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Updated terminology for metastatic disease states from the 
Prostate Cancer Working Group (PCWG) 4

Armstrong A et al, JCO 2026

Hormone-sensitive PC (HSPC)

Castration-sensitive PC (CSPC)

Androgen pathway modulation naïve (APMN)

Androgen pathway modulation sensitive (APMS)

Castration-resistant PC (CRPC) Androgen pathway modulation resistant (APMR)
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mHSPC
or 

mAPMN/S
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First-line treatment options for mHSPC in 2025

High volume

De novo

Triplet therapy 
or

ADT + ARPI

High volume

Recurrent

Triplet therapy
or

ADT + ARPI

Low volume

De novo

Triplet therapy
or

ADT + ARPI 
(preferred)

Low volume

Recurrent 
ADT + ARPI

Newly diagnosed 

mHSPC in 2025

Favor triplet therapy (ADT + ARPI + 

Docetaxel) if:

• Able to tolerate chemotherapy

• High-volume

• De novo metastatic

• Liver metastases

• Lytic bone metastases

• Symptomatic disease

Consider ADT alone if:

• Not able to tolerate ARPI (very 

small minority)

• Competing risks with life 

expectancy < 5 years

Additional Considerations
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First-line treatment options for mHSPC in 2026-2027

HRR alteration
ADT + ARPI

+ PARPi

PTEN loss on IHC
ADT + ARPI

+ Capivasertib

High SUV on PSMA PET
ADT + ARPI

+ Lutetium-PSMA

None of the above
ADT + ARPI

+/- Docetaxel

Biomarker testing

Germline genetic testing and 

tumor genomic profiling

PTEN IHC

PSMA PET scan

Newly diagnosed 

mHSPC in 2027
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Darolutamide causes significantly less cognitive decline than 
enzalutamide

• ARACOG: Randomized phase 2 t rial of  
111 pat ients w ith nmCRPC, mHPSC, 
mCRPC strat if ied  by a ge

• Primar y endpoint  met  –  signi fi cantl y 
grea ter decline in  object ively a ssessed 
cogn it ive funct ion  for  pat ients  treated 
wi th  enza lutamide when compa red 
wi th  darolu ta mide over 24 weeks

• Al though a similar number  of  pat ients 
were elig ib le for crossover  by 24 
weeks, on ly  pat ients t reated  with 
enzaluta mide crossed  to the other 
t reatment

Morgans A, ASCO 2026



2026 Debates and Didactics in Hematology and Oncology 

First PARPi FDA approved for mHSPC: ADT + abiraterone + 
niraparib in BRCA2 mutant mHSPC

• AMPLITUDE:  Pat ien ts wi th HRR mutan t mHSPC 
treated wi th ADT +  abiraterone were 
randomized to  ni rapar ib vs placebo

• Primary  endpoint  met –  improvement in rPFS 
in the ITT  populat ion

• Benef i t driven by BRCA2 mutant patients

• OS is immature,  but  favors ni raparib (HR: 0 .79  
in I TT,  0.75 in  BRCAm)

• 29% G3/4 anemia

• ADT + Abi raterone + Nirapar ib FDA approved 
in Dec 2025 for  pat ien ts with BRCA2m mHSPC

• Ideal patient  in 2026: BRCA2m low-vo lume OR 
high-vo lume but not  f i t for  docetaxe l

Attard G, ASCO 2025; Attard G, Nat Med 2025
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TALAPRO-3: Talazoparib + Enzalutamide in HRR Gene-Altered 
mHSPC

Agarwal N, ASCO 2026; Agarwal N, NEJM 2026

• Patients with HRR mutant  mHSPC treated 
wi th ADT + enza lutamide were 
randomized to talazoparib vs  pl acebo

• Primar y endpo int met –  improvement in 
rPFS i n the ITT popul ati on

• Benefit  dr iven by BRCA2,  but  seen across 
mul tip le genes

• OS is  immature,  but favo rs ta lazoparib  
(HR:  0.77 in ITT )

• 51% G3/4 anemi a

• PROs mai ntained

• FDA submiss ion p lanned
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CAPItello-281: Capivasertib + abiraterone in PTEN-deficient 
mHSPC

• PTEN  def i ci ency  (~2 5% o f  m HSPC)  ac ti vates  
P I3K /AK T i ndepend ent o f  AR –  t hese  pat ient s 
have  poor  out comes  on ADT +  ARPI

