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

Androgen pathway modulation naive (APMN)
Hormone-sensitive PC (HSPC)
Castration-sensitive PC (CSPC)

Androgen pathway modulation sensitive (APMS)

Castration-resistant PC (CRPC) —— Androgen pathway modulation resistant (APMR)

Armstrong A et al, JCO 2026
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MHSPC
or
MAPNVMN/S
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First-line treatment options for mHSPC in 2025

Newly diagnosed
mHSPC in 2025

High volume
De novo

High volume
Recurrent

Low volume
De novo

Low volume
Recurrent
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Triplet therapy
or
ADT + ARPI

Triplet therapy
or
ADT + ARPI

Triplet therapy
or
ADT + ARPI
(preferred)

ADT + ARPI

Additional Considerations

Favor triplet therapy (ADT + ARPI +
Docetaxel) if:

 Able to tolerate chemotherapy
* High-volume

* De novo metastatic

* Liver metastases

e Lytic bone metastases

*  Symptomatic disease

Consider ADT alone fif:

* Not able to tolerate ARPI (very
small minority)

* Competing risks with life
expectancy < b years



First-line treatment options for mHSPC in 2026-2027

Biomarker testing
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Germline genetic testing and

tumor genomic profiling

PTEN IHC
e

Newly diagnosed
MmHSPC in 2027

PSMA PET scan
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HRR alteration

PTEN loss on IHC

High SUV on PSMA PET

None of the above

ADT + ARPI
+ PARPI

ADT + ARPI
+ Capivasertib

ADT + ARPI
+ Lutetium-PSMA

ADT + ARPI
+/- Docetaxel




Darolutamide causes significantly less cognitive decline than
enzalutamide

e ARACOG: Randomized phase 2 trial of Primary Outcome: MCCD by 24 weeks
111 patients with nmCRPC, mHPSC,

mCRPC stratified by age I vl S

CANTAB test PALFAM SWM
* Primary endpoint met - significantly _\sialMemany || Werking Memetyl
greater decline in objectively assessed Median Change 158 36.1 P=0.009
cognitive function for patients treated
with enzalutamide when compared secondaryEndpoint' Crossover

R0 U tamide overio SRR Rirtrisaretal e
* Although a similar number of patients
were eligible for crossover by 24
weeks, only patients treated with
Crossover Darolu mide | Between Baseline Between 12 At 24 Total
N e crossed to the other W-

t re a t m e n t Observed crossovers

Observed crossovers

Unique patients eligible 2 31 0 17 36
fOI’ crossover (14 previously met

Unique patients eligible 0 24 0 24 34
for crossover (1 4 p by et
12 wks)

Morgans A, ASCO 2026
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First PARPi FDA approved for mHSPC: ADT + abiraterone +
niraparib in BRCA2 mutant mHSPC

_ _ HRRm (ITT)
« AMPLITUDE: Patients with HRR mutant mHSPC
treated with ADT + abiraterone were 2
randomized to niraparib vs placebo < )
. . . . g2 N 5, LD
e Primary endpoint met - improvement in rPFS giﬁ S e
. . + median: 29.5 m —t
in the ITT population “g s ;
e Benefit driven by BRCA2 mutant patients : :j)j)gbﬁ"<95°’°C'-°~49-°~8°>
e OS is immature, but favors niraparib (HR: 0.79 | SRS
n ITT’ 0.75 in BRCAm) Subgroup Analysis by BRCA and non-BRCA Alterations
[ ) 2 9 % G 3/4 a n e m ia End Point Subgroup  HR (95% Cl) ‘ Nira+::;n’t:‘sélé+AAp
« ADT + Abiraterone + Niraparib FDA approved e e R el
. . . Other  0.72 (0.20-2.66) B P 6125 4115
in Dec 2025 for patients with BRCA2m mHSPC pERE T D
* lIdeal patient in 2026: BRCA2m low-volume OR _ i R W |
high-volume but not fit for docetaxel Rl e~ o

PALB2  3.30 (0.52-21.21) : 3/9 2113
Other 0.79 (0.18-3.36) —_— 5125 3/15
FavorsNira + AAP  ¢——— 01802805 1 2 4 & 46 2  Favors PBO + AAP

