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Agenda

• Scenarios from mHSPC treatment choices
• The (rarer and rarer) ARPI-naïve mCRPC patients

• Patients progressing on ADT+ARPI

• Patients progressing after triplet therapy

• Support therapies

• Transformation to NEPC



ARPI-naïve mCRPC patients

Patients who have received… (in mHSPC)

• ADT monotherapy 

• ADT + Docetaxel

ARPI is gold standard

• Enzalutamide

• Abiraterone acetate + prednisolone

• Darolutamide

• Apalutamide
No Phase III trials in this setting



Enzalutamide plus Radium223

PEACE-3• Bone mets +/- lymph nodes, but no visceral mets

• Prior abiraterone was allowed, but only 11 patients 
received it in the study

• 29.8% received priori docetaxel

• Mandatory denosumab/zoledronic acid

Tombal B, et al., Enzalutamide plus radium-223 in metastatic castration-resistant prostate cancer: 
results of the EORTC 1333/PEACE-3 trial. Annals of Oncology, 2025; 36, 1058-1067



Somatic genomic testing
If not already obtained, perform NGS on archival or new tissue samples 
to investigate HRR and MSI status.

MAGNITUDE Trial

HR 0.714, 95% CI 0.525–0.970;
p = 0.031

• Combination significantly improved 
PFS or TSP

• No formal advantage in OS, but 
most patients in placebo arm 
received PARPi afterwards

• Advantage in OS when this was 
taken into account

Chi KN, et al.. Niraparib and Abiraterone Acetate plus Prednisone in Metastatic Castration-resistant Prostate 
Cancer: Final Overall Survival Analysis for the Phase 3 MAGNITUDE Trial. Eur Urol Oncol. 2025 Aug;8(4):986-998. 



Somatic genomic testing

Keynote – 158, NEPTUNES, INSPIRE trials

• Pembrolizumab is an effective treatment for MSI-H mCRPC

• Combinations of Nivolumab and Ipilimumab followed by 
nivolumab maintenance may achieve deeper and longer 
responses at the price of increased toxicity

• For mCRPC in patients already exposed to ARPI and 
Docetaxel (or unfit/refusing docetaxel)

If not already obtained, perform NGS on archival or new tissue samples 
to investigate HRR and MSI status.

Marabelle A, et al. Efficacy of Pembrolizumab in Patients With Noncolorectal High Microsatellite 
Instability/Mismatch Repair-Deficient Cancer: Results From the Phase II KEYNOTE-158 Study. J Clin Oncol. 
2020 Jan 1;38(1):1-10. 



Metastases-directed therapy

For patients with oligorecurrent, oligometastatic disease, consider 
SBRT to all lesions.

ARTO Trial → Abiraterone + SBRT vs Abiraterone alone

Francolini G, et al.; ARTO Working Group members. Stereotactic Body Radiation Therapy and Abiraterone Acetate for Patients Affected 
by Oligometastatic Castrate-Resistant Prostate Cancer: A Randomized Phase II Trial (ARTO). J Clin Oncol. 2023 Dec 20;41(36):5561-5568. 



Patients who received ADT monotherapy for mHSPC

1. Is it really mCRPC?
• Check testosterone (T<50 ng/dL, <1.7 nmol/L)

2. Why ADT monotherapy?
• Previous toxicity which led to early ARPI interruption → Try different ARPI

• Patients with low burden metachronous disease, who decided to avoid extra toxicity 
from ARPI → Metastases-directed therapy

• Frail/older patient



Frail/Older patients

• Darolutamide has very low blood–brain barrier penetration, which seems 
to be associated with less CNS symptoms compared to 
enzalutamide/apalutamide (no direct comparisons)

• Consider best-supportive care, especially for patients asymptomatic with 
low burden of disease and with significant comorbidities (competitive 
risk)

• Geriatric evaluation

• Delay treatment until symptomatic disease 



Patients progressing on ADT+ARPI

Docetaxel and (177 Lu)–PSMA-617 (assuming PSMA+ disease at PET scan)

PR.21 TrialBest sequence?

