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Level Setting: New Disease-State Terminology
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PURPOSE The continuous development of new imaging approaches, molecular phe- @ Appendix
notyping, genetic subtypes, prognosis assessments, and effective therapies
across a range of disease states has created a need to redefine terminology and Acoepted January 7. 2026
best practices for clinical trial conduct in patients with advanced prostate Published Febeuary 26, 2026
cancer.

4 Cin Greal 4412601265

1 2026 by Ameican Society of

Cirical Oncalogy

METHODS We convened an i it expert i f diver: rking groups, the
Prostate Cancer Working Group 4 (PCWG4), between 2016 and 2025. Our ob-
jective was to formulate updated criteria based on emerging evidence and
clinical trial data in a biomarker context to provide guidance for clinical trial
design, eligibility, and end point assessments for patients with advanced

prostate cancer.
. . RESULTS PCWGY, redefines terminology around the disease state and previous ther-
Castratlon An d ro g en p at h Way m O d u I atl O n apies in a patient-centric context and terminology focused on androgen
pathway modulation. We consider imaging, with a particular focus on pas-
itron emission tomography (PET)-defined disease. New recommendations
are provided for disease state terminology, defining eligibility criteria, re-
sponse and delay/prevent end points, intervals for reassessments including
imaging, and patient-reported outcome determination. We provide recom-
mendations in a biomarker-based context of use for the intended indication,
reflective of patient benefit for specific interventions. We emphasize the need
for development of validated PET imaging and molecular and phenotypic
criteria as well as trial designs to appropriately risk stratify patients, predict
and assess benefit, and measure post-treatment outcomes reliably in a trial

framework.

CONCLUSION PCWGY updates recommendations on patient and tumor characterization,

Already in the labels e e Shem s e
capivasertib (June 2026) and ""Lu-PSMA-617 (July 2026) were both approved for mAPMN/S e
prostate cancer Armstrong AJ, et al. J Clin Oncol. 2026;44:1249-1265

View Online
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40 License

Abbreviations: ADT, androgen deprivation therapy; APM, androgen pathway modulation; ARPI, androgen receptor pathway inhibitor; mMAPMN/S, metastatic APM-naive or APM-sensitive; mMAPMR, metastatic APM-resistant; mCRPC, metastatic castration-resistant prostate
cancer; mCSPC, metastatic castration-sensitive prostate cancer; mHSPC, metastatic hormone-sensitive prostate cancer; PCWG4, Prostate Cancer Working Group 4; PSMA, prostate-specific membrane antigen.

Armstrong AJ, Morris MJ, Abida W, et al. Trial Design and Objectives for Patients With Prostate Cancer: Recommendations From the Prostate Cancer Working Group 4. J Clin Oncol. 2026;44:1249-1265. Licensed under CC BY 4.0.
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Treatment Landscape for mHSPC

2015 12/2018 12/2019 8/2022 12/2025 6/2026

Docetaxel Prostate radiotherapy Enzalutamide Darolutamide + Niraparib + Capivasertib +
docetaxel abiraterone abiraterone

CHAARTED - STAMPEDE - STAMPEDE - HORRAD (low ARCHES - ENZAMET ARASENS AMPLITUDE (BRCA) CAPItello-281 (PTEN loss)

GETUG-15 volume)

TREATMENT INTENSIFICATION IN mHSPC

2/2018 9/2019 4/2022 6/2025 5/2026 712026
Abiraterone Apalutamide Abiraterone + Darolutamide Darolutamide 77Lu-PSMA-617 +
docetaxel ARPI
LATITUDE - STAMPEDE TITAN PEACE-1 ARANOTE ARASEC (US, external PSMAddition (PSMA-positive)
control)

Abbreviations: ADT, androgen deprivation therapy; ARPI, androgen receptor pathway inhibitor; BRCA, breast cancer susceptibility gene; EBRT, external beam radiotherapy; EU, European Union; FDA, US Food and Drug Administration; mHSPC, metastatic hormone-
sensitive prostate cancer; PSMA, prostate-specific membrane antigen; PTEN, phosphatase and tensin homolog.
Approval status as of August 2026. Guideline = supported by guidelines without a specific regulatory label. EU pending = under review or not yet submitted.
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PROTEUS: Perioperative Apalutamide in High-Risk Localized Disease

