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Liver disease and <3 bone lesions One rib lesion
4 bone spotsoneinrib | spine and lymph nodes
1. Newly diagnosed
.« 5%-8% S ) ¢
* 1 with PSMA PET .‘_' .
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2. Recurrent
» More frequent > de novo
* 1 with PSMA PET
Barata P et al, Cancer 2019; Sorce et al, High-volume ! Low volume Oligometastatic
Prostate 2022; cancer.gov access 2023
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Prognosis according to volume and presentation at diagnosis

High-volume de Novo Metastatic Disease Is Associated With the Poorest Prognosis

Overall Survival
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The Standard of Care in mHSPC

STAMPEDE ARM C2 STAMPEDE ARM G* TITAN®
Docetaxel + ADT Abiraterone + ADT Apalutamide + ADT PEACE-18
Abiraterone + ADT * docetaxel
CHAARTED' LATITUDE? ARCHESS ENZAMET’ * RXT
Docetaxel + ADT Abiraterone + ADT Enzalutamide + ADT Enzalutamide + ADT *
docetaxel
| I r
2014 2015 2017 2018 2019 2021 2022 2024-26

ARASENS?
Darolutamide + ADT + docetaxel

ARANOTE"
Darolutamide + ADT

1. Sweeney C, et al. J Clin Oncol. 2014;32(suppl; abstr LBA2). 2. James ND, et al. J Clin Oncol. 2015;33(suppl_15):5001. 3. Fizazi K, et al. J Clin Oncol. 2017;35(suppl; LBA3). 4. Hoyle A, etal. Ann
Oncol. 2018;29(suppl_8; abstr 3982). 5. Chi KN, et al. J Clin Oncol. 2019;37(suppl_15; abstr 5006). 6. Armstrong AJ, et al. J Clin Oncol. 2019;37(7_suppl; abstr 687). 7. Sweeney C, et al. J Clin Oncol. ARASEC
2019;37(18_suppl; LBA2). 8. Fizazi K, et al. Ann Oncol. 2021;32(suppl_5; LBA5_PR). 9. ClinicalTrials.gov identifier: NCT0279960. Accessed January 2022

Jov/ct2/show/NCT02799602. 10. ClinicalTrials.gov identifier: NCT04736199. Accessed January 2022. https://clinicalt w/INCT04736199. 11. ClinicalTrials.gov Darolutamide + ADT
identifier: NCT05059236. Accessed February 2022. https:/clinicaltrials.qov/ct2/show/NCT05059236. 12. Sweeney C, etal. N Engl J Med. 2015;373(8):737-746. 13. Fizazi K, etal. N Engl J Med.
2017:377(4): 352-360. 14. Armstrong A, et al. J Clin Oncol. 2019;37(32):2974-2986. 15. Karantanos T, et al. Oncogene. 2013;32(49):5501-5511
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Summary of HR for OS in Phase 3 Trials Evaluating ARPIs in
mHSPC

MO at First Diagnosis

LATITUDE - Abiraterone 0.66 0.62 0.72
(All de novo; N=1,199) (0.58-0.78) (0.52-0.74) (0.47-1.10)
STAMPEDE - Abiraterone 0.60 0.54 0.55 N/A
(>90% de novo; N=999) (0.49-0.71) (0.43-0.69) (0.41-0.76)
PEACE-1 — Abiraterone 0.82 0.72 0.83 N/A
(60% conc docetaxel; N=1,173) (0.69-0.98) (0.55-0.95) (0.50-1.39)
ENZAMET - Enzalutamide 0.67 0.53 0.39 0.56
(45% conc docetaxel; N=1,125) (0.52-0.86) (0.42-1.09) (0.21-0.71) (0.29-1.06)
TITAN - Apalutamide 0.65 0.70 0.52 0.39
(10% prior docetaxel; N=1,052) (0.53-0.79) (0.56-0.88) (0.35-0.79) (0.22-0.69)
ARCHES - Enzalutamide 0.66 0.66 0.66 N/A
(18% prior docetaxel; N=1,150) (0.53-0.81) (0.52-0.88) (0.43-1.03)
ARASENS ~ Darolutamide + 0.68 0.69 0.68 A
(77% high vol; N=1,305) (0.57-0.80) (0.57-0.82) (0.41-1.13)
ARANOTE - Darolutamide 0.81 0.80 0.90 N/A
(72.5% de novo; N=669) (0.59-1.12) (0.57-1.13) (0.38-2.13)

