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CRPC therapeutic development: 
exists in the context of what came before

Castration Sensitive Castration Resistant

Androgen deprivation therapy
abiraterone + prednisone (COU-

AA-302)
enzalutamide (PREVAIL)

docetaxel (TAX327)
cabazitaxel (CARD, TROPIC)

sipuleucel-T (IMPACT)

radium-223 (ALSYMPCA)
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CRPC therapies: the context in which our patients live

Castration Sensitive Castration Resistant

docetaxel + abiraterone + 

prednisone (PEACE-1)

docetaxel + darolutamide 

(ARASENS)

Androgen deprivation therapy (ADT)

docetaxel (CHAARTED)

abiraterone + prednisone 
(STAMPEDE/LATITUDE)

enzalutamide 

(ENZAMET/ARCHES)

apalutamide (TITAN)

abiraterone + prednisone (COU-

AA-302)
enzalutamide (PREVAIL)

docetaxel (TAX327)
cabazitaxel (CARD, TROPIC)

sipuleucel-T (IMPACT)

radium-223 (ALSYMPCA)

High volume

HRR deficient:

olaparib +/- abiraterone
niraparib + abiraterone
rucaparib

talazoparib + enzalutamide 

taxane/ARPI refractory:
Lu 177 vipivotide tetraxetan 
(VISION)

How do we treat mCRPC given these 

new advances in mHSPC?

Still a lot of options but what is the 

optimal strategy and sequence?
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Still some relevant data from prior CRPC era: CARD

De Wit N Engl J Med 2019; 381: 2506-2518

Flatiron RWD analysis

George DJ, et al Clin Genitourin Cancer 2020; 18:284-294

Chemotherapy 

should be 

considered for 

patients after 

progression on an 

ARPi
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Radioligand therapies/Theranostics

▪ Phase III ALSYPMCA
– patients with symptomatic 

skeletal mets, no bulky 
LAD/visceral disease

– ~60% of patients with 
prior taxane

– OS improvement, delays 
time to first symptomatic 
skeletal event (15.6 v 9.8 
months, HR: 0.66 [0.52-
0.3; p<0.001])

▪ Can other radioligand 
therapies can be 
employed? 

– [177Lu]-Lu-PSMA-617

Parker et al N Engl J Med 2013; 369:213-223
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Phase III VISION study
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Overall survival in taxane-pretreated patients

• 16.6 v 22.4% of 

patients went on to 

receive taxanes

• 25.2 v 32.1 % of 
patients went on to 

receive any further 

systemic therapy 
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What about taxane-naïve patients?

PSMAfore Study
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Progression Free Survival in taxane-naïve mCRPC

No benefit in OS (57.3% cross-over rate)

• 177Lu-PSMA-617 delayed cancer 

deterioration with maintenance of QoL

• among responders, higher QoL and 

lower pain scores in 177Lu-PSMA-617 

arm

• has not resulted in change to label as of 

yet
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Targeted approaches

▪ PARPi (+/- ARPi)

▪ PROTAC

▪ Tumor-informed analysis of TRANSFOMER
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PARPi efficacy in mCRPC

Treatment Mutations ORR Median PFS 
(months)

Median OS 
(months)

olaparib 
(PROfound)

BRCA, ATM 33% 7.4 19.1

rucaparib 
(TRITON3)

BRCA 45% 11.2 --

ATM 0% 8.1 --

abiraterone + 
olaparib (PROpel)

BRCAm -- NR --

All 58.4% 24.8 42.1

abiraterone + 
niraparib 
(MAGNITUDE)

BRCA1/2 51.8% 16.6 NR

enzalutamide + 
talazoparib 
(TALAPRO-2)

Overall 62% NR NR

HRRm 79% 27.9 NR

N Agarwal et al Lancet 2023; K Chi et al J Clin Oncol 2023; F Saad et 

al Lancet Oncol 2023; N Clarke et al NEJM Evid 2022; J de Bono et al 

N Engl J Med 2020; K Fizazi N Engl J Med 2023

higher ORR with ARPi 

combinations, but low 

rates of prior ARPi 

exposure, and additive 

toxicity (?)
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BRCAAway
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Combination therapy leads to longer median PFS

Hussain et al Clin Cancer Res 2024

Grade 3 and higher AEs 
similar across groups (14-
21%)

All grade:
- abi/pred: 58%
- olaparib: 90%
- abi/pred + olaparib: 95%
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ARV-766 PROTAC

▪ 20-25% of men with mCRPC develop mutations in AR 
LBDs

– L720H, H875Y, and T878A common & associated with 
poor prognosis

D Petrylak ASCO 2024



15 

ARV-766 monotherapy: patient characteristics & safety

▪ n=123

– AR LBD, n=53

▪ Median prior lines of therapy: 4

▪ In AR LBD cohort:

