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This educational activity contains discussion of

non-FDA-approved uses of agents and regimens. Please

refer to official prescribing information for each product
for approved indications.
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We Encourage Clinicians in Practice to Submit Questions

Research
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with relugolix: 6-month results of the OPTYX multicenter registry. Genitourinary Cancers Symposium 2026;Abstract 122.

Francolini G et al. Ultra-hypofractionated radiotherapy and concomitant oral relugolix for treatment of intermediate risk
prostate cancer (ULTRA-HERO). Genitourinary Cancers Symposium 2026;Abstract TPS411.

Shore ND et al. Improved survival with enzalutamide in biochemically recurrent prostate cancer. N Engl J Med
2025;[Online ahead of print].

Freedland SJ et al. Effects of enzalutamide on the sexual activity of patients with biochemically recurrent prostate
cancer: A post hoc analysis of patient-reported outcomes in the EMBARK study. Eur Urol 2025;87(5):507-11.

Aggarwal R et al. Final results from PRESTO: A phase Ill open-label study of combined androgen blockade in patients
(pts) with high-risk biochemically relapsed prostate cancer (BRPC) (AFT-19). ESMO 2025;Abstract LBAS8S.
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Key Datasets

Andrew Armstrong, MD, ScM (continued)

Morgans A et al. Health-related quality of life (HRQolL) outcomes with darolutamide in the phase 3 ARANOTE trial.
ASCO 2025;Abstract 5004.

Grimm MO et al. 3-weekly docetaxel 75 mg/m? vs 2-weekly docetaxel 50 mg/m? in combination with darolutamide +
ADT in patients with mHSPC: Results from the randomised phase Ill ARASAFE trial. ESMO 2025;Abstract LBA92.

Fizazi K et al. Capivasertib plus abiraterone in PTEN-deficient metastatic hormone-sensitive prostate cancer:
CAPItello-281 phase lll study. Ann Oncol 2026;37(1):53-68.

George DJ et al. Patient reported outcomes (PRO) and tolerability of capivasertib (capi) plus abiraterone (abi) versus
placebo (pbo) plus abi in patients (pts) with PTEN-deficient metastatic hormone-sensitive prostate cancer (mHSPC):
CAPItello-281. Genitourinary Cancers Symposium 2026;Abstract 14.

Fizazi K et al. OMAHA-004: Phase 3 trial of CYP11A1 inhibitor opevesostat versus androgen receptor pathway
inhibitor (ARPI) switch in participants with metastatic castration-resistant prostate cancer (mCRPC) after a prior ARPI.
Genitourinary Cancers Symposium 2026;Abstract TPS299.

Yu E et al. OMAHA-003: Phase 3 trial of CYP11A1 inhibitor opevesostat versus androgen receptor pathway inhibitor
(ARPI) switch in participants (pts) with metastatic castration-resistant prostate cancer (mCRPC) after ARPI and
taxane-based chemotherapy. Genitourinary Cancers Symposium 2026;Abstract TPS298.
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Key Datasets

Scott Tagawa, MD, MS

Clarke NW et al. Efficacy and safety of olaparib plus abiraterone versus placebo plus abiraterone in the first-line
treatment of patients with asymptomatic/mildly symptomatic and symptomatic metastatic castration-resistant
prostate cancer: Analyses from the phase 3 PROpel Trial. Eur Urol Oncol 2025;8(2):394-406.

Chi KN et al. Niraparib and abiraterone acetate plus prednisone in metastatic castration-resistant prostate cancer:
Final overall survival analysis for the phase 3 MAGNITUDE trial. Eur Urol Oncol 2025;8(4):986-98.

Agarwal N et al. Talazoparib plus enzalutamide in men with metastatic castration-resistant prostate cancer: Final
overall survival results from the randomised, placebo-controlled, phase 3 TALAPRO-2 trial. Lancet
2025;406(10502):447-60.

Hussain M et al. Overall survival from the phase 2 trial of abiraterone, olaparib, or abiraterone + olaparib in first-line
metastatic castration-resistant prostate cancer (mCRPC) with DNA repair defects (BRCAAway). Genitourinary
Cancers Symposium 2026;Abstract 16.