Fizazi K, et al. J Clin Oncol. 2019;37(7_suppl):141. Hoyle AP, et al. Eur Urol. 2019;76(6):719-728. James ND, et al. Ann Oncol. 2020;31(suppl_4):S509. Davis ID, et
al. N Engl J Med. 2019;381(2):121-131. Chi KN, et al. N Engl J Med. 2019;381(1):13-24. Chi KN, et al. J Clin Oncol. 2021;39(6_suppl):11. Smith MR, et al. N Engl J
Med. 2022;386(12):1132-1142. Fizazi K, et al. Lancet. 2022;399(10336):1695-1707. Saad F, et al. J Clin Oncol. 2024;42(36):4271-4281.
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Significance of PSA responses in mHSPC
I T
Deep prostate-specific antigen response and overall
survival in patients with metastatic castration-sensitive Particinants | Hazard ratio | RISk of death without Survival benefit with
N - A AUIEpaE oxar al® | deep PSA response | deep PSA response Meta-analysis from:
prostate cancer: A systematic review and meta-analysis. (trials) (95% Crl) within 8 months within 8 months CHAARTED, LATITUDE ,
Autnors $ Nagvl, I1baz Bin Riaz, Manal Imran, Muhammad Daim Bin Zafar Kunwer Sulvan Faisal Zanvab 8in Riaz, Parminder Sing TITAN, PEACE1 and
= = -m;; 5 : — B > = ARASENS
187 fewer deaths per
Overall - 0.41
= 1980 (4 trials) 347 deaths per 1,000  1,000; (223 fewer to
survival (0.311t0 0.53) 145 fewer)
Median baseline PSA Proportion of Patients With Undetectable PSA (<0.2 ng/mL) at Any Time
35 4 HE BN Active Control . HW NN Active Control
2 30,3 ;80
3 30 E s 67 68,1 67,8
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g 10 597 E o0
£ . i 5,1 ‘ 402 g2 185 —
ARASENS' ARANOTE? ARCHES* TITAN¢ & ok — ;
ARASENS' ARANOTE? ARCHES? TITANY
1. Smith MR, et al. N Engl J Med. 2022;386:1132-42. 2. Saad F, et al. J Clin Onol. 2024;42:4271-81. 3. Armstrong AJ, et al. J Clin Oncol. 2019;37:2974-86. 4. Chowdhury S, et al. Ann Oncol. 2023;34:477-85.
J VIl . el Pedro C. Barata, MD MSc FACP
niversity Hospitals g 5CHOOL OF MEDICINE
Seidman Cancer Center CASEWESTERN RESERVE @PBarataMD
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ADT + docetaxel

‘ Cell responsive to castration

Cell resistant to castration
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Highly resistant cell
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Clinical Factors predictive for Docetaxel Benefit: Volume

CHAARTED 2018 STOPCaP 2023 Individual Patient Data Meta-analysis

OS ADT +/- Docetaxel
Prospective Stratification by Volume

0S ADT +/- Docetaxel
CHAARTED; GETUG15; STAMPEDE-Doc:

.

Metachronous

]
Test for heterogeneity: p=0.03 uu i i
{high vs Tow volume) [hicy-te-| PR o

gge?;‘::arﬁitc’;:;fpcitﬂfer Se e Kyriakopoulos et al. J Clin Oncol 2018; Vale et al. ASCO 2022 Pedro C. Barata, MD Msc FACP BN @PBaraty
9
CHAARTED and GETUG-AFU15: Pooled Analysis
Median and 95% CI overall survival (in months) in the overall population and prespecified subgroups
Overall population I HV Lv pvalue Upfront PRLT I
N=1790 N=513 N=2T11 N=575 N=214
CHAARTED ADT +D 57.6 51.2 63.5 52 67.4
(52: 63.9) (45.2:58.1)  (58.3: 78.5) (45.5. 58.1) (59, 74.3)
ADT alone 47.2 344 NR 39.5 NR
(41.8:528) (30.1:42.1)  (59.8:NR) (32.4:45.2) (57.6:NR)
N= 385 N=183 N=202 N=272 N=108
GETUG-AFU15 ADT +D 62.1 398 NR 526 NR
(49.5:73.7) (28: 53.4) (69.5; NR) (43.3:66.8)  (69.5;: NR)
ADT alone 48.6 35.1 834 415 69.8
(40.9: 60.6) (29.9;436) (61.8:NR) (36.3:54.5) (62.2:NR)
| Pocled average R (95% C1. pvalue © 0.79 |  oes 103 | oo | o oo |
(0.67: 0.93) (0.56: 0.82) (0.77: 1.38) (0.63:0.92) (0.61; 1.33)
0.004 <0.001 08 0.004 0.6
—— 0.07 03 >09 0.1 0.7
ADT = androgen deprivation therapy: Cl = confidence interval; D = docetaxel; HR = hazard ratio; HV = high volume: LV = low volume: NR = not reported: PRLT = prior local treatment.
J University Hospital W <o or wevcne .
QSE?é‘éféi'Eincememer ¢ [Ser Gravis et al, Eur Urol 2018 pedro C. Barata, D sc FACP B @PBaraid
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ARASENS Doc +- Daro (77% High-Volume / 86% de novo)
oS

High-Volume

Median Survival
(95% CI) 100

mo

Darolutamide + ADT + docetaxel
Median, NE (95% CI: 50.3 mo-NE)
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Darolutamide NE
Placebo 48.9 (44.4-NE)
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S 60 ° E 607 g
2 \b. 1 Placebo + ADT + docetaxel ‘o
g 50 - 2 501 Median, 42.4 mo (95% CI: 39.7-46.0) =,
% 404 Placebo i 401 009+ + @
@
g 30 $ 301
g &
| 207
| Hazard ratio for death, 0.68 (95% Cl, 0.57-0.80) :
10 P<0.001 107 AUEE

(95% CI: 0.57-0.82)

0 i é é lll 1‘5 1‘3 2‘1 2‘4 2‘7 3‘0 ]li 3‘6 3‘9 4‘2 4‘5 4‘3 Sll Slh 5‘7 6‘0 07
" - 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months since Randomization

Number of high-volume patients at risk Months
No. at Risk Darolutamide 497 494 486 479 462 449 429 408 389 378 356 341 326 312285 193103 43 6 0 0
Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468 452 436 402267 139 56 9 0 0 Placebo 508 502 491469 444 430 401 378 358341 319304286 269233153 72 23 4 1 0
Placebo 654 646 630 607 580 565 535 510 488 470 441 424 402 383 340 218 107 37 6 1 0