• Pati ents  wi th  PTEN -def ic ient  mHSPC ( <10%+  by  
IHC)  treated w it h ADT +  abi rate rone  were  
rand omiz ed to  capi vaser t i b  vs  p lac ebo

• Pr im ary  en dpo i nt m et

• O S is  im mat ure  (26 %),  bu t favors  capi vaser t i b  
(HR:  0 .90 ;  95 %CI  0 .71 -1.15 )

• ADT + Abi ra terone +  Cap iva sert ib F DA app roved 
in Ju ne  20 26  for  p at ients  wi th PTEN -def icient  
m HSPC

• Toxi ci ty  i s  rea l :  52 % diar rh ea,  3 8% 
hyperg l ycemi a,  35 % rash;  t im e to p hysi ca l  we ll -
be i ng d ec l i ne  favored c ontro l  arm

Fizazi K, ESMO 2025; Fizazi K, Annals of Oncology 2025
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PSMAddition: ADT + ARPI + 177Lu-PSMA-617 in PSMA-positive 
mHSPC 

• Lutet ium-177currentl y  FDA approved for 
mCRPC pre -  and pos t-docetaxel

• Pat ients  with PMSA PET-pos it ive mHSPC 
t reated  with  ADT + ARPI were 
ra ndomized  to Lutet ium-177 vs placebo

• rPFS benef it  consis tent  across  all 
prespec if ied  subgroups : HV (0.72) ,  LV 
(0.73),  de novo (0.74) ,  recurrent  (0.74)

• OS is immature,  but  favors  Lutetium -177 
(HR: 0.84)  –  note 60% crossover

• NDA f i led late 2025, expec t FDA ruling 
this year

Tagawa S, ESMO 2025
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Summary of new data for mHSPC

Trial Agent Biomarker FDA Status rPFS HR OS HR OS Verdict

AMPLITUDE
Niraparib + 

abiraterone
BRCA2 mutation

 Approved 

Dec 2025
0.52 0.75

 Immature — 

not significant

TALAPRO-3
Talazoparib + 

enzalutamide
HRR alteration

 

Submission 

imminent

0.48 0.77
 Immature — 

not significant

CAPItello-281
Capivasertib + 

abiraterone
PTEN loss (IHC)

 Approved 

June 2026
0.81 0.90

 Immature — 

not significant

PSMAddition
Lutetium-177 

+ ARPI
PSMA+ (PET)

 NDA filed 

– H2 2026
0.72 0.84

 Immature – 

not significant
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First-line treatment options for mHSPC in 2026-2027

BRCA2 alteration

HRR alteration

Abi + Niraparib

Enza + Talazoparib

PTEN loss on IHC Abi + Capivasertib

PSMA PET positive ARPI + Lutetium-177

None of the above
ADT + ARPI

+/- Docetaxel

Biomarker testing

Germline genetic testing and 

tumor genomic profiling

PTEN IHC

PSMA PET scan

Newly diagnosed 

mHSPC in 2027
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Outstanding questions that will inform the mHSPC treatment 
paradigm

• Does add ing a targeted agent rep lace docet axel  for h igh -vo lume patients?

• For high-volume BRCA2-altered, PTEN-deficient, or PSMA-positive mHSPC — is ADT + ARPI 
+ targeted agent sufficient, or do we still need docetaxel? None of these trials randomized 
against a triplet control arm. 

• What do you do when b io markers over lap?

• A meaningful proportion of patients are BRCA2-altered AND PTEN-deficient AND PSMA-
positive. No trial addresses combination or sequential use of targeted agents. 

• Which of  these agent s wi ll  show an overa l l  surv ival  benefi t?

• Every new agent shows a favorable OS trend (HR 0.75-0.90). None has crossed the line. 
All are immature. OS is the standard we should hold these drugs to, and we owe patients 
honesty about what we know and what we're still waiting for.