– Prior abiraterone only- 36%

– AR antagonist only- 9%

– > 2 ARPis- 55%

– prior taxane- 58%

▪ No DLTs observed, MTD not reached in 
Phase I/Part A

D Petrylak ASCO 2024
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D Petrylak ASCO 2024
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TRANSFORMER

Denmeade ASCO 2024

no significant differences in PFS, 

PSA50, OR, OS in BAT versus 

enzalutamide
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Lack of AR alterations predicts worse outcomes with BAT

▪ Similar trends seen with PFS

▪ Further trials with BAT open and accruing: STEP-UP, APEX, BATRAD (+Radium-223), 
AcroBAT (oral testosterone)

OS with no AR alterations OS with AR alterations

Denmeade ASCO 2024
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Immunotherapy

▪ IMPACT Phase III

– asymptomatic patients with 
mCRPC

– prior to modern ARPi

– ~15% prior taxane

– OS benefit (25.8 v 21.7 
months), no PFS or PSA 
response benefit

▪ Can we use immune-based 
approaches to optimize 
prostate cancer treatment?

– BiTE therapies

– CAR-T cells

Image result for sipuleucel-t

Kantoff et al N Engl J Med 2010; 363: 411-422

22% relative reduction in risk of death

HR: 0.78; 95% CI 0.61-0.98; p=0.03

https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiNt_iiufHYAhUSyWMKHURYBwcQjRwIBw&url=https://www.researchgate.net/figure/51160408_Mechanism-of-action-of-Sipuleucel-TAutologous-dendritic-cells-are-isolated-from-a&psig=AOvVaw16iPeN9fg7aAQOyedqiXk7&ust=1516912316672103
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STEAP1 Bispecific T-cell Engager (BiTE)- Xaluritamig

Phase I monotherapy dose-
escalation study

Key patient characteristics:

▪ 96% ECOG 0

▪ Most patients had at least 3 
prior lines of therapy:

– 3: 26%

– 4: 26%

– > 5: 28%

▪ 15% with no prior taxane

▪ 4% with prior PSMA-
targeting radioligand therapy

▪ 53% with visceral mets

WK Kelly et al Cancer Discovery 2024

expressed in 77-

83% of metastatic 

prostate cancer
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Xaluritamig safety

CRS incidence & grade

WK Kelly et al Cancer Discovery 2024

MTD: 1.5 mg IV weekly (3-step)- cohorts 11/12
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Xaluritamig efficacy

▪ DCR was 63% in low dose cohort and 79% in high dose cohort

– PR: 3% in low dose cohort, 41% in high dose cohort

PSA50: low dose cohort: 40%, high-dose: 59%

WK Kelly et al Cancer Discovery 2024
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PSCA CAR-T cell therapy

▪ Prostate stem cell antigen (PSCA)- commonly and 
robustly expressed tumor associated antigen

▪ Phase I study at CoH to evaluate safety and DLTs 
associated with PSCA CART (primary endpoints)

▪ Secondary endpoints: 
– expansion & persistence of CART cells
– disease response
– Survival

▪ n=14

▪ Most patients had received prior enzalutamide or 
abiraterone (or bother), most patients had received a 
prior taxane.

▪ 20% had visceral disease, 20% had lymph node only 
disease

T Dorff et al Nat Med 2024
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PSCA CAR-T cell therapy Results

▪ Safety:

– Maximum CRS was Grade 2

– 2 DLTs of non-infectious cystitis at 
DL2 → led to amendment for reduced 
lymphodepletion dose

– No DLTs at DL3 (n=5)
• 50% CRS

• 60% Grade 3+ neutropenia

PSA responses

T Dorff et al Nat Med 2024
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The optimal strategy is personalized

Castration Resistant Prostate Cancer

abiraterone + prednisone (COU-

AA-302)
enzalutamide (PREVAIL)

docetaxel (TAX327)
cabazitaxel (CARD, TROPIC)

sipuleucel-T (IMPACT)

radium-223 (ALSYMPCA)

HRR deficient:

olaparib +/- abiraterone
niraparib + abiraterone
rucaparib

talazoparib + enzalutamide 

taxane/ARPI refractory:
Lu 177 vipivotide tetraxetan 
(VISION)

Considerations:

- therapy received in the hormone-

sensitive context

- HRRm status (and possibly others 

soon like AR LBD)
- taxane candidacy

- current cancer-related symptoms

- clinical trial candidacy

- quality of life

- financial toxicity
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Thank you
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