• No differences in rPFS 1-2 
between Lu-PSMA→Doce versus 
Doce→Lu-PSMA

• Doce→Lu-PSMA led to better OS, 
very likely due to attrition rate

Chi K, et al. LBA89 A randomized phase II study of 177Lu-PSMA-617 vs docetaxel in patients with metastatic castration-resistant prostate 
cancer (mCRPC) and PSMA-positive disease: Canadian Cancer Trials Group (CCTG) study PR.21 Annals of Oncology, 36, S1630-S1631



Patients progressing after triplet therapy

PSMAfore trialTheraP trial

Hofman M, et al. [177Lu]Lu-PSMA-617 versus cabazitaxel in patients with metastatic castration-resistant 
prostate cancer (TheraP): a randomised, open-label, phase 2 trial. The Lancet, 2021; 397, 797-804

Morris M, et al. 177Lu-PSMA-617 versus a change of androgen receptor pathway inhibitor therapy for taxane-naive patients with progressive 
metastatic castration-resistant prostate cancer (PSMAfore): a phase 3, randomised, controlled trial. The Lancet, 2024; 404, 1227-1239



Patients progressing after triplet therapy

Docetaxel rechallenge?

We need more real-word data and predictive factors

• Gleason score > 8 (?)

• Docetaxel free interval 36 months (APCCC 2023)



Later lines options

• Cabazitaxel 20 mg/mq (post-docetaxel and Lu-PSMA)

• Radium 223 (bone only disease or bone + small lymph nodes)

• Dexamethasone 0.5 mg for symptomatic control

• Clinical trials



Bone protection

All patients with mCRPC and bone metastases should receive a bone-
protective agent to prevent skeletal-related events (fractures, MSCC)

Denosumab > Zoledronic Acid 

Jiang L, et al. Comparison of denosumab and zoledronic acid for the treatment of solid tumors and multiple myeloma with bone 
metastasis: a systematic review and meta-analysis based on randomized controlled trials. J Orthop Surg Res. 2021 Jun 22;16(1):400.

• Monthly dosing, could be de-escalated to 3-monthly doses after initial period, continue indefinitely. 

• Calcium + vitamin D mandatory 

• Dental assessment required before starting, avoid dental procedures during treatment

• Even patients without bone metastases should at least receive a lower dose

of bone protective agent (such as denosumab 60 mg/6months), same as mHSPC 



Neuroendocrine Prostate Cancer (PCa) 

General information

• 10-20% transformation rate

• When to suspect neuroendocrine transformation?

• Radiological progression with low/not rising PSA despite high burden of disease

• Uncommon metastatic pattern (liver, bulky abdominal lesions, lithic bone lesions)

• High uptake of FDG on PET scan (mixed PSMA uptake)

• RB1+PTEN+TP53 mutations (2/3 mutations)

• Markers: chromogranin A, NSE



Neuroendocrine Prostate Cancer (PCa) 

Treatment

• Platinum-Based chemotherapy
• Cisplatin/Carboplatin + Etoposide (+ Atezolizumab) for pure small cell aggressive variants

• Carboplatin + Docetaxel for mixed phenotype

• Maintain ADT(+ARPI) to keep hormone-dependent clones under control

• Emerging therapies: DLL3 targeted therapies

• Clinical trials



Summary

HSPC Treatment mCRPC sequence

ADT monotherapy Abi or Enza (+Radium223) → Docetaxel → Lu-PSMA* → Cabazitaxel

ADT monotherapy (Frail patients) Darolutamide (if possible) → Lu-PSMA* …(Radium223)

ADT+Docetaxel Abi or Enza (+Radium223) → (Docetaxel rechallenge) → Lu-PSMA* → Cabazitaxel

ADT+ARPI Docetaxel → Lu-PSMA* → Cabazitaxel … (Radium223) 

ADT+ARPI+Docetaxel Lu-PSMA* → (Docetaxel rechallenge) → Cabazitaxel … (Radium223)

Actionable mutations mCRPC sequence

HRR gene mutations Niraparib + Abi or single agent PARPi → consider plat-based chemo → then as above

MSI-H Immune checkpoint inhibitor(s) (Pembro or Nivo+Ipi) after ARPI and docetaxel

For all patients

• Offer bone protective agents

• Consider metastases-directed therapy for oligometastatic/oligoprogressive patients

• Offer participation in clinical trials

• Watch out for NEPC

*Only for PSMA positive disease on PSMA-PET scan



Thank you for your attention

• Dr Gianmarco Leone

• Institute of oncology of Southern Switzerland - Bellinzona

• gianmarco.leone@eoc.ch
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