Hussain M, et al. J Giin Oncol. 2023, dok:10.1200/JC0.23.00041

L of MEDICIN
WESTERN RESERVE

Pedro C. Barata, MD MSc FACP @PBaratd

University Hospitals
Seidman Cancer Center =|§
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Adding an ARPI to Docetaxel in Synchronous mHSPC Consistently Improves OS
ADT + Doc + Abi > ADT + Doc ADT + Doc + Daro > ADT + Doc ADT + Doc + Enza > ADT + Doc
PEACE-1* (All De novo) ARASENS? (All De novo) ENZAMET? (All De novo)
100 - i IH!.Mmr-rvnu
7 8 s f g ‘;-V.“_" i
g 8¢ ] . u-‘ .
z ; \tm . HR:073 T
g o ? | (95% CI: 0.595-0.99
& x| i, HR:0.71 S R }
¢ | HRO75(951%CI053 085k p=00T  * (959% (I: 0.59-0.85) i [Esr—
A=A
T T T T
Number at risk 4 1 z o 4 3 "l .. . i 3 ] o o p?
SOCwithout L g
abirateronegroups 355 329 281 12 78 1B aall Peurmber at risk
SOCplus _— o m m m m m m R
abirateronegroups 355 328 287 183 98 X R T A T R T R ETTYT o
Fizazi Et al. Lancet 2022; Smith et al. NEJM 2022; Sweeney et al .Lancet Oncol 2023
gge':é‘rf;"clgr;jlgt;'; . scrooL o \K‘ — Pedro C. Barata, MD MSc FACP @PBaratg
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Who needs docetaxel?

STAMPEDE docetaxel and abiraterone phase 3 trials

Metastatic prostate cancer High-risk localised (adjuvant)
> 1 metastases on bone / CT scan Local lymph node positive or if negative,
2 2 high risk features:

T3/T4, PSA 240ng/ml, Gleason sum 8-10

ADT +/- docetaxel/docetaxel + zoledronic acid
3909 directly-randomised patients

ADT +/- ABI

Aim: To link tumour multi-gene expression signatures to 14-year prospective overall
survival follow-up

- . 0,
STAMPEDE, Systemic Therapy in Advancing or Metastatic Prostate cancer: Evaluation of Drug Efficacy (MRC-PROS, 95 /0 SynChronous M1
NCT00268476) wyy.stamped :

STRATOSPHERE (STratification for RAtional Treatment-Oncomarker Pairings of STAMPEDE patients starting long-term Hormone

B ) rseen by t TAM nent gr iok In h grou
treatment) protocol overseen by the STAMPEDE trial management groups and biological research group ancet. 2016 M—

L}
d 2023
Uni jarataMD
Seic

Emily Grist MBBS, MRCP, PhD Content of this presentation i COPYTight and responsibilty of the 3uthor. Permission required for re-use
3 '
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Can we use molecular data to identify pts?
Decipher as the example
What is the Decipher classifier?
3x10¢ 0.307 ) 0.170
» 22 mRNA features? 1o @ '] ]
!
» Designed to identify biological ¢ \ |
state associated with metastases £, |||
» Prognostic in localised disease?  § 4. l I
e {
» Associates with enrichment of cell =\ /
cycle proliferation pathways ' W
0.0 d‘ ;
MO, node- MO, node- Ml' low M1 high
negative positive volume volume
STAMPEDE tumors
g;le?;\rfarsnigr B - e Emily Grist MBBS, MRCP, PhD Content of this presentation I3 COPYNGNT 3nd REspONSIIBT Of the Juthor. Permission required for re-use @PBarataMD
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" Seidman Cancer Center

Decipher score predicts docetaxel efficacy in metastatic PC

Decipher high

100 % 1.00
HR: 0.96
T
- 95% CI: 0.48-0.86 - Sl IR

Overall survival
o
@
=3

—— ADT ;
~=-- ADT+Doce §

Decipher lower

—_— ADT
==== ADT+Doce

0.254 025
L e 0.00 .
0 1 2 3 4 5 6 7 8 9 10 1M 12 13 14 15 [} 2 3 4 5 & 7T &8 9 10 "M 12 13 14 15
Years since randomization Years since randomization
Mk |14 126 67 61 44 35 T M 24 10 18 4 W0 4 3 3 Arngk 118 116 B8 BN T4 66 M 4 B T N 28 15 12 8 ‘
Events | & 16 54 80 07 08 100 113 15 120 121 1A 125 127 127 20 Eveetn | 0 4 21 31 45 62 62 & W 0 B B4 88 00 91 9
Mk 1127 111 08 77 62 4B 40 ¥ WV ¥ 2, W W 7 4 2 sk 152 146 121 108 90 T4 67 56 45 40 N 20 20 W 5
Eveals 10 16 M 49 € 75 81 B4 890 2 B 104 105 106 104 106 Ewnls ! p 8 31 42 ST T4 81 86 100 105 18 16 18 18 19 120

High Decipher score identifies patients more likely to benefit from docetaxel
Biomarker-treatment interaction effect p value= 0.039*

Iﬂ CASF W ESTERNRESERVE

NTVERSTTY

Emily Grist MBBS, MRCP, PhD

No significant interaction effect demonstrated in non-
metastatic disease

Kaplan-Meier estimates with 95% CI in lighter shade.
Decipher score dichotomized around median of metastatic cohort in combined docetaxel and abiraterone trials

Interaction test from multivariable model adjusted for Gleason score,
pre-ADT PSA, WHO PS, nodal stage, tumor stage, NSAID/aspirin use,

disease burden, age, =——m
metastatic volume.

