ARi +ADT to answer the question of the 

role/benefit of docetaxel, treatment should be tailored to each patient. Factors to consider:

• Patient preference 

• PS and age of patient

• GS and disease burden

• De novo vs recurrent disease 

• Racial/ethnic disparities and mutational analysis



Any other treatment options 

for mHSPC?







Future State Forecast

> Biomarker positive:

− PSMA positive:  ADT+ NHA+ PSMA RLT  (PSMAddition phase 3 trial)

− Genomic/IHC Biomarker:

• AKTi for PTEN loss

• PARPi for BRCA

• Others (EZH2 Inh, STEP2 BITE, DLL3 BITE, etc)

> PSMA and Biomarker negative: ADT+NHA +/- chemo



THANK YOU
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