Randomized, double-blind, placebo-controlled phase 3 — N=2109 — dual primary endpoints of pPCR/MRD and MFS

Neoadjuvant Adjuvant treatment
(C1 through C6) (C7 through C12)

(240 mg QD) (240 mg QD)
+ ADT + ADT « PSMA-PET (3 months after EOT)

+ PSA every 3 months

* Conventional and PSMA-PET

imaging at BCF (PSA20.2 ng/mL),
PBO + ADT PBO + ADT every 6 months thereafter

Patients With
HR-LPC
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Stratification: Adjuvant or salvage RT

* cNO vs N1 post-RP at investigator's
» Gleason score (7 vs 8-10) discretion

* Region (North America, Europe, ROW)

« To complement these data, a substudy is ongoing to further inform on the role of APA + ADT + RP versus RP alone

ADT=androgen deprivation therapy; APA=apalutamide; BCF=biochemical failure; MFS=metastasis-free survival; MRD=minimal residual disease;
pCR=pathologic complete response; PBO=placebo; PSMA-PET=prostate-specific membrane antigen positron emission tomography; RP=radical prostatectomy. Taplin et al, NEJM, 2026; Taplin et al, ASCO 2026
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PROTEUS: Dual Primary Endpoint Met — pCR/MRD

Nine-fold improvement in pathologic response — but 91% of patients still had residual disease at prostatectomy

9-fold improvement in
PCR/MRD at RP after
OR, 10.17 6-cycle neoadjuvant

95% ClI, 5.27-19.64 APA + ADT
p<0.00012 vs PBO + ADT

Exploratory end point of RCB
(SypT2, NO, <0.25 cm?3)
corroborates pCR/MRD:

5.1% ypTO o « APA + ADT vs PBO + ADT,
- 30.6% vs 11.7%

B 0.4% ypTo e

APA + ADT PBO +ADT 95% Cl, 2.67-4.23;
94/1057 10/1052 p<0.0001
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ADT=androgen deprivation therapy; APA=apalutamide; MRD=minimal residual disease; OR=0dds ratio; pCR=pathologic
complete response; PBO=placebo; RCB=residual cancer burden; RP=radical prostatectomy. Taplin et al, NEJM, 2026
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PROTEUS: Dual Primary Endpoint Met — Metastasis-Free Survival

HR 0.80 (95% CI 0.67-0.96), p=0.02 — perioperative intensification changes the natural history

20% reduction in the
risk of metastasis or
death after 1 year
of perioperative APA +
ADT with RP by BICR

_| HR, 0.802
95% Cl, 0.67-0.96 Investigator-assessed
p=0.02° MFS was consistent:

| | |
0 12 36 48 + HR, 0.74,

No. at risk Months Since Randomization 95% CI, 0.62-0.87;

APA + ADT 1057 837 659 : 6 p=0.0004
PBO + ADT 1052 812 634 61 0
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ADT=androgen deprivation therapy; APA=apalutamide; BICR=blinded independent central review; HR=hazard ratio; MFS=metastasis-free survival, PBO=placebo. Taplin et al, NEIJM, 2026
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Treatment Intensification — High Volume / High Risk

Overall survival hazard ratios in the high-volume or high-risk subgroup of each trial

TRIAL TREATMENT ARM CONTROL ARM N MEDIAN FU oS HR (95% CI)
ARPI

LATITUDE Abiraterone + ADT ADT 955 52 50 0.62 (0.52-0.74)
STAMPEDE-G Abiraterone + ADT ADT 473 42 — 0.54 (0.41-0.70)
ARCHES Enzalutamide + ADT* ADT* 727 45 — 0.66 (0.52-0.83)
ENZAMET Enzalutamide + ADT + docetaxel ADT + NSAA + docetaxel 588 34 — 0.79 (0.63-0.98)
TITAN Apalutamide + ADT* ADT* 660 44 — 0.70 (0.56-0.88)

ARP| + DOCETAXEL

PEACE-1 Abiraterone + SOC + docetaxel SOC + docetaxel 456 42 61 0.72 (0.55-0.95)
ARASENS Darolutamide + docetaxel + ADT Docetaxel + ADT 1005 44 NR 0.69 (0.57-0.82)
RADIOTHERAPY

STAMPEDE-H Prostate radiotherapy + ADT ADT * docetaxel 1120 37 — 1.07 (0.90-1.28)

HORRAD Prostate radiotherapy + ADT ADT 272 47 — 1.06 (0.80-1.39)

*Prior docetaxel allowed. Median follow-up in months; overall survival in months where reported. Navy hazard ratios have confidence intervals excluding 1.