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

* Patients with HRR mutant mHSPC treated EHnan EnoeoinkiiGsstigat) A sensed viES
with ADT + enzalutamide were
randomized to talazoparib vs placebo

°

o
®

Median (95% C1), NR
mo (NR-NR)  (37.7-NR)

Median follow-up for rPFS was
37.6 and 37.7 months, respectively

°
-

* Primary endpoint met - improvement in
rPFS in the ITT population

e Benefit driven by BRCA2, but seen across
multiple genes

° OS iS i m m a t u re ’ b u t favo rS ta I a ZO p a r I b |an¥5[gceaglyeseﬁgsa:eynijlysfagrtd';APL/ESENZA across HRR gene subgroups
(HR: 0.77 in ITT) e

* 51% G3/4 anemia e

0.353 (0.202-0.617)

g
i
2
L
o
z
-1
¥
£
a

HR, 0.481 (95% Cl, 0.357-0.647); p<0.0001

0.275 (0,125-0.603)

851 20155 i
. . H
* PROs maintained ' aezs 0200120
10 16 ——r———————————+ 4277 (0.512-35.752)
MLH1 o3 " : o
i
'

* FDA submission planned

Agarwal N, ASCO 2026; Agarwal N, NEJM 2026
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CAPIltello-281: Capivasertib + abiraterone in PTEN-deficient
MHSPC

 PTEN deficiency (~25% of mHSPC) activates CAPItello-281 Primary endpoint: investigator-assessed rPFS
PISK/AKT independent of AR - these patients
have poor outcomes on ADT + ARPI
« Patients with PTEN-deficient mHSPC (<10%+ by
IHC) treated with ADT + abiraterone were o 257 monhs | 75t somontis |
randomized to capivasertib vs placebo N e S R
O P r i m a ry e n d p o i n t m et %n:{:mk 460 435 83 282 a3 n“::mm,?::omszj:n mnv::sj 6% 62 4 il 6 0
505 478 440 3% 276 215 158 154 "3 8a 9 L1 37 8 8 0

 OS is immature (26%), but favors capivasertib
(HR: 0.90; 95%CIl 0.71-1.15)

CAPltello-281: Adverse events (210% of patients)

+ ADT + Abiraterone + Capivasertib FDA approved .o  ooosmagpom T
in June 2026 for patients with PTEN-deficient
DRSS e e
e Toxicity is real: 52% diarrhea, 38%
hyperglycemia, 35% rash; time to physical well- =
being decline favored control arm B R R

Fizazi K, ESMO 2025; Fizazi K, Annals of Oncology 2025
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PSMAddition: ADT + ARPI + 1""Lu-PSMA-617 in PSMA-positive

MHSPC

e Lutetium-177currently FDA approved for
MCRPC pre- and post-docetaxel

e Patients with PMSA PET-positive mHSPC
treated with ADT + ARPI were
randomized to Lutetium-177 vs placebo

 rPFS benefit consistent across all
prespecified subgroups: HV (0.72), LV
(0.73), de novo (0.74), recurrent (0.74)

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

* NDA filed late 2025, expect FDA ruling
this year

Tagawa S, ESMO 2025
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Time from randomization (months)

7Lu-PSMA-617

ADT + ARPI

#ADT+ARPL |\

(N=572)

Events —n (%) 139 (24.3) 172.(30.1)

PD 112 (19.6) 152 (26.6)
Death without rPD 27 (4.7) 20 (3.5)
HR (95% Cl) 0.72 (0.58, 0.90)
p value 0.0022

Median rPFS (95% Cl) NR

— months (NE,NE)  NR(29.7,NE)



Summary of new data for mHSPC

Niraparib + : Approved Immature —
AFLIIEIDIE abiraterone SRR TLEIC Dec 2025 e e not significant
TALAPRO-3 ~ |2/2Z0Parb ¥ yop olteration  Submission 048 0.77 immature =
enzalutamide . : not significant
Imminent
Capivasertib + Approved Immature —
OaAEllioaes, abiraterone FIEN e {1715 June 2026 SHER Erele not significant
" Lutetium-177 NDA filed Immature -
PSMAddition + ARP| PSMA+ (PET) _ H2 2026 0.72 0.84 ot slEpeant