R ataMD
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12mo
. 1
CASCARA Phase 2 trial ' 1
Cabazitoxel * Carboplatin
3wk
More Chemo than Docetaxel? ama clel LIS
I I I I I I Abiraterone + Prednisone
N=61 pts Grade 12 Grade 3-4
[Blood and lymphatic system disorders 19 (31.1%) 3 (4.9%)
B C Anemia 19 (31.1%) 3 (4.9%)
Febrile 0 1(1.6%)
100 1.00 (Gastrointestinal disorders 32 (52.5%) 2(3.3%)
o B —.---,_\!_\_.H . Const 20L% o
> 12-month OS estmate: ; ----------- Dianthea 15 (24.6%) 0
= 075 94.8% (84.7-98.3%) 3 075 i Nausea 24 (39.3%) 1(1.6%)
s - s 12-month PES estimate: Vot 9 (14.8%) 2(3.3%)
2 050 ; 2 050 81.1% (64.5-89.1%) (General disorders 32 (52.5%) 2(3.3%)
; " ; : Fatigue 32 (52.5%) 2 (3.3%)
2z 0.25 - é 025 X Musculoskeletal and connective tissue 8(13.1%) 0
g - i 2 ' [disorders
' A 1
@ ' Il Muscle spasms 8(13.1%) 0
0.00 ! 0.00 ! [Nervous system disorders 8 (13.1%) 0
0 3 6 9 12 15 18 201 24 0 3 6 9 12 15 18 21 24 | Pen sensory neurop 8(13.1%) 0
Months Months [Skin and i s 8(13.1%) 0
Number at risk Number at risk Alopecia 8 (13.1%) 0
[Vascular disorders 12 (19.7%) 0
— B0 S9 S5 S4 S0 45 40 2 mm|61 59 58 S2 47 43 38 34 20 Hot flash 12 (19.7%) 0
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months Months INumber of Subjects with a Grade 3-5 TEAE 26 (43%)
INumber of Subjects with a TEAE that caused a Drug InterruptionHold 9(15%)
[INumber of Subjects with a TEAE that caused a Dose Reduction 4 (6.6%)
of Subjects with a TEAE that cansed Drug Discontinuation 6(9.8%)
u i WAl <coot or wevicine . :
gs;é\rf:arsn-tcxg Hospitals oo rmne Antonarakis, CCR 2026 Pedro C. Barata, MD MSc FACP @PBarataMD
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Treatment Intensification Strategies in mHSPC

Metastatic hormone-sensitive
prostate cancer

v * v
L De novo metastatic disease J L Recurrent metastatic disease J
I I I
High-volume disease* Low-volume disease* High-volume disease* Low-volume disease*
ADT + ARPI* ADT + ARPI* ADT + ARPI™ ADT + ARPI*
or or
ADT + ARPI" + ADT + ARPI" +
docetaxel docetaxel
d Considerations when
el selecting an ARPI:
prostate * Comorbidities
radiotherapy e Drug-drug
interactions
« Availability and cost
*Volume defined as per CHAARTED criteria;
#Enzalutamide, Apalutamide, or Abiraterone; ADT + Docetaxel if an ARPI il and sui for ct apy.

“Enzalutamide, Darolutamide, or Abiraterone. Most evidence supports triplet therapy in de novo high-volume disease.
*ADT + ARPI + Docetaxel can be considered for recurrent high-volume di data is limited in this patient cohort.

Lo meoicns Azud et al, Eur Urol 2025 Pedro C. Barata, MD MSc FACP @PBarataMD

WESTERN RESERVE

University Hospitals
Seidman Cancer Center =|§
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CCTG-PR26: Phase 3 TRIPLE-SWITCH Arm A: Docetaxel
== 75mg/m? IV q3wk x6
KEY ELIGIBILITY
o mCSPC (any volume/risk)
o Androgen Deprivation 6-12 months mCSPC
o AR Pathway Inhibitor* >/= 4 months ADT 6-12 mo J -
(any of Abiraterane acetate, Enzalutamide, ARPI* 2 4 mo 1:1
Apalutamide, or Darolutamide) PSA ;0 2 ~tDNA C2? post C6. PD
o PSA20.2 at enrolment e BRSNS Ny, AR W
o Docetaxel naive / eligible &
o No evidence of progression by PSA, ctDNA
radiographic, or clinical since ADT at reqistration Arm B:
PRIMARY ENDPOINT: . STRATIFICATION:
o Overall Survival o PSAD.2-4vs>4
SECONDARY ENDPOINTS: o ARPIclass
o Time to CRPC, PSA 50/90/<0.2/<0.02 o Liver metastases SAMPLE SIZE:
o ctDNA o De novo vs Recurrent o n=830, target HR 0.75
Study Chairs: Michael Ong A _ .
(CCTG) and Alexandra " anadiar ' ‘ Groupe canadie y SWOG RESEAR
Sokolova (SWOG) CIHRIRSC_ ' : " des essals sur er A\ NETWORK
\ Uni ity H ital Pedro C. Barata, MD MSc FACP
niversr ospitals SCHOOL OF MEDICINE
QSeidman C):ancerpCenter CASEWESTERN RESERVE @PBarataMD
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A\ n —
A032302 — Phase 3 "ASPIRE” Trial
Key Eligibility Criteria )
: ADT + Apalutamide
All'high volume or de novo low :
volume mCSPC + Docetaxe
ADT.‘.],ARS' 51 20 dayg prior Treatment until disease
A 4 progression/ withdrawal
to reglstratlon and long-term follow-up
for survival
ECOGPS0-2
Candidate for docetaxel | swatfication ADT + Apalutamide
* TSG alteration 0 vs 1 vs 2+
NGS results available * Volume of disease
TSG (tumor suppressor gene) altered will be defined
as any copy number loss or deleterious mutation in Primary Endpoint Secondary Endpoints Exploratory Endpoints
one or more of the TSG (TPS3, PTEN and RB1) on *  Overall survival « [PFS = Prognostic and predictive
tissue testing from any CLIA based assay. +  Time lo castration-resistant prestate cancer capability of Artera Al score
+  PSA response al 6 months and relation lo = Prognostic capability of
PFS and 0S Decipher score
+  Safety and tolerability * PSMA PET scan
> University Hospitals Pedro C. Barata, MD MSc FACP
gl SCHOOL OF MEDICINE
9 Seidman Cyancer’z:enter CASEWESTERN RESERVE @PBarataMD