Every systemic intensification helps in high volume — prostate radiotherapy does not.

Abbreviations: ADT, androgen deprivation therapy; ARPI, androgen receptor pathway inhibitor; Cl, confidence interval; FU, follow-up; HR, hazard ratio; NR, not reached; NSAA, nonsteroidal antiandrogen; OS, overall survival; RT, radiotherapy; SOC, standard of care.

LATITUDE: Fizazi, NEJM 2017. STAMPEDE-G: Hoyle, Eur Urol 2019. ARCHES: Armstrong, JCO 2022. ENZAMET: Davis, NEJM 2019. TITAN: Chi, JCO 2021. PEACE-1: Fizazi, Lancet 2022. ARASENS: Smith, NEJM 2022. STAMPEDE-H: Parker,
Lancet 2018. HORRAD: Boeve, Eur Urol 2019.
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Doublet Therapy — Low Volume / Low Risk

Overall survival hazard ratios in the low-volume or low-risk subgroup of each trial

TRIAL TREATMENT ARM CONTROL ARM N MEDIAN FU oS HR (95% CI)
ARPI

LATITUDE Abiraterone + ADT ADT 243 52 NR 0.72 (0.47-1.10)
STAMPEDE-G Abiraterone + ADT ADT 428 42 — 0.66 (0.44-0.98)
ARCHES Enzalutamide + ADT* ADT* 423 45 — 0.66 (0.43-1.03)
ENZAMET Enzalutamide + ADT + docetaxel ADT + NSAA = docetaxel 537 34 — 0.54 (0.39-0.74)
TITAN Apalutamide + ADT* ADT* 390 44 — 0.52 (0.35-0.79)

ARP| + DOCETAXEL

PEACE-1 Abiraterone + SOC * docetaxel SOC +* docetaxel 254 42 NR 0.83 (0.50-1.39)
ARASENS Darolutamide + docetaxel + ADT Docetaxel + ADT 300 44 NR 0.68 (0.41-1.13)
RADIOTHERAPY

STAMPEDE-H Prostate radiotherapy + ADT ADT * docetaxel 819 37 — 0.68 (0.52-0.90)

HORRAD Prostate radiotherapy + ADT ADT 160 47 — 0.68 (0.42-1.10)

*Prior docetaxel allowed. Median follow-up in months. Navy hazard ratios have confidence intervals excluding 1.

The mirror image: ARPI doublets and prostate radiotherapy both help; adding docetaxel has more limited benefit.

Abbreviations: ADT, androgen deprivation therapy; ARPI, androgen receptor pathway inhibitor; Cl, confidence interval; FU, follow-up; HR, hazard ratio; NR, not reached; NSAA, nonsteroidal antiandrogen; OS, overall survival; RT, radiotherapy; SOC, standard of care.

LATITUDE: Fizazi, NEJM 2017. STAMPEDE-G: Hoyle, Eur Urol 2019. ARCHES: Armstrong, JCO 2022. ENZAMET: Davis, NEJM 2019. TITAN: Chi, JCO 2021. PEACE-1: Fizazi, Lancet 2022. ARASENS: Smith, NEJM 2022. STAMPEDE-H: Parker,
Lancet 2018. HORRAD: Boeve, Eur Urol 2019.
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No Trial Has Randomized Triplet vs ARPI Doublet

ARPI DOUBLET TRIALS CONTROL ARM

ARPI + ADT vs ADT + NSAA

LATITUDE - STAMPEDE-G - ARCHES - ENZAMET - TITAN - ARANOTE

TRIPLET TRIALS CONTROL ARM

ARPI + Docetaxel + ADT vs Docetaxel + ADT

PEACE-1 - ARASENS

o) The two treatment arms have never been compared with each other.
' Every triplet-versus-doublet estimate comes from indirect comparison.

Abbreviations: ADT, androgen deprivation therapy; ARPI, androgen receptor pathway inhibitor; D, docetaxel; NMA, network meta-analysis; NSAA, nonsteroidal antiandrogen.

