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First-line mCRPC depends on what came before

Figure modified of Scher et al, J Clin Oncol 2016 
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Previous treatment exposure defines the 1L mCRPC 
treatment landscape



Why previous exposure matters?

Abi  Enza Enza  Abi

N 73 75

PSA response 36% 4%

PSA-PFS 3,5 m 1,7 m

ARPI  ARPI is a suboptimal strategy

Population Control arm Endpoint Median PFS

CARD Post-docetaxel, 
post-ARSI Change ARSI rPFS 3,7 m

PSMAfore Post-ARSI, Taxane-
näive, PSMA+

Change ARSI rPFS 5,6 m

PROFOUND Post-ARSI Alternate ARSI rPFS 3.5 m

Khalaf D, Lancet Oncol 2019; de Wit, N Engl J Med, 2019; Morris MJ, Lancet 2024; de Bono, N Engl J Med, 2020

Sequential AR pathway inhibition



Several effective 1L options remain in ARPI-näive 
mCRPC

Tannock iA, NEJM 2004; Rya CJ, NEJM 2013; Beer TM, NEJM 2014

Overall survival
Experim Control HR (IC 95%)

TAX-327
Docetaxel vs 
Mitoxantrona

19,2 m 16,3 m 0,79 (0,67-0,93) 

COU-302
Abiraterone/P vs 
Placebo/P

34,7 m 30,3 m 0,81 (0,70-0,93)

PREVAIL
Enzalutamide vs Placebo 35,3 m 31,3 m 0,77 (0,67-0,88)

ARPI-näive mCRPC: the “classical” evidence still matters

Scenario 1: ADT alone / no prior ARPI



What has changed in ARPI-näive mCRPC?

De Bono JS, et al. N Engl J Med 2020; Hussain M, et al. N Engl J Med 2020; Pritchard CC, N Engl J Med 2016; Nicolosi P, JAMA Oncol 2019; Lee DJ, Eur Urol 2022

Molecular testing is now part of 1L treatment planning

BRCA alterations provides both prognostic and 
predictive information

8.7%

5.9%

6.3%

1%

28%

Alterations detected in tumoral tissue

Germline alterations 

BRCA alterations are associated with poor prognosis



Scenario 2: prior docetaxel, no prior ARPI

de Bono JS, Lancet 2010; de Bono JS, NEJM 2011; Scher HI, NEJM 2012; Parker C, NEJM 2013 

Prior docetaxel  several life-prolonging options remain effective

Overall survival
Experim Control HR (IC 95%)

TROPIC
Cabazitaxel vs 
Mitoxantrona

15,1 m 12,7 m 0,70 (0,59-0,83) 

COU-301
Abiraterone/P vs 
Placebo/P

15,8 m 11,2 m 0,74 (0,64-0,86)

AFFIRM
Enzalutamide vs Placebo 18,4 m 13,6 m 0,63 (0,53-0,75)

ALSYMPCA
Radium-223 vs Placebo 14,9 m 11,3 m 0,70 (0,58-0,83)These trials wer not conducted in patients receiving docetaxel for mHSPC



An additional option: PEACE-3
Enzalutamide + radium-223

Patients without visceral metastases

Tombal B, Ann of Oncol, 2025 ;Gillessen S, Ann of Oncol, 2026

Prior docetaxel (30%) and abiraterone (3%) were allowed for mHSPC

Bone-protecting agents are mandatory with radium-223



Scenario 3: prior ARPI

Tannock iA, NEJM 2004; Climent MA, et al. Eur J Cancer 2022; Oudard S, ASCO GU 2023, abstract 157; Petrylak D, J Clin Oncol, 2025

After prior ARPi: chemotherapy remains an effective treatment

N PSA Resp PFS OS

TAX-327 1006 52.4% NR 19.2 m

ABIDO (Abi  Docetaxel) 47 46.5% 5.5 m 16.9 m

SPARTAN post-hoc analysis 29 NR 7.9 m 18.2 m

KEYNOTE-921 1030 45.7% 8.3 m 19 m

Modern prospective evidence confirms docetaxel activity after ARPI



A new pre-taxane option?