2026 Debates and Didactics in Hematology and Oncology 

mCRPC
or 

mAPMR
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First-line mCRPC treatment depends on mHSPC treatment

Taplin ME, JCO 2026

Recommendations from the ASCO mCRPC Living Guidelines 2026.1

Combinations

Sequence

New strategies
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PEACE-3: Enzalutamide + Radium-223 in mCRPC

• Patients with asymptomatic or mildly 
symptomatic bone-only mCRPC treated 
with ADT were randomized to enza vs 
enza + radium

• Notes: pat ients were only allowed to 
receive ADT +/- docetaxel,  so were ARPI 
naïve; bone protect ing agents mandatory

• Primary endpoint  met –  f inal OS HR 0.76 
(p = 0.0096) Median OS 38.2 vs.  32.6 
months (+5.6 months); rPFS also 
improved

• Who is this patient in 2026?  ARPI-naïve, 
bone-dominant,  PSMA-low; real,  but rare

Gallardo E, ASCO GU 2026; Gillessen S, Annals of Oncology 2026
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The current landscape of molecularly guided therapies for 
mCRPC in 2026

• Pembrolizumab approved for MMRd/MSI -high mCRPC (~3%)

• Several PARP inhibitor regimens approved for HRR-altered mCRPC 
(~20%)

ATM ATR BARD1 BRCA1 BRCA2 BRIP1 CDK12 CHEK1 CHEK2 FANCA FANCL MLH1 MRE11A NBN PALB2 RAD51B RAD51C RAD51D RAD54L

Olaparib X X X X X X X X X X X X X X

Rucaparib X X

Olaparib + 

Abiraterone
X X

Niraparib + 

Abiraterone
X X

Talazoparib + 

Enzalutamide
X X X X X X X X X X X X
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Do patients with BRCA-altered mCRPC need a PARPi + ARPI 
combo?

Hussain M, ASCO GU 2026

Patients with ARPI-naïve mCRPC with ATM/BRCA1/BRCA2 
alterations were randomized to 1) abiraterone, 2) olaparib, 3) 
abiraterone + olaparib – crossover allowed

Is this data relevant in 2026?  Only for ARPI-naïve mCRPC, which is 
rare. But informs practice for  those patients.
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TALENT: A randomized open-label phase 2 study of talazoparib 
+/- enzalutamide in patients with HRR-altered mCRPC after 
progression on abiraterone
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PLUDO: Lutetium-177 vs docetaxel in post-ARPI mCRPC – order 
matters less than ensuring patients receive both agents

Among patients who received both 
Lutetium-177 and docetaxel, there were 
no significant dif ferences in rPFS or OS 
between the sequencing strategies

Chi K, ASCO 2026

rPFS2 from randomization

OS from randomization
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The pipeline for mCRPC is promising

Drug Company Class Target Trial Name NCT Control Arm

BMS-986365 Bristol Myers Squibb
AR degrader 

(PROTAC)
AR + LBD mutations rechARge

NCT0676448

5
Docetaxel / ARPI switch

Opevesostat Merck/Orion CYP11A1 inhibitor All steroid biosynthesis OMAHA-003
NCT0613662

4
ARPI switch

Mevrometostat Pfizer EZH2 inhibitor
Epigenetic / NE 

plasticity
MEVPRO-1

NCT0655132

4
Physician's choice

TLX591-Tx Telix RLT PSMA ProstACT Global
NCT0652034

5
SOC

Ac-225 PSMA-617 Novartis RLT (alpha-emitting) PSMA PSMAcTION
NCT0678067

0
SOC

Ifinatamab 

deruxtecan

Merck / Daiichi 

Sankyo
ADC B7-H3

IDeate-

Prostate01

NCT0692573

7
Docetaxel

BNT324/DB-1311
BioNTech / 

DualityBio
ADC B7-H3 BNT324-03

NCT0736599

5
Docetaxel

Pasritamig J&J BiTE KLK2 KLK2-PASenger
NCT0722594

6
Docetaxel

Xaluritamig Amgen BiTE STEAP1 XALute
NCT0669198

4
Cabazitaxel / ARPI
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Key takeaways

• mHSPC

• All patients should get germline & somatic testing for HRR and PTEN IHC at diagnosis today
• Patients with BRCA2 alterations should be considered for ADT + abiraterone + niraparib

• Patients with PTEN loss should be considered for ADT + abiraterone + capivasertib

• PSMA PET could be standard by end of 2026 pending FDA review of PSMAddition

• Whether these should replace docetaxel for high-volume disease and how to handle overlapping 
biomarkers remain unanswered questions

• mCRPC

• First-line treatment depends on what happened with mHSPC – follow the ASCO Living Guidelines

• Use both Lutetium-177 and docetaxel – order matters less than ensuring patients receive both

• PEACE-3 delivered the clearest new OS win of the past year for enzalutamide + radium-223 in bone-
dominant mCRPC – caveat that this was in ARPI-naïve patients

• Many distinct mechanism in active phase 3 trials: novel AR pathway modulations, EZH2 inhibitors, RLT, 
ADC, BiTEs
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