Fizazi K, et al. Lancet. 2022;399:1695. Smith MR, et al. N Engl J Med. 2022;386:1132. Docetaxel was permitted but not randomized in ARCHES, TITAN, and ENZAMET.
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Genomic Factors: What to Test and What It Changes

BIOMARKER

@® BRCA1/BRCA2

@ Other HRR genes

@ PTEN deficiency

® SPOP

® MSI-H/dMMR

PREVALENCE

12.4% of mAPMS

16.2% additional

~25% of de novo disease

10%

~3%

HOW IT IS FOUND

Germline and somatic panel

Somatic panel or ctDNA

IHC on diagnostic tissue

Somatic panel or ctDNA

Panel or IHC

Germline and somatic testing belong at diagnosis, not at castration resistance.

WHAT IT UNLOCKS

Niraparib + abiraterone (BRCA2, FDA)

PARP inhibitor combinations; benefit is gene-
dependent

Capivasertib + abiraterone

Sensitivity to hormone therapy

Pembrolizumab at castration resistance

Abbreviations: ARPI, androgen receptor pathway inhibitor; BRCA, breast cancer susceptibility gene; ctDNA, circulating tumor DNA; dMMR, mismatch repair deficient; HRR, homologous recombination repair; IHC, immunohistochemistry; MSI-H, microsatellite instability-
high; PARP, poly(ADP-ribose) polymerase; PTEN, phosphatase and tensin homolog; mAPMS, metastatic androgen pathway modulation sensitive; FDA, Food and Drug Administration.

Olmos D, et al. Ann Oncol. 2025;36:1190 (HRR prevalence, n = 556). Pritchard CC, et al. N Engl J Med. 2016 (germline). Abida W, et al. PNAS. 2019 (somatic). Prevalence varies by cohort and assay.
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BRCA and HRR Alterations in mAPMS PC: Prevalence and Prognosis

CAPTURE / ACHILLES - 556 patients with paired somatic and germline sequencing - median follow-up 52 months

A HRR /non-HRR A
BRCA/HRR non-BRCA Outcomes Median, months
BRCA Non-BRCA
e T - o HR (95% CI) P value
All patients
s )4 ' —.—

;Ffa iij 32.3 i 2.4 (1.8-33) <0.001

T 2 22. ' — 25 ¢1 9 ’
2.2 (1.7-3.0) <0.001

0s 26.2 55.1 H *>-— ol 3
/2 mutaticns Highvolume 1 =42 n = 264 i AT 20 ama

- '
Patients with ne=9o0 "?,,liR_CA) PFS 128 218 H * 2.1 (1.4-3.0) <0.001
HRR mutations TR 108 17.0 : e — 1.9 (1.3:2.7) <0.001
l(;us)\s% 0s 24.7 ara : e — — 2.5 (1.7-3.5) <0.001
o =27 -
= 159 (28.6%) HRR patierts with Low volume n=2 A= 223 E . )
BRCAI/2 mutations (PFS 16.8 430 ' - 3.7 (2.3°5.8) <0.001
(BRCA) TR 16.0 35.0 ! e 3.6 (2.3:5.5) <0.001
N =69 (12.4%) 0s 346 716 ! ° 3.4 (1.8°6.5) <0.001
a 1.8 €
Hazard ratio (log scale)
< >
Faveours BRCA Favours nen-BRCA
PREVALENCE MEDIAN OVERALL SURVIVAL: BRCA-ALTERED vs NON-BRCA
BRCA NON-BRCA

28.6% 12.4% 64-71% 63-81% All patients 26.2 mo 55.1 mo HR 2.7

any HRR alteration BRCA1/2 somatic rather than biallelic

germline High volume 24.7mo 41.4 mo HR 2.5
MEDIAN OVERALL SURVIVAL BY MOLECULAR GROUP Low volume 34.6 mo 71.6 mo HR 3.4
BRCA HRR non-BRCA Non-HRR
The poor prognosis is driven by BRCA: 25.0 vs 50.3 months versus HRR
26.2 50.3 55.7 il b ‘ v :
non-BRCA (HR 2.7, 1.8-4.1). Non-BRCA HRR tracks close to non-HRR.
months - n =69 months - n=90 months - n =397

Abbreviations: ARPI, androgen receptor pathway inhibitor; BRCA, breast cancer susceptibility gene; HR, hazard ratio; HRR, homologous recombination repair; MAPMS PC, metastatic androgen pathway modulation sensitive prostate cancer; OS, overall survival; rPFS,
radiographic progression-free survival; TTCR, time to castration resistance.