2026 Debates and Didactics in Hematology and Oncology



First-line treatment options for mHSPC in 2026-2027

Biomarker testing
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Germline genetic testing and

tumor genomic profiling

PTEN IHC
e

Newly diagnosed
MmHSPC in 2027

PSMA PET scan
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BRCA2 alteration
HRR alteration

PTEN loss on IHC

PSMA PET positive

None of the above

Abi + Niraparib
Enza + Talazoparib

Abi + Capivasertib

ARPI + Lutetium-177

ADT + ARPI
+/- Docetaxel




Outstanding questions that will inform the mHSPC treatment
paradigm

 Does adding a targeted agent replace docetaxel for high-volume patients?

* For high-volume BRCAZ2-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 biomarkers overlap?

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 agents will show an overall survival benefit?

 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.
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MCRPC
or
MAPMR

‘\ Partners for Advancing
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First-line mCRPC treatment depends on mHSPC treatment

Recommendations from the ASCO mCRPC Living Guidelines 2026.1

Patients treated with
ADT + ARPI?

HRR testing

HRR positive HRR negative

Options include
Olaparib Docetaxel
Radium 223
Pembrolizumab (if MSI-
H/dMMR)
77Lu-PSMA-617 (if
PSMA PET-positive)

Special situations:
Oligometastatic disease or progression: radiation therapy or surgery after multidisciplinary discussion
Indolent disease (slow rising PSA, asymptomatic or low volume disease): sipuleucel T
Bone only, symptomatic: radium 223
PSMA-positive: "’Lu-PSMA-617
For patients ineligible for docetaxel because of comorbidities (neuropathy, edema, lung disease, etc):
cabazitaxel

Taplin ME, JCO 2026
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Patients treated with ADT,
ARPI, and docetaxel®

HRR testing

PSMA negative,

PSMA positive® HRR positive® HRR negative

Options include:
77Lu-PSMA Olaparib Cabazitaxel
Radium 223
Pembrolizumab (if MSI-
H/dMMR)

Special situations:
Bone only, symptomatic: radium 223

Combinations
Sequence
New strategies




PEACE-3: Enzalutamide + Radium-223 in mCRPC

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

Overall survival (%)

* Notes: patients were only allowed to
receive ADT +/- docetaxel, so were ARPI
naive; bone protecting agents mandatory

* Primary endpoint met - final OS HR 0.76
(p = 0.0096) Median 0OS 38.2 vs. 32.6
months (+5.6 months); rPFS also

Improved
. e ——
* Who is this patient in 2026? ARPI-naive, mwmm 28
. (29.31-38.24) )
bone-dominant, PSMA-low; real, but rare N s 0s00%)

(33.08-44.75)

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

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

e 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 2 2%

Rl | x | x X X X X X X X X | x X

Enzalutamide
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Do patients with BRCA-altered mCRPC need a PARPI + ARPI

combo?

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

Median PFS:
Abilpred: 8.6 m (2.9,17)

S Ola: 14 m (8.4, 20)
g Abi/pred + Ola: 39 m (22, NR)

ﬁ ;>‘\ Treatment Arm
Ean -+ Abi/pred

S 8 -+ Ola

28 ~+ Abilpred + Ola
[

>

<]

a o

24 30 36 42
Time (Months)

Overall Surviva

Median OS:

(probability)
o

Abi/pred:
Ola:
Abi/pred + Ola: 68 m (38, NR)
%
e
-+ Ola

- Abi/pred + Ola z TR
¥

28 m (13, NR)
37 m (26, NR)

Treatment Arm
=+ Abi/pred

48 60
Time (Months)

gl...|||H|||||||“H

WHWHUWM "””Uﬂﬂﬂﬂﬂﬂﬂﬂﬂﬂm

EEEEE

rrrrrrrrrrrrr

Is this data relevant in 2026? Only for ARPI-naive mCRPC, which is
rare. But informs practice for those patients.