19

Personalizing Treatment Intensification in mHSPC
Triple Negative (PTEN
loss, Rb loss and TP53
High SUV on PSMA PET A S SR " loss)
ADT + ARPI + PSMA- targeted ADT + ARPI + AKT inhibitor ADT + ARPI + docetaxel
therapy (PSMA small or
molecule or antibody carrying ADT + c;balmtgxel +
beta-redioligand, BiTEs, CAR + Cabep by
T-cell
MSI High or TMB High Presence of HRR
ADT + ARPI + PD-1 < —> mutation
axis inhibitors ADT + ARPI + PARPi
Rb Inr:::stt::g ::sliver ¢ Presence of SPOP
ADT + ARPI + CDK4/6 AT)l'lrtngog
inhibitors
Optimal PSA Response
(0.2 ng/mL)
Deintensification
ASCO Ed Book, 2022
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PSMAddition (mHSPC): 177Lu-
PSMA-617 with SOC vs SOC alone

T y-PSMA-617
(7.4 GBq +10%

Eligible male patients

TLu-PSMA-617 binds to PSMA on
the cell membrane with high affinity

5 B particle emission .
1y
- ] Lu-PSMA17 .
[ = o 3
| —— y
Enumnln@

DNA damage

L

Prostate cancer cell
and neighbaring cell
death

6 cycles gbw)
+ADT + ARPI®

Untreated or minimally
treated® mHSPC

ECOG PS 0-2

=1 PSMA+ metastatic lesion
on %Ga-PSMA-11 PET/CT

ADT + ARPIP

Appropriate for ADT + ARPI

Stratification factors

«+ Disease volume (high/low) — per CHAARTED criteria’

+ Age =70 years (yes/no)

« Previous or planned treatment of primary tumour by radiation or

o

=

+ =

! 2

- s

IE e o ' 3
I Crossover allowed pe=t
: upon BIRC- s
1 confirmed rPD® 2
1 2
7]

Follow-up periods

= PFS: unfil eventin all patients

« Safety: 30 days then 24 and 48 weeks
after treatment discontinuation

prostatectomy (yes/no) + 0S:  every 90 days after last contact
1. https://lwww_clinicaltrials.gov/study/NCT04720157. 2. Tagawa S et al. ASCO 2023. Abstract TPS5116.
21
Data cut-off: 13 January 202¢
rPFS by BIRC - the primary endpoint was met PSMA Addition
17 u-PSMA-617
sADTeARRl |
. (N =572)
Ea
g Events —n (%) 139 (24.3) 172 (30.1)
E PD 112 (19.6) 152 (26.6)
g Death without rPD 27 (4.7) 20 (3.5)
§ HR (95% Cl) 0.72 (0.58, 0.90)
E g0 = TLu-PSMA-617 + ADT + ARPI p value 0.0022
& =#+ ADT + ARPI Median rPFS (95% CI)
G T T T T T T T T T T T T T T T T T T T T T = months NR (NE' NE) NR (2971 NE)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Time from randomization (months)

Number of patients still at risk

572 558 539 524 512 485 458 452 436 337 252 212153134 79 73 59 23 18 3 3 0

572 550 527 507 495 461 424 408 391304 225195134 99 74 50 47 19 15 4 4 0

2 8ignificance threshold at rPFS 1A2: 0.009 (one-sided; stratified log-rank test), information fraction, 74.4%
Cl, confidence interval; IA, interim analysis; NE, not estimable; NR, not reached

Immature OS = HR 0.84 (0.63-1.13)

congress
ESEMD

University Hospitals
Seidman Cancer Center

N RESERVE

Taggawa et al, ESMO 2025

Pedro C. Barata, MD MSc FACP @PBarataMD
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HRR Genes Play an Important Role in Repairing Double-Strand
DNA Damage

DNA damage, including double-strand breaks, is a constantly occurring event??2

l I K [y
T include?3;

ATM
BRCA1
| BRCA2

CDK12
v FANCA
High fidelity: PALB2

Low fidelity:
REPAIR PATHWAYS Nonhomologous HRR

end joining (NHEJ)

DNA double-strand breaks

Impairment of genes involved in the HRR pathway can affect a cell’s ability

to accurately repair DNA double-strand breaks'2+#

ATM, ataxia-telangiectasia mutated; BRCA1, breast cancer susceptibilitygene 1; BRCA2, breast cancer susceptibility gene 2; CDK72, cyclin-dependentkinase 12; FANCA, Fanconianemia, complementation

group A; HRR, homologous recombination repair; PALB2, partner and localizer of BRCA2.
1. den Brok WD, et al. JCO Precis Oncol.2017;1:1-13. 2. Lozano R, et al. Br J Cancer. 2021;124(3):552-563. 3. Shore N, et al. Future Oncol. 2021;17(22):2907-2921. 4. Wagener-RyczekS, et al. J Pers Med.

23

2021;11(7):612.