Olmos D, Lorente D, Jambrina A, et al. Ann Oncol. 2025;36(10):1190-1202. Figures 1A and 4A reproduced under CC BY (open access). Inverse probability of treatment weighting analysis.

UC San Diego Health



AMPLITUDE — Niraparib + Abiraterone

HRR-altered mMHSPC - N=696 - rPFS 0.52 in BRCA, 0.63 in all HRR - FDA approved for BRCA2 (Dec 2025)

STUDY DESIGN PRIMARY ENDPOINT

AMPLITUDE: Randomized, Double-Blind, Placebo- Primary End Point: Radiographic Progression-Free Survival
Controlled Trial in HRRm mCSPC

First and final rPFS analysis and first interim analysis of time to symptomatic progression and overall survival. Median follow-up: 30.8 months

BRCAmM HRRm (ITT)

Key inclusion criteria: Nira (200 mg QD)
* mCSPC* +
« Alteration in 21 HRR eligible gene AAP (1000 mg QD + 5 mg QD)
BRCA1, BRCA2, BRIP1, CDK12, *
CHEK2, FANCA, PALB2, RAD51B ADT
RADS54L® Randomized (n=348)
« ECOG PS 0-2 11
Key exclusion criteria: (N=696) PBO Key secondary end points
= Any prior + * Time to s lomatic progression
« PARPI AAP (1000 mg QD + 5 mg QD) + 08 o No. atrisk Time (months) Time (monthe)
« ARPI other than AAP i * Safety New s ARP 1 7 , - ‘ o4
Prior allowed treatments in mCSPC:
* ADT <6 months
* Docetaxel <6 cycles

Radiographic
ol (%)

progression-free su

ion A - e
PBO + AAP median: 26.0 mo PBO + AAP median: 29.5 mo

HR = 0.52 (95% ClI, 0.37-0.72) . HR = 0.63 (95% Cl, 0.49-0.80)
p<0.0001 p=0.0001

ADT

Stratification factors: Clinical data cutoff: January 7, 2025
* BRCA2 vs CDK12 vs all other alterations

* AAP <45 days + Prior docetaxel (yes vs no)

* Palliative RT « Disease volume (high vs low)

Intensify up front in BRCA-altered disease rather Non-BRCA HRR: equipoise remains — the US label Grade 3—4 anemia 30%; 25% required transfusion
than waiting for castration resistance is BRCA2 only

Abbreviations: AAP, abiraterone acetate plus prednisone; BRCA, breast cancer susceptibility gene; CI, confidence interval; FDA, US Food and Drug Administration; HR, hazard ratio; HRR, homologous recombination repair; mHSPC, metastatic hormone-sensitive prostate
cancer; OS, overall survival; rPFS, radiographic progression-free survival.

Attard G, et al. Presented at ASCO 2025, LBA5006; published in Nat Med. 2025. Figures from the presented slides.
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TALAPRO-3 — Talazoparib + Enzalutamide

HRR-altered mCSPC - N =599 - rPFS 0.48 (52% risk reduction) - ASCO 2026 and NEJM

STUDY DESIGN PRIMARY ENDPOINT BY GENE

TALAPRO-3: Trial Design

TALA + ENZA
Primary endpoint L e ! 76 814 (n=300)

Key eligibility criteria + 1PFS by investigator assessment
HRR gene-altered mCSPC

. Key secondary endpoint
+ Metastatic disease confirmed by positive 08 o s
bone TALA 0.5 mg* + ENZA 160 D
1) «Z?nn e oot by
; + ORR per RECIST v1.1

* ECOGPSOor1
+ O ADT * Duration of soft tissue response
S i) + PSA response

No. of events u 126
-t Median (98% CI), NR
mo  (NR-NR)  (37.7-NR)

Median follow-up for (PFS was
37,6 and 37.7 months, respectively

Probabllity of rPFS (95% CI)

+ <3 months of prior ADT with/without ARPY + Time to PSA progression

for mCSPC 0.2 -
. + Time to subsequent
+ Prior docetaxel for MCSPC not permitted B reo+enzatsomga SReA NG etioy
. 5 HR, 0.481 (95% C, 0.357-0.647); p<0.0001
Stratification factors Tioe fo ficst 8GE )