Hussain M, ASCO GU 2026
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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

\ ~ Arm A ) / \
mCRPC with R ADT + Primary endpoint:
HRR mutation A — Talazoparib 0.5 mg + rPFS
after N enzalutamide 160 mg Secondary endpoints:
progression D — U once daily Y, 1. Time to PSA50
on ADT + 0 1:1 ~ 2. Time to PSA progression
abiraterone M Arm B 3. cQo?;higi(\)/\Sra"' fatigue,
acatata with ' ADT + 4. Safety (CTCAE 5.0, AESI)
Pri‘d“;;%"e Z Talazoparib 1 mg 5 OS
o B j E Shiszatllyg o Exploratory endpoints:
1. rPFS by gene (BRCA1/2
tratification factors: vs non-BRCA, gene by
BRCA1I2 vs non-BRCA HRR.mutations - gene, and gene clusters).
Prior exposure to docetaxel in the mHSPC setting 2. Biomarkers for response

\ and resistance to treatmey
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PLUDO: Lutetium-177 vs docetaxel in post-ARPI mCRPC - order
matters less than ensuring patients receive both agents

Key Eligibility

+ Chemotherapy-naive
mCRPC/APMR progressing
after ARPI

+ PSMA PET positive (uptake
>liver)

+ ANC 21.5x10%L

+ Platelet count = 100 x 109/L

+ Hemoglobin 2 80 g/L

« CrCl 2 30 ml/min

« Bilirubin < 1.5 x ULN

» ALT < 3.5 x ULN (<5 x UN for
liver metastases)

+ ECOGPSof0-2

* Prior docetaxel for mHSPC
permitted if 212 months prior

Among patients who received both

L:l @Ziwopuey

"7Lu-PSMA-617
7.4 GBq (+/- 10%) IV
Every 6 weeks
x 6 cycles

Docetaxel
75 mg/m? IV
Every 3 weeks
x 12 cycles

(LS4d4) uoissaiboud osydeibolipey

Docetaxel
75 mg/m? IV
Every 3 weeks
x 12 cycles

77 u-PSMA-617
7.4 GBq (+/- 10%) IV
Every 6 weeks
x 6 cycles

A
Y
Q.
o
«Q
=
Q
T
=,
(2]
0
-
o
Q
-
1
A
il
o
=)
=
o
-
n
Ll

Primary
Objective
+ rPF$1

Additional
Objectives

* Overall
survival

+ rPFS2

+ PSA decline

* Adverse
events

« PRO QoL

+ Correlative
studies

Lutetium-177 and docetaxel, there were
no significant differences in rPFS or OS

between the sequencing strategies

Chi K, ASCO 2026

2026 Debates and Didactics in Hematology and Oncology

rPFS2 from randomization

Survival Probability

Strata

Time in Months
Number at risk
| 62 57 6 17
1 42 40 23 17 7
12

OS from randomization

Survival Probability

Strata

Time in Months

Number at risk

62
42




The pipeline for mCRPC is promising

BMS-986365 Bristol Myers Squibb AE{Pcli?egg_F:g)er AR + LBD mutations rechARge NCT06576448 Docetaxel / ARPI switch
Opevesostat Merck/Orion CYP11A1 inhibitor All steroid biosynthesis OMAHA-003 NCT0213662 ARPI switch
Mevrometostat Pfizer EZH2 inhibitor Epi%?;;gé NE MEVPRO-1 NCTO6455132 Physician's choice
TLX591-Tx Telix RLT PSMA ProstACT Global NCT0655 2034 SOC
Ac-225 PSMA-617 Novartis RLT (alpha-emitting) PSMA PSMACTION NCTO6O7 8067 SOC
BNT324/DB-1311 Egﬁ :ECE: ({ ADC B7-H3 BNT324-03 NCTO753 6599 Docetaxel
Pasritamig J&J BIiTE KLK2 KLK2-PASenger NCTO762 425k, Docetaxel
Xaluritamig Amgen BIiTE STEAP1 XALute NCT0269198 Cabazitaxel / ARPI
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Key takeaways

e 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 mMCRPC - caveat that this was in ARPI-naive patients

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