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Selecting Between Doublet 
and Triplet Therapy in 

mHSPC

The continued role of 
Doublet Therapy



INTRODUCTION
The landscape of mHSPC 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 2021PEACE-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



HETEROGENEITY IN HSPC

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



BASELINE DEMOGRAPHICS

Fizazi, K. et al. The Lancet 2022; 399(10336), 1695–1707
Fizazi, K. et al. J Clin Oncol. 39, no.15_suppl(May 20,2021)5000



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



POINTS TO CONSIDER 
In both trials, triplet therapy significantly improved OS and PFS when compared to SOC 
doublet therapy with ADT+ chemotherapy…

PEACE1
- Only included de-novo mHSPC
- 60% patients were classified as high volume disease 
- Did not include patients >70 yo and 70% ECOG 0

ARASENS
- 77% high volume and 70% high risk disease 
- Few patients >74yo and 70% ECOG 0
- Limited data at this time for low volume disease

Quality of life is affected by docetaxel
Majority white patient populations when compared to other ethnicities 



TAKE HOME MESSAGE

Is triplet therapy the new SOC for all mHSPC? à 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



THANK YOU