Attard G et al. Niraparib and abiraterone acetate plus prednisone for HRR-deficient metastatic castration-sensitive
prostate cancer: A randomized phase 3 trial. Nat Med 2025;31(12):4109-18.

Azad AA et al. First interim efficacy analysis of the phase I/1l PETRANHA trial of saruparib + androgen receptor
pathway inhibitors (ARPI) in patients (pts) with metastatic prostate cancer (mPC). ESMO 2025;Abstract 2384 MO.
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Key Datasets

Scott Tagawa, MD, MS (continued)

McKay R et al. Phase Ill, randomized, double-blind, placebo-controlled study of adjuvant saruparib (AZD5305) in
patients with BRCAm localized high-risk prostate cancer who are receiving radiotherapy and androgen deprivation
therapy (EvoPAR-Prostate02). Genitourinary Cancers Symposium 2026;Abstract TPS412.

Gallardo E et al. Final overall survival results from the EORTC 1333/PEACE-3 trial: Enzalutamide with or without
radium-223 in metastatic castration-resistant prostate cancer. Genitourinary Cancers Symposium 2026;Abstract 15.

Fizazi K et al. Final overall survival and safety analyses of the phase lll PSMAfore trial of [(177)Lu]Lu-PSMA-617 versus
change of androgen receptor pathway inhibitor in taxane-naive patients with metastatic castration-resistant prostate
cancer. Ann Oncol 2025;36(11):1319-30.

Tagawa ST et al. Phase lll trial of [177Lu]Lu-PSMA-617 combined with ADT + ARPI in patients with PSMA-positive
metastatic hormone-sensitive prostate cancer (PSMAddition). ESMO 2025;Abstract LBA6.

Stein MN et al. Pasritamig, a first-in-class, bispecific T-cell engager targeting human kallikrein 2, in metastatic
castration-resistant prostate cancer: A phase | study. J Clin Oncol 2025;43(22):2515-26.

De Bono J et al. IDeate-Prostate02: A phase 1/2, open-label umbrella substudy of ifinatamab deruxtecan-based
treatment combinations or as monotherapy in participants with previously treated metastatic castration-resistant
prostate cancer. Genitourinary Cancers Symposium 2026;Abstract TPS297.
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Key Datasets

Scott Tagawa, MD, MS (continued)

* McKay R et al. IDeate-Prostate01: A phase 3, randomized, open-label study of ifinatamab deruxtecan versus docetaxel
in participants with previously treated metastatic castration-resistant prostate cancer. Genitourinary Cancers
Symposium 2026;Abstract TPS294.
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Prostate Cancer Working Group 4 (PCWG4)

“Our objective 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.”

“PCWG4 redefines terminology around the disease state and
previous therapies in a patient-centric context and terminology
focused on androgen pathway modulation.”

Year;,
44Review
Armstrong Al et al. J Clin Oncol 2026 February 26:1C02502834.



PCWGA4: Updates to Disease State Terminology

PCWG3 Terminology

PCWG4 Terminology

| ocalized

Localized

Rising PSA noncastrate®

Nonmetastatic
APMN if no previous APM
APMS if responded to previous APM

nmMCRPC

Nonmetastatic APMR
Metastatic (PET only) APMR

Clinical metastases

Metastatic

Noncastrate® APMN if no previous APM
APMS if responded to previous APM
mCRPC Metastatic APMR

Specify lines of therapy

Specify previous therapies

APM = androgen pathway modulator; APMN/S/R = androgen pathway modulator-naive/sensitive/resistant

Armstrong Al et al. J Clin Oncol 2026 February 26:1C02502834.

RTP.
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2025 — Year of the Androgen Pathway Modulator-Naive
(APMN) Breakthrough

How do you think through the following in the management of APMN
prostate cancer?