23

HRR+ Pts Have More Aggressive Disease

Cohort A Cohort B Cohort C (N=52) | p-value
(N=191) (N=217) Cohort A
vs. Cohort
B
Age at diagnosis 63(45-87) |63(44-89) 60(43-93) <o
median (range)
Race/Ethnicity
Non-Hispanic White | 143 (74.9%) 145 (66.8%) 42 (80.8%) 0.27
Non-Hispanic Black 32(16.8%) 40 (18.4%) 6(11.5%) . . . .
kg s | Ee ety HRR+ Pts treated with PARPI or Platinum-based chemo:
Non-Hispanic Asian 4 (2.1%) 5(2.3%) 0 (0%)
Other 7 (3.7%) 15 (6.9%) 2(3.8%) Younger Patients
Gleason Score 0.09 . . .
6 15.(7.9%) 5(23%) 109% ++ newly diagnosed metastatic disease
7 40 (20.9%) 46 (21.2%) 11 (21.2%) + Hi
810 114 (59.7%) 131 (60.4%) 36(69.2%) <@ H,Iger Glegson Score
Unknown 22 (11.5%) 35 (16.1%) 4(2.7%) + visceral disease
PSA at diagnosis 18.2(7.0- 20.7(8.1-126.7) | 23.7(6.2-46.2) | 0.22
median (IQR) 151.4)
Prior prostatectomy | 98 (51.3%) 123 (56.7%) 36 (69.2%) 0.32
or definitive radiation
De novo metastatic 86 (45.0%) 87 (40.1%) 18 (34.6%) 0.37 COhOI’t A: BRCA1/2
— Cohort B: ATM, CDK12, CHEK1, CHEK2, FANCL
Visceral disease | 45 (23.5%) | 35 (16.1) 6 (11.5%) Cohort C: RAD51B/C/D, RAD54L2, BARD1, GEN1, PALB2, FANCA, BRIP1
PROMISE consortium
gge’il(;‘r’r?arsnitc)gicer C‘en‘(er <;§v;smrm€mm Graham et al, ASCO 2022; JCO PO 2024 (in press) Pedro C. Barata, MD MSc FACP @PBarataMD
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Impact of different HRR germline alterations on survival in
prostate cancer: BRCA1/2 and ATM'

* Patients with BRCA1/2 and ATM germline alterations had a significantly shorter survival time when initially diagnosed with localized
prostate cancer (p=0.0013) as well as with an initial diagnosis of metastatic prostate cancer (p=0.00038)

Survival in patients: HRR alteration (BRCA and ATM) carriers versus noncarriers

Initially diag d with localized di: (n=674) Initially di i with ic di: (n=122)

1 - s 17
g K
£ 0.8 A 5 0.8
@ o
L =
% 0.6 g2 0.6 -
“é . === Alteration carrier -3 .
I oS
5 — - i i Log-rank p=0.00038
§ 0.4 1 Non-alteration carrier § 0.4 4 og-rank p:
] 3
© o
8 - - 5 0.2 A
& 0.2 A Log-rank p=0.0013 2
13 =]
<] o
= 9 0 T T T T y T

' ' ' ' ' 0 5 10 15 20 25 30
0 5 10 15 20 25
Time to death (years) Time to death (years)
Alteration carrier 11.0 NR Alteration carrier 3.0 1.5,4.5
Non-alteration carrier 18.0 17.2,18.8 Non-alteration carrier 6.0 4.5,7.5

Cl, confidence interval; HRR, homologous recombination repair; NR, not reported

1.Na R etal. Eur Urol 2017;71:740-7 25

25

Expanding Reach of Combination Approaches

Earlier in Disease
Phase 3 AMPLITUDE: Niraparib + AAP in mHSPC!

LT EL PO BEGGE TS CHCGCEL RO LE (LI © Primary endpoint:

Key Eligibility Criteria

+ Adult patients with prostate adenocarcinoma dual-action formulah?‘nl ; g;edmsone 5 mg daily Lr;\éciesg?:;ﬁ:'cagls:%ssed
and deleterious germline or somatic HRR
gene alteration? y Seconz:lary
+ ADT started 214 d prior to randomization and endpoints: OS,
planned to continue through treatment phase . Abiraterone acetate 1,000 mg + prednisone 5 mg daily symptomatic PFS,
N=788 ' n=394 time to subsequent

therapy

Phase 3 TALAPRO-3: Talazoparib + Enzalutamide in mHSPC2 .. .. indes

treatment

Key Eligibility Criteria Talazop?r;b 0.5 mg/d /ﬁ

Adult patients with (0.35lmglq if moderate renal . Primary endpoint:

metastatic prostate Stratification impairment) PO + Follow-Up diologic PFS

adenocarcinoma and + Setting (de novo vs enzalutamide + Safety: through 28 radiologic .
relapsed) 160 mg/d PO d after last dose of + Secondary endpoints:

confirmed DDR gene
alteration? - Disease volume study treatment OS, objective response

+ Ongoing ADT for (high vs low)® » Long term: every 8 R "
par?igipgnts who have not + Mutational status wk through wk 57, a_nd DOR .ln soft-tissue
undergone bilateral (BRCA vs non- then every 12 wk disease, time to PFS
orchiectomy BRCA) Placebo + until radiographic response, time to PSA

+ ECOG PS 0-1 enzalutamide PEOGEEGEION progression

= ~550 160 mg/d PO
gé’e’.‘é‘,’fﬁ"c’g?;ﬁ%‘;ﬂ; oo WisTiam Resrron Graham et al, ASCO 2022; JCO PO 2024 (in press) Pedro C. Barata, MD MSc FACP @PBarataMD
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© 2026

Key inclusion criteria:

* mCSPC?