. Safely T T

+ Do novo vs relapsed mCSPC L 65 7 3, !
e M Data cutoff: February 18,2026  [IONELTH 2 4 e
ligh- vs low-volume disease & atory t N Months

* BRCAm vs non-BRCAmM . PFS2

2 14 16 18 20 22 24 26

HRRm ATM, ATR, BRCAT, BRCAZ, CDK12, CHE

[ [ [
Largest effect size reported in this setting, on top of Post hoc by-gene analysis favors the combination Grade 3—4 anemia 51%; protocol dose reduction
an already-active enzalutamide control (median 45.8 across HRR genes; BRCA2 0.35, ATM 0.43, CDK12 kept 95% of patients on talazoparib
months) 0.28

Abbreviations: BRCA, breast cancer susceptibility gene; Cl, confidence interval; HR, hazard ratio; HRR, homologous recombination repair; mHSPC, metastatic hormone-sensitive prostate cancer; NR, not reached; OS, overall survival; rPFS, radiographic progression-free
survival.
Agarwal N, Matsubara A, Azad A, et al. N Engl J Med. 2026; presented at ASCO 2026, LBA5007. Figures from the presented slides.
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CAPIltello-281 — Capivasertib + Abiraterone

PTEN-deficient de novo mHSPC - N=1012 - rPFS 0.81 (33.2 vs 25.7 months) - FDA approved Jun 2026

STUDY DESIGN PRIMARY ENDPOINT

Patients with PTEN deficient 400 mg BID Primary endpoint Capi + abi (N=507) | Pbo + abi (N=505)
Capivasertib 1.07 g
de novo mHSPC 4 days on, 3 days off . i
_ Y Y Investigator assessed rPFS Events, n (%) 183 (36.1) 215 (42.6)
* PTEN deficiency: _ i {ICol 1000 mg/5 mg QD Secondary endpoints 081 Median (PFS, months (05% CI) 332 (25.8,442) 257 (220, 20.9)
(diagnostic cut-off of 290% of viable +ADT + Overall survival : HR (96% G 061066, 098)
me;hgr;ant C_e"S‘W.'th. "°bsP|e;(':ﬁf A +  Time to first subsequent therapy o ' o
[T
Cyiopastiic slng ) ) : (Rp1.1) +  Symptomatic skeletal-event free survival < 05 P-value 0.034
— i.e. =10% of cells expressing PTEN 2 « Time to pain progression s
ByHe Placebo 400 mg BID +  Time to castration resistance E T h
: " 4 days on, 3 days off - Time to PSA progression 3 04 1
Of ~6,200 patients submitting tumour y y s & i i
tissue 97% had a valid IHC result and Abiraterone/pred 1000 mg/5 mg QD Exploratory post-hoc 25.7 months | 7.5months | 33.2 months
25% were PTEN deficient +ADT +ADT PTEN deficiency subgroups 0.2 ! !
——+— Capivasertib + Abiraterone (N=507) : :
Pt c t analysi —+— Placebo + Abiraterone (N=505)
Stratification factors:t Studytimaline I + ey .a b | 0.0 . p ; . . , ; : : . : : : . T ; .
« M1 volume (CHAARTED criteria) and visceral mets Enrolment period Primary rPFS DCO Final 0S DCO 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
« Geography 13 July 2020-5 Feb 2024 7 Oct 2024 Planned for 522 deaths Time from randomisation (months)
Median rPFS follow-up:* ~18 mo  (52.2% maturity) Number of patients at risk
507 460 435 353 282 233 217 165 123 93 69 62 4 2 6 0
NCT04493853. Full eligibility criteria available in the online article. *Determined using investigational antibody for PTEN (SP218) (Roche Diagnostics).
THigh-vo,disease with visceralmets, high-vol dsease without visoeralmets, low-vo, disease; North America; Wester Europe and Auslraia, Latin America and Eastern Europe; Asia,Hn censored patiens 505 479 440 359 2706 215 198 154 113 83 5 5 a7 2 8 0

A stratified log-rank test was used to calculate two-sided P values. HRs and 95% Cls were calculated using a stratified Cox proportional-hazards model. Median follow-up: 18.4 months (capi + abi), 18.5 months (pbo + abi)

Adds PTEN immunohistochemistry to the tests that Modest absolute gain and no overall survival signal Diarrhea 52%, hyperglycemia 38%, rash 35%;
must be sent at diagnosis yet (HR 0.90 at 26% maturity) intermittent dosing needs written instructions