* De novo versus metachronous metastatic disease
e PSMA PET-positive, conventional imaging negative

* Biomarker implications (eg, PTEN, BRCA, HER2, MSI)
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mHSPC Algorithm 2026

High-volume mHSPC
(based on conventional imaging)

N\

Metachronous/relapsed
metastases

Synchronous/de novo
metastases

| |

Triplet therapy:
Docetaxel + ARSI + ADT

Triplet therapy:
Docetaxel + abiraterone + ADT

Niraparib + abi + ADT (BRCA2m) Vs.
Docetaxel + darolutamide + ADT Doublet therapy:
(preferred) ADT + ARSI or docetaxel
or

Docetaxel + ADT = ADT/enzalutamide
Docetaxel + ADT - ADT/apalutamide

McManus HD, Armstrong AlJ. J Clin Oncol. 2023 Jul 10;41(20):3576-3579.

Metastatic Hormone-Sensitive Prostate Cancer
(mHSPC)

e

Low-volume mHSPC
(based on conventional imaging)

7N

Synchronous/de novo
metastases

|

Triplet therapy:
Docetaxel + ARSI + ADT
or
Abi+ niraparib + ADT
(BRCA2m)

VS.

Doublet therapy:
ADT + ARSI or docetaxel
+
Radiation to the
primary (+/- pelvis)

Metachronous/
relapsed metastases

|

Doublet therapy:
ARSI + ADT



PCWGA4: new indications model and terminology

Non-Metastatic E Metastatic
> APMN or APMS APMN or APMS
APMR
Clinically Localized ¢ \ ¢ —>  Specified by Prior
Therapy
Non-Metastatic E Metastatic
> APMR APMR

Androgen Pathway Modulation Sensitive (APMS) or Naive (APMN)

Androgen Pathway Modulation Resistant (APMR)
Within each state, specify where relevant: 1) genotype (germline, somatic), 2) imaging modality used to define metastasis (PET,
CT/MRI/bone scan), 3) disease characteristics and biomarkers critical for risk stratification, and 4) prior therapies.

APMN/S is the preferred term for hormone/castration naive/sensitive disease (HSPC, CSPC) while APMR is the preferred term for
castration/hormone resistant prostate cancer (CRPC/HRPC).

Armstrong AJ, Morris MJ...Scher HI
PCWG4; J Clin Oncol 2026



Management of Biomarker-Negative APMN

 When do you utilize intermittent endocrine therapy? Is this related to
disease burden?

 What have you observed in terms of relief of treatment-related side effects
when intermittent therapy is used? Which side effects are relieved first?

* In which situations, if any, are you offering enzalutamide or any other
androgen blocker without ADT? How do you prevent gynecomastia, and
what have you observed in terms of quality of life?

Year,
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EMBARK study design

Enzalutamide (160 mg oral qd)

Primary endpoint®:
+ leuprolide acetate

Patient population:

Week 37

« Screening PSA =1 ng/mL after RP — > (22.5 mg IMIg12w) MFS by BICR, enzalutamide +
and at least 2 ng/mL above the n = 355 Suspend leuprolide acetate vs. leuprolide
nadir for primary EBRT Blinded (-,U) treatment at acetate alone

« PSADT <9 mo > week 37

A .

* No metastases on bone scan or = Mor_utgr PS.A Kev secondarv endpoints?c:

CT/MRI per central read : > (reinitiate if y ry endp '
Placebo + leuprolide acetate | 3 PSA rises)?  MFS by BICR, enzalutamide

? ICHIEEEEE =1y Mgl (22.5 mg IM/q12w) 3 monotherapy vs. leuprolide

« Prior hormonal therapy =9 mo prior ;I'= 352 A acetate alone
toR (neoadjuvantlgc_ljuvant for <36 inde = - Time to PSA progression
mo OR <6 mo for rising PSA) o . ,

e ) 13 SerEln G * Time to first use of new

Stratification factors: " antineoplastic therapy

« Screening PSA (<10 ng/mL vs. Enzalutamide monotherapy = treatment . OSc
>10 ng/mL) (160 mg oral qd)

Other secondary endpoints:
« Safetyd

n =355
Unblinded

« PSADT (<3 mo vs. >3 to <9 mo)
* Prior hormonal therapy (yes vs. no)

aStudy treatment was suspended once at week 37 if PSA was <0.2 ng/mL and restarted when PSA was 25.0 ng/mL (without prior RP) and 22 ng/mL (prior RP). bIntent-to-treat population. cPrimary endpoint and key secondary endpoints for enzalutamide
combination and enzalutamide monotherapy are alpha-protected. P-value to determine significance for OS of combination and monotherapy treatment comparisons was dependent on outcomes of primary endpoint and key secondary endpoints. ¢Safety
population. BICR, blinded independent central review; CT, computed tomography; d, day; EBRT, external beam radiotherapy; IM, intramuscular; MFS, metastasis-free survival; mo, month; MRI, magnetic resonance imaging; OS, overall survival; PSA,
prostate-specific antigen; PSADT, PSA doubling time; g, every; R, randomization; RP, radical prostatectomy; w, weeks.

