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Defining disease states

Sandhu S, et al. Lancet. 2021;398(10305):1075-1090

Whether localized disease or de novo metastatic disease  evolution to 
more aggressive disease states is characterized by castration-sensitive to 
castration-resistant prostate cancer

- Localized disease can have a 
varied course from indolent, slow 
growing to higher risk where 
disease relapse is expected 
following definitive treatment
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Biochemically recurrent prostate cancer

Sandhu S, et al. Lancet. 2021;398(10305):1075-1090

NCCN Guidelines. Prostate Cancer. Version 1.2025. 
https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf 
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EMBARK

Freedland SJ, et al. NEJM. 2023;389:1453-1465
Freedland SJ, et al. BMJ Open. 2021;11:e0465885

Phase III RCT

• Excluded pts after RP if considered 
candidates for salvage radiation therapy

• Allowed prior hormonal therapy for 
neoadjuvant or adjuvant therapy + 
definitive radiation therapy if <36 months 
and at least 9 months before 
randomization or a single dose or short 
course (≤6 months) for rising PSA levels 
at least 9 months before randomization

Treatment suspended at week 37 if 
the PSA level was <0.2; restarted 
when PSA ≥5.0 (if no prior RP) or ≥ 
2.0 (if prior RP)
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EMBARK

Freedland SJ, et al. NEJM. 2023;389:1453-1465
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EMBARK

Shore ND, et al. NEJM. 2025; DOI: 10.1056/NEJMoa2510310

Median follow-up 94.2 
mos in enza + ADT

OS benefit maintained for enza + ADT despite 
prolonged treatment suspension as mandated by the 
protocol for undetectable PSA at week 36
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Biochemically recurrent prostate cancer

NCCN Guidelines. Prostate Cancer. Version 5.2026. 
https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf 

First Biochemical 
Recurrence = “salvage 
therapy”

Aggarwal R, et al. PRESTO. J Clin Oncol. 2024;42:1114-1123
Shore ND, et al. NEJM. 2025; DOI: 10.1056/NEJMoa2510310

ARASTEP phase 3 trial (NCT05794906)
- Darolutamide + ADT vs. placebo + ADT
- rPFS by PSMA PET/CT
- high-risk BCR and PSMA PET/CT-positive 

lesions following primary therapy
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mCSPC update

Sandhu S, et al. Lancet. 2021;398(10305):1075-1090
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AMPLITUDE

Attard G, et al. Nat Med. 2025;31(12):4109-4118

- Central testing of tumor tissue (FoundationOne CDx; Foundation Medicine), plasma 
(FoundationOne Liquid CDx; Foundation Medicine) or germline (Invitae Multi-Cancer 
Panel; Invitae)
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AMPLITUDE
BRCA subgroup

HRR effector 
subgroup

Attard G, et al. Nat Med. 2025;31(12):4109-4118

ITT
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AMPLITUDE

NCCN Guidelines. Prostate Cancer. Version 5.2026. 
https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf 

Attard G, et al. Nat Med. 2025;31(12):4109-4118

15% received prior 
docetaxel <6 cycles

25.1% ≥ transfusion for anemia 
(median 2, range: 1–5)
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First-line mCRPC updates 

Sandhu S, et al. Lancet. 2021;398(10305):1075-1090
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PEACE-3

Gillessen S, et al. Eur Urol. 2025; S0302-2838(24)02747-7
Gillessen S, et al. Ann Oncol. 2024;35(Suppl 2):S1254

Open-label phase III RCT

• Following ERA-223 (abi + Ra223), 
PEACE3 amended in 2018 after 119 pts 
enrolled for mandatory monthly bone-
protecting agent (BPA)

• Must receive at least 2 doses BPA before 
first Ra223 dose

Reproduced with permission from Dr. Gillessen
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PEACE-3

Gillessen S, et al. Ann Oncol. 2024;35(Suppl 2):S1254

Reproduced with permission from Dr. Gillessen
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PEACE-3

Gillessen S, et al. Ann Oncol. 2024;35(Suppl 2):S1254

Reproduced with permission from Dr. Gillessen
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PEACE-3

Gillessen S, et al. Ann Oncol. 2024;35(Suppl 2):S1254

Potential new 1L mCRPC treatment with enza + Ra223 in 
pts who have not received a prior ARPI

Reproduced with permission from Dr. Gillessen

Tombal B, et al. Ann Oncol. 2025;36(9):1058-1067

NCCN Guidelines. Prostate Cancer. Version 5.2026. 
https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf 
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Identifying candidates for PEACE-3

Freedland SJ, et al. Cancer Med. 2021;10:8570-8580

Gong J, et al. Cancer. 2024;130(22):3815-3825
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PSMAfore

Morris M, et al. Lancet. 2024;404(10459):1227-1239



21

177-Lu-PSMA-617 pre-taxane mCRPC

PSMAfore did not have a bidirectional crossover design 
 conclusions cannot be made about optimal 
sequencing of change of ARPI vs 2L 177Lu-PSMA-617

134/234 pts [57%] in ARPI change crossed over 
?confounding OS analysis

Morris M, et al. Lancet. 2024;404(10459):1227-1239

PSMAfore did not examine a population with more aggressive 
disease for whom taxane-based chemotherapy more 
appropriate after ARPI progression

177Lu-PSMA-617 active/effective across mCRPC spectrum 
although optimal sequencing remains unclear

Chi KN, et al. Ann Oncol. 2025;36(2):S1630-S1631

ORR 16% 8%

PSA ≥50% 53% 32%



22NCCN Guidelines. Prostate Cancer. Version 5.2026. 
https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf 
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Conclusions
• In high-risk biochemically recurrent prostate cancer, ADT + enza is an established standard option

• In mCSPC with BRCA2 mutation, ADT + nira/abiraterone/pred represents new precision medicine option in 1L setting
• Triplet therapy should be considered for fit individuals with high-volume mHSPC (especially de novo mHSPC)
• Greater uptake of ADT intensification in the real world is vital for improving outcomes

• In 1L mCRPC, PEACE-3 supports role of ADT + enza + Ra223 + BPA in those w/o prior ARPI 

• In pre-taxane PSMA-positive mCRPC, 177Lu-PSMA-617 is an approved option and alternative in those considered 
for ARPI change

• Risk/benefit discussion, select subgroups ?low tumor burden, not candidate for taxanes
• Mature OS awaited for advancement into mCSPC setting (PSMAddition)
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