+ Alteration in 21 HRR eligible gene:
BRCA1, BRCA2, BRIP1, CDK12,
CHEK2, FANCA, PALB2, RAD51B,
RADS54Lb

+« ECOG PS 0-2

Key exclusion criteria:

* Any prior
* PARPI
* ARPI other than AAP
Prior allowed treatments in mCSPC:
« ADT <6 months
*» Docetaxel <6 cycles®
* AAP <45 days
» Palliative RT

sPatients with lymph node—only dis
ECOG PS, Eastem Cooperative Onc

se are not eligible. HRR gen
)y Group performance staf

2025 ASCO

ANNUAL MEETING Presentation s

presenten gy: Prof. Gerhardt Attard, MD, FRCP, PhD

property of the author and ASCO. Permission required for reuse:

AMPLITUDE: Randomized, Double-Blind, Placebo-
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

Nira (200 mg QD)
+

AAP (1000 mg QD + 5 mg QD)
+

ADT

Randomized (n=348)

PBO
+

AAP (1000 mg QD + 5 mg QD)
+

Key secondary end points
« Time to symptomatic progression
« 08

« Safety
ADT

(n=348)
Stratification factors:
+ BRCA2 vs CDK12 vs all other alterations
« Prior docetaxel (yes vs no)
« Disease volume (high vs low)

Clinical data cutoff: January 7, 2025

prior fo trial initiation based on MAGNITUDE trial and external data from the published literature. 9 ast dose <3 months prior to randomization.
; OS, overall survival, PBO, placebo; RT, radiotherapy; QD, ance daily.

" AMERICAN SOCIETY OF
CUNICAL ONCOLOGY

contact permissions@asco o9 KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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BRCAmM

.

Radiographic
progression-free survival (%)

20
HR = 0.52 (95% Cl, 0.37-0.72)

| p<0.0001

0 18 24
Time (months)
142 95

109 73

No. at risk
Nira + AAP 191

177

PBO + AAP 196 174 137

NE, not estimable.

2025 ASCO

ANNUAL MEETING Presentation is

Nira + AAP median: NE
ke e e

Hhy
PBO + AAP median: 26.0 mo I

*PFS by investigator review; rPF'S improvement by biinded independent central review was

rresenten By: Prof. Gerhardt Attard, MD, FRCP, PhD

property of the author and ASCO. Permission required for reuse:

Primary End Point: Radiographic Progression-Free Survival

HRRm (ITT)

Nira + AAP median: NE

PBO + AAP median: 29.5 mo

Radiographic
progression-free survival (%)

HR = 0.63 (95% ClI, 0.49-0.80)
p=0.0001
30 18 24 30
No. at risk
85 4 0 Nira+AAP
33 0 PBO +AAP

Time (months)
164 91
135 (]

348
348

246

312 245 201

AMPLITUDE met the primary end point: Nira + AAP significantly reduced the risk of
radiographic progression? or death by 48% in BRCAm group and by 37% in HRRm population

large: HR=05 , 0.37-0.72) for BRCAm group and 0.61 1, 0.47-0.79) for HRRm group.

" AMERICAN SOCIETY OF
CUNICAL ONCOLOGY

contact permissions@asco o9 KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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{ Pfizer Press release ] [ Prescription Medicines ] [ Medicines }

TALZENNA Plus XTANDI Significantly
Improves Radiographic Progression-Free
Survival in Metastatic Prostate Cancer

Thursday, March 19, 2026 - 06:45am | ® 17 min read

&R B

.

Primary endpoint met in Phase 3 TALAPRO-3 study demonstrating a statistically
significant and clinically meaningful reduction in risk of disease progression or death in

HRR gene-mutated metastatic hormone sensitive prostate cancer

.

Consistent rPFS efficacy benefit was observed in patients whose tumors harbored
BRCA and non-BRCA HRR gene alterations

Interim analysis showed a strong trend toward improvement in overall survival

s These results will be discussed with global health authorities to potentially expand

TALZENNA indication in this earlier stage disease

www.pfizer.com/news/press-release

Pedro C. Barata, MD MSc FACP @PBarataMD

University Hospitals
Seidman Cancer Center =

29
Biomarker selection: PTEN-loss
CAPItello-281 Clinical Study Design
Estimations:
~5500 first screening part for biomarker status.
~1000 men expected to have PTEN deficiency
Patient population Capivasertib + ADT + abiraterone
De novo mMHSPC (+ prednisone/prednisolone)
PTEN loss status 1 (N~ 500)
by central testing
(IHC)
g&rflsgnp;DT e Placebo + ADT + abiraterone (+ |
PS 0-1 prednisone/prednisolone)
(N~ 500)
NCT04493853
) University Hospitals SCHOOL OF MEDICINE . . Pedro C. Barata, MD MSc
Seidman Cancer Center % CASEWESTERN RESERVE Fizazi et al, ESMO 2025 @PBarataMD
© 2026 /
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PTEN-Deficiency Is Common in mHSPC and Outcomes on
ADT-Based Therapy Are Poor

39,000 cases per year PTEN-Deficiency is present in
25% of patients with mHSPC

Patients with PTEN-deficient tumors have inferior
outcomes on ARPI + ADT-based therapy*

PTEN-altered (n=130) PrE"t':f;‘:;;lHEd

12-month 88.3% (77.8%-05.8%) 03.4% (30.7%-07.3%)
24-month 70.1% (80.4%-81.3%) 84 3% (70.0%-80.0%)
100
%
75
2 %
z
|
g
& s0
B e + PTEN-altered
E + prENnon-attered
25
. . .. o%
W PTEN-Deficient B PTEN-Proficient >
0% ; ; :