Courtesy of Andrew J Armstrong, MD, ScM



Secondary endpoint
Undetectable PSA and Duration of suspension

Patients with PSA <0.2 ng/mL at week 36 Median duration of treatment suspension?

25

. 16.8
I 1.1

Enzalutamide Leuprolide  Enzalutamide Enzalutamide Leuprolide  Enzalutamide
combination acetate monotherapy combination acetate monotherapy

)
o~
S
[7;]
]
[ =
2
)
[:]
o

Duration (mo)

Freedland et al. NEJM Oct 2023




PSMA Imaging in EMBARK:-like patients

Overall
n=183

Lesions - -
i T P \ 1 ::)\' - M1b n=133

In total, 182 patients met
EMBARK enrolment criteria

o Median PSA 2.8 ng/ml
o Median PSADT 3.6 months

miTNM

T+NOMO

All had PSMA imaging
ToN1MO % - 2 Overall, 84% were PSMA positive
IO - 46% had distant metastases

TONxM1a B 21%

I 56% - 0%

0% 20% 40% 60% 0% 20% 40% 60%

Holzgreve et al. JAMA Network Open. 2025
Armstrong WR et al. ASCO 2023;Abstract 5091



EMBARK

Who are

mCSPC

EMBARK
Patients?

Oligometastasis
population

Time
e ——

Epstein et al J Clin Oncol. 2025 Dec;43(34):3672-3683.




Management of Biomarker-Negative APMN

* In which situations, if any, are you using relugolix? Does this depend on how
long you believe the patient’s treatment will be? Do you believe this is a
benefit in terms of cardiovascular morbidity?
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Management of Biomarker-Negative APMN

* If capivasertib were approved, would you discuss or recommend it? Is NGS
sufficient or IHC necessary? How would you factor in percent positivity? In
addition to improved efficacy with 95% or 100%, is the prognosis worse? How
would you decide between a docetaxel triplet and capi triplet?

« What HbA1lc level would you require to use it? Would you use it for a patient
with well controlled Type 2 DM? Would you use preemptive phenformin?

 What’s next for AKT inhibitors in prostate cancer? Do you anticipate that
capivasertib will eventually be used in earlier settings or as a component of
other combination strategies? Beyond PTEN deficiency, are there other
genomic signatures that may predict benefit from capivasertib?
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Management of Biomarker-Negative APMN

 What is your approach to the use of local therapy for oligometastatic disease?

Year,
44Review



Safety and Tolerability of Relugolix in Combination with Abiraterone
or Apalutamide for Treatment of Patients with Advanced Prostate

Cancer: Data from a 52-Week Clinical Trial

Jose De La Cerda'® - Laurence Belkoff? - Kevin D. Courtney? - Elan Diamond* - James D'Olimpio® - Curtis Dunshee® -
Lawrence Gervasi’ - Michael Goodman® - Kriti Mittal® - David Morris'? - Paul Sieber'' - Ronald Tutrone'? -

Michael Ryan'? . ¥i Zhong'* - Mike Ufer'® . Neal Shore'®

70 -

60 7

40 7
30 7
20 7
10 7
0 -

95% achieved <20 ng/dL

=]
o

o
N B °
T T T

Baseline Week 4 Week 12

A
Key take-home point: if you give relugolix with =
apalutamide, the dose should be 240 mg/d (2x 2
standard dose) due to CYP3A4/2C9/P-gp induction §

i
No adjustments needed for abi (or enza/
darolutamide, not studied here)

B 70 -
Testosterone suppression and PSA decline efficacy ~ 807
was demonstrated 2 %7

o 40 7

% 30 -
HTN seen with abi (25%) and rash seen with apa g2

10 S

(21%)

Apa + relugolix -

83% achieved <20 ng/dL

- - -

Baseline Week 4 Week 12

De La Cerda J et al. Targeted Oncology 2025



McKay R et al. Quality of life, adherence, and adverse events among patients with
advanced prostate cancer treated with relugolix: 6-month results of the OPTYX
multicenter registry. Genitourinary Cancer Symposium 2026;Abstract 122.