Abbreviations: Cl, confidence interval, FDA, US Food and Drug Administration; HR, hazard ratio; IHC, immunohistochemistry; mHSPC, metastatic hormone-sensitive prostate cancer; OS, overall survival; PTEN, phosphatase and tensin homolog; rPFS, radiographic
progression-free survival.
Fizazi K, Clarke NW, De Santis M, et al. Ann Oncol. 2026;37(1):53-68; presented at ESMO 2025, Abstract 23830. Figures from the presented slides.
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PSMAddition — """Lu-PSMA-617 + ADT + ARPI

PSMA-positive mHSPC - N =1144 - rPFS 0.72 - FDA approved Jul 2026

STUDY DESIGN PRIMARY ENDPOINT: rPFS OVERALL SURVIVAL
e rraer Interim OS (prespecified intent-to-treat analysis
™ ADTARpll ADTARPI .
,. . T (N=572) — follow-up continues)
Eligible male patients o = 2 (N=572)
= "'\“"""\—\H.\\_‘ﬁ
5 ~— - TILu-PSMA-617
oo ok z i S [T R | o
L 8 60 4 { X = -
treated* mHSPC 3 g T Deathvithout PD 27 (4.) 2009 - M““‘\% (N=572) (N=572)
S
w 4 < 80 »
+ ECOG PS 0-2 Crassivies aloiied S %ﬁ © HR (95% CI) 0.72 (058, 0.90) g ) e o4 Events - n (%) 85(14.9) 99(17.3)
n BIRC- = 5 — 171Lu-PSMA-617 + ADT +ARPI pvalue 0.002¢ 60 Censored - (%) 487 (85.1) 473 (82.7)
+ 21 PSMA+ metastatic lesion oo =. @ ? ADT + ARPI 2
o - ADT+ i
on #Ga-PSMA-11 PETICT Oonfimed 1PU z Median PFS 9% C)  \g (NE,NE)  NR(297,NE) 5 HR (95% CI) 084(063,1.13)
ADT + ARPI® ‘s 0=y T T T == L ~months & pvalue 0.125
« Aoproprias or ADT +ARP! » 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 S ) — TLU-PSMA6IT +ADT +ARPI Medan OS (95% CI)
Time from randomization (months) L] -+- ADT +ARP| fth NR (NE, NE) NR (NE, NE)
Number of patients still at risk - months
0 T T T
Stratification factors Follow-up periods B12.0% 4812400 408 450 4 = MenBa e : 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44
- Disease volume (highflow) - per CHAARTED citeria’ « tPFS: unti eventin all patients 572 550 527 507 495 461 424 408 391 304 225 195134 99 74 50 47 19 15 4 4 0 Time from randomization (mun(hs'
« Age 2 70 years (yes/no) « Safety: 30 days then 24 and 48 weeks bl A
« Previous or planned treatment of primary tumour by radiation or after treatment discontinuation
prostatectomy (yes/no) + 08: every 90 days after last contact

572 566 562 556 550 543 533 521 512 424 336 267 195174 109 94 78 45
572 561 551 547 539 531 526 516 501432315268 196 150 118 91 72 46 28 16 7 2 0

[ [ [
Benefit consistent across volume and timing Overall survival immature at interim (HR 0.84); Requires PSMA PET, radiopharmacy access, and
subgroups (HR 0.72-0.74) crossover in 16% of the control arm six visits over roughly eight months

Abbreviations: ADT, androgen deprivation therapy; ARPI, androgen receptor pathway inhibitor; Cl, confidence interval; FDA, US Food and Drug Administration; HR, hazard ratio; OS, overall survival; PSMA, prostate-specific membrane antigen; qéw, every 6 weeks; rPFS,
radiographic progression-free survival.

Tagawa ST, Sartor O, Piulats JM, et al. Presented at ESMO 2025, Abstract LBA6. Figures from the presented slides.
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How | Choose

Synchronous high volume and fit for docetaxel?

G Yes — triplet No — ARPI doublet

Does a biomarker redirect the choice?

6 BRCA2 - HRR - PTEN loss - PSMA-positive PET

Which ARPI?

a No efficacy signal separates them — choose on comorbidity, interactions, and cost

What | never do: ADT alone.