0 20 40 60

* Real-World OS data in patients with mHSCP receiving ARPI + ADT stratified by PTEN-status Time (months)

o
University Hospitals SCHOOL OF MEDICINE
Seidman Cancer Center 3] CasEWESTERN RESERVE

Pedro C. Barata, MD MSc

@PBarataMD

Fizazi et al, ESMO 2025
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mHSPC with Tumor Suppressor genes (7P53, Rb1, PTEN)

S e © Nefsmali<el hitology PFS by number of TSG
upregulation « Expression of NE markers. 1001

«  Expression of epithelial-  PoorresponscioASls H 07SG-ak
mesenchymal transition (EMT) and NEPC *  May respond to platinum-based P [H] b
stem cell programs

« Uprswulation of po-caitotic genes « Shorter survival relative to PRAD o 50 b
 Defects in AB1 and TP53 - + Low PSA levels '&' T22TSGal
S e TR SpeI R = ?
- DNAdamage repairalterations ] PR 1TSG_|1\_\L
-l
T ke s e 0
+ Radiographically evident Iytic bone 0 12 k) 3% @8 60
« Bulky ymphadenopathy
AVPC e v ) Time, mo
,,,,,,"“‘"" Pl No, at risk
= Elevated CEA and/or LDH.
*  Defectsin at least two TP53, RBI, 04 [ 1 4 2 ]
and FTEN 18 5 2 1 0 0
2 18 5 0 0 0 0
Characteristic PFS 0s
HR (95% Cl) P HR (95% CI) P
TSG-alt (vs TSG-normal) 2.37 (1.42-3.96) <0.001 1.94 (0.98-3.86) 0.06
o . . Treatment with ADT + D (vs ADT + A) 1.36 (0.81-2.28) 0.20 1.80 (0.84-3.83) 0.13
° 17/’ Wlth 2/3 (AVPC) n Prior treatment (vs none)
m H SPC COhOFt (N =97 pts) Surgery 1.16 (0.48-2.77) 0.70 0.90 (0.28-2.89) 0.90
RT 0.40 (0.13-1.22) 011 0.76 (0.15-3.91) 0.70
High disease volume (vs low) 1.82 (0.99-3.33) 0.05 0.98 (0.41-2.32) >0.90
Mets at diagnosis (vs none) 0.34 (0.15-0.76) 0.009 1.18 (0.41-3.45) 0.80

ADT + A androgen therapy plus abi
overall survival, PFS progression-free survival, AT

acetate, ADT + D androgen deprivation therapy plus docetaxel, HR hazard ratio, Mets metastases, 05
TSG-ait tumor suppressor gene alteration.

@PBarataMD

Pedro C. Barata, MD MSc FACP

gé’e'?é‘r’fa'ﬁ"c‘éﬁ'c‘é?"c“eﬂir Berchuck et al, Nature 2021; Velez et al, PCPD 2021
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. ngr
CAPitello-281: PTEN Stor GV
: y 2025
T . rPFS by tumour PTEN deficiency in IPATential-150'
- Capi +abi (N=507) | Pbo + abi (N=505)
10 BT el
Events,n (%)  183(36.1) 215(426)
- PTEN No.of  Placebo+ Ipatasertib +
08 Meden PES, ot 35% CI i ) deficiency patients abiraterone abiraterone  HR for Progression or Death (95% Cl)
- HR L) 081 (046, 0.9 All patients 1101 166 19.2 o] 0.84 (0.71, 1.00)
& g6 Pyae 00 210% m 16.6 177 o 0.84 (0.69, 1.02)
s :
z i >20% 684 16.5 171 E—Ql—l 0.81 (0.66, 0.99)
2 i l‘_’% >30% 618 165 17.1 e 0.62 (0.66, 1.02)
[ | |
= s | 240% 575 16.5 171 | 0.82 (0.65, 1.03
257months | TAmanths ! 332 months " IR B
02+  — 250% 523 16.5 18.5 e 0.77 (0.61, 0.98)
- 1 1
—— Capivaserth + Airaerone (Ne50T) ! ! 260% 489 15.1 191 —e— 0.72 (0.56, 0.92)
0 e R B ‘ >70% 462 150 18.6 —e 0.72 (0.56, 0.93)
0 3 6 9 2 1B ® 21 U X W OB ¥ N £ 6 =80% 424 14.8 186 —e— 0.71(0.54, 0.92)
R —— Time o fandoisaton monfe) 200% 335 147 18.5 —e— 0.72 (0.53, 0.97)
o ow m w m omw wom %@ w4 a0 100% 123 165 192 | . f 0,65 (0.39, 1.08)
R T T T T T O T SR TR T e B R 03 10 30
Ipatasertib (AKTi) + abiraterone better «——— —— Placebo + abiraterone bettel
University Hospitals A scHooL oF MEDICINE . . Pedro C. Barata, MD MSc
Qseidmah Cancer Center CASEWESTERN RESERVE Fizazi et aI, ESMO 2025 @PBarataMD
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Barata’s Take Home Messages

» Treatment Intensification is SOC for patients with mHSPC,;

« Triplet therapy should be strongly considered for selected patients,
particularly those with synchronous, high-volume disease

« mHSPC is biologically heterogeneous; clinical factors, disease burden,
genomics, and PSA response can help personalize treatment intensity

+ Patients who do not achieve an optimal PSA nadir may warrant
{re]assessment of treatment strategy and consideration of additional
erapy

» Genomic testing should be considered early, as it identifies patients for
potentially actionable alterations ,
QUniversity
Hospitals
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Thank you!

Pedro.barata@UHhospitals.org

- University Hospitals
Pedro C. Barata, MD MSc FACHN PBarataMD gwmen o Hospitals
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