Morris JM, The Lancet, 2024; Fizazi K, Ann oncol, 2025

PSMAfore: moving 177Lu-PSMA-617 earlier

EMA pre-chemotherapy application withdrawn



But what is the right comparator?

Chi K, ESMO Congress 2025

Randomized phase II evidence

Direct randomized pase II comparison: no rPFS 
advantage over docetaxel; sequencing remains 

unresolved



Scenario 4: prior ARPi + docetaxel

Cabazitaxel is superior to ARPI switch
De Wit R, et al. N Engl J Med 2020

CARD trial: cabazitaxel beats a second ARPi



177Lu-PSMA-617 after ARPI + taxane

VISION established 177Lu-PSMA-617 as a life-prolonging 
treatment in this scenario

Sartor O, et al. N Engl J Med 2021

After ARPi + taxane  more than one evidence-based option

TheraP trial (cabaizatxel vs Lu-PSMA)



Precision medicine changes the sequence

BRCA ≠ ATM ≠ other HRR genes

De Bono JS, et al. N Engl J Med 2020; Hussain M, et al. N Engl J Med 2020; Fizazi K, et al. N Engl J Med 2023

PARPi monotherapy after prior ARPI: benefit is strongly driven by 
BRCA1/2 alterations



What changes the first-line choice today?

Gui B, et al. PNAS 2019. Clarke N, ASCO GU 2023; Chi K, et a, J Clin Oncol 2023; Clarke et al, N Engl J Med Evidence 2022; Agarwal N, et al, Lancet 2023 

Crosstalk between AR and DDR pathway

1L mCRCP most patients were ARPI-näive 



What changes the first-line choice today?

Benefit: BRCA1/2 > broader HRR > unselected population
Chi K, et a, J Clin Oncol 2023; Clarke et al, N Engl J Med Evidence 2022; Agarwal N, et al, Lancet 2023 

BRCA

Non-HRR alterations



But context matters for PARPi combinations 
Can we extrapolate PARPi + ARPI after prior ARPI exposure?

1L mCRPC
Patients with established 

resistance to a prior ARPI were 
not represented in the pivotal 
1L mCRPC combination trials

Clinical evidence ≠ current reimbursement landscape

Chi K, et a, J Clin Oncol 2023; Clarke et al, N Engl J Med Evidence 2022; Agarwal N, et al, Lancet 2023 



The mCRPC landscape has changed
ADT alone / no prior ARPi

Docetaxel

Abiraterona / Enzalutamida

Enzalutamide + Ra-223*

ARPI + iPARP  (BRCA+)

Docetaxel

Abiraterona / Enzalutamida

Enzalutamide + Ra-223*

No HRR alterationHRR alteration

HRR TESTING

*Not reimbursed in Spain

ARPI + iPARP*



The mCRPC landscape has changed

No HRR alteration

Docetaxel

ARPI + iPARP  (BRCA+)†

iPARP* 

Cabazitaxel

Radium-223

177Lu-PSMA-617 (PET +)

Pembrolizumab

dMMR / MSI-H

Docetaxel

Prior ARPI

Cabazitaxel

ARPI + iPARP  (BRCA+)†

iPARP* 

Radium-223

177Lu-PSMA-617 (PET +)

HRR TESTING

YES

HRR alteration

Prior Docetaxel?

NO YES

Prior Docetaxel?

*Not reimbursed in Spain †Limited evidence after prior ARPI exposure

NO

PSMA PET PSMA PET



Take-home messages

Treatment choice depends on what the patient received before, 
tumour biology and treatment access

There is no universal best first-line treatment – there is a best 
next treatment for each patient 



rebecalozano@saludcastillayleon.es @rebecaLozMe