Abbreviations: ADT, androgen deprivation therapy; ARPI, androgen receptor pathway inhibitor; BRCA, breast cancer susceptibility gene; HRR, homologous recombination repair; PET, positron emission tomography; PSMA, prostate-specific membrane antigen; PTEN,
phosphatase and tensin homolog.

Naqvi SAA, et al. ASCO GU 2025 — no significant efficacy differences among abiraterone, apalutamide, enzalutamide, and darolutamide.
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Tips to Achieve Shared Decision Making

THE SHARE APPROACH

Assess and address patient values, preferred language, and health
literacy s F

14 {. y Seckmg participation.

Practice active collaboration

elping you explcre &
compare treatment opticns.

Use evidence-based educational resources and decision aids ssessing your values

and prefarences.

eaching a dacision

Streamline the process into the daily workflow with you.

valuating your
decision,
Manage expectations

Consider health disparities — race and ethnicity, access to care,
socioeconomic factors, and marital status

Abbreviations: AHRQ, Agency for Healthcare Research and Quality; SHARE, Seek-Help-Assess-Reach-Evaluate.

The SHARE Approach: A Model for Shared Decision Making. Agency for Healthcare Research and Quality, Rockville, MD; content last reviewed September 2020.
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Open Prostate Cancer Trials at UC San Diego

Actively enrolling across the disease continuum — GU clinical trials list, 4 September 2026

LOCALIZED / LOCALLY ADVANCED BIOCHEMICAL RECURRENCE / OLIGOMETASTATIC METASTATIC HORMONE-SENSITIVE

EvoPAR-02 INDICATE (EA8191) ASPIRE (A032302)

Adjuvant saruparib, BRCA-mutated, with RT + ADT (McKay) PET-directed intensification after prostatectomy (Randall) Docetaxel addition to ADT + ARPI in mCSPC (Chen)

SENTRY SWOG 1802

Hormone therapy with targeted radiotherapy (Seibert) TERPS Systemic therapy + definitive treatment of the primary (Bagrodia)
Metastasis-directed RT in de novo oligometastatic disease (Seibert)

RAD-TARGET

Radiation dose tailoring by enhanced targeting (Seibert)
TRITONS

BEFORE Total radiotherapy of oligometastatic cancers (Seibert)

Bladder full or empty for pelvic radiotherapy (Seibert)

FOLATE
Trimethoprim at initiation of ADT (Liss)

METASTATIC CASTRATION-RESISTANT

PREDICT (A032102) IDeate-Prostate01 KLK2-PASenger / PCR3001
Biomarker-directed umbrella, all arms open Ifinatamab deruxtecan vs docetaxel Pasritamig + docetaxel, KLK2 T-cell engager
CONVERGE-01 MK-5684-01A Valemetostat + darolutamide

Ac-225 rosopatamab, PSMA PET-positive Opevesostat-based combinations EZH1/2 inhibitor combination

TALENT TIDAL GSKb5471713 - ACE-232 - JANX014
Talazoparib + enzalutamide, HRR after abiraterone Tarlatamab in DLL3-positive disease First-in-human phase 1 studies

Also enrolling: IRONMAN international registry - GU biospecimen collection - NIH precision genomics natural history study Referrals: 855-543-0555 - health.ucsd.edu/access

Abbreviations: ADT, androgen deprivation therapy; ARPI, androgen receptor pathway inhibitor; DLL3, delta-like ligand 3; HRR, homologous recombination repair; KLK2, kallikrein-2; PET, positron emission tomography; PSMA, prostate-specific membrane antigen; RT,
radiotherapy.
UC San Diego Moores Cancer Center GU clinical trials list, updated 4 September 2026. Trial availability and open cohorts change — confirm eligibility at the time of referral.
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Take-Home Messages

G Perioperative APA + ADT is now evidence-based in high-risk localized disease
ADT + ARPI +/- docetaxel is the standard for metastatic disease

Triplet vs ARPI doublet has never been randomized

ARPI choice is about the patient, not efficacy

Test at diagnosis: BRCA2, HRR, PTEN, PSMA PET

ADT alone remains the biggest gap

Abbreviations: ADT, androgen deprivation therapy; APA, apalutamide; ARPI, androgen receptor pathway inhibitor; BRCA, breast cancer susceptibility gene; HRR, homologous recombination repair; PET, positron emission tomography; PSMA, prostate-specific membrane
antigen; PTEN, phosphatase and tensin homolog.
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