= Figure 3. Mean FACT-P (A) Total, (B) Domain, and (C) Prostate Cancer Subscale Scores at Baseline,
< momhl Ongoing data collection (3- to 6-month intervals) I 3 Months, and 6 Months for Relugolix Monotherapy and Relugolix Combination Therapy
A
FACT-P Total

Enroliment Data cut Study end

(Oct 3, 2022-Aug 21, 2024) (Mar 7, 2025) (Jun 30, 2026) 140 —
L2 e - " Take Home:
2 100
BTN . . Real-world use of
]
« Men 218 years old with prostate cancer * QoL: FACT-P ﬁ 60 | . .
« Started relugolix treatment <1 month before enroliment, « Adherence: SMAQ
and remained on relugolix at the time of enrollment « Safety: SAEs, treatment discontinuation, death g 40 — rel u g o I IX al one or WIt h
* Ni rticipants with relugolix intended treat t ——@—— Relugolix Monotherapy .
Pl:npilxlfrllzirt‘hssm SRR 2: T e -, Relugolix Combination Therapy oth e r sys te m I C
FACT-P, Functional Assessment of Cancer Therapy-Prostate; QoL, quality of life; SAE, serious adverse events; SMAQ, Simpli icati Questi i B Baseline Month 3 Month 6 th e r a p i e s W a s W e I I
2 - FACT-P Domains tolerated with only 6-7%
Relugolix 20
Relugolix combination = H H H
monotherapy® therapy?® o 20- l S d Iscon tl nuin g d ue tO
Patients with AE, n (%) (n=844) (n=155) = . 0
g 1 side effects and 17%
o ]
>1 SAE 32(3.8) 7 (4.5) 39(3.9) £ 12 Munomer.apy s The;'ap).' t- i d
21 SAE related to study drug® 5(0.6) 0 5(0.5) 2 s Physical — @ PO re p ortin g da misse
SnEiaIlF?mily: T =
Discontinuations due to AE 50 (5.9) 1 (71) 61 (6.1) 4 gl — & — L — dose over 6 mo
0
Deaths 2002 0 2(0.1) Baseline Month 3 Month 6 ° CV AES were very rare
SAE occurring in 22 patients in either group C . .
— 3(04) 1(06) 404) 55 o FACT-P Prostate Cancer Subscale d urin g th IS 6 mo fo I IOW
44 1 -
Acute myocardial infarction 3(0.4) 0 3(0.3) ;: ] u p p erio d
i e -0 0 Y - I 2
Cardiac arrest 2(02 0 2(02 g 2 b o . .
ik ©2 g - * Remains unclear if
Chronic obstructive pulmonary disease 2(0.2) 0 2(0.2) c T
© 20 - =
Septic shock 2(02) 0 2(02) 2 1 GnRH agon istvs
——@—— Relugolix M the - =
’AAIi,siig‘::;e;:;:“:QE, serious adverse event. E i - Relugzlix C:;Tuln:;?:: Therapy an ta g oni st p rovi d es
“Therapies included in combination with relugolix were other systemic therapies for prostate cancer. _ = .
“SAEs related to relugolix included acute myocardial infarction in 2 patients and acute kidney injury, anemia, asthenia, atrial fibrillation, Baseline Month 3 Month 6 d Iffe ren tl a I CV sa fe ty

chest pain, dyspnea, QT prolongation, and hyperkalemia, each in 1 patient. FACT-P, Functional Assessment of Cancer Therapy—Prostate.



CAPltello-281 Study Design

A global, multicentre, randomized, double-blind, Phase 3 study

Patients with PTEN deficient Capi tib 400 mg BID
de novo mHSPC apivasert 4 days on, 3 days off
« PTEN deficiency: ..°.3'-.:-'.::"° Abiraterone/pred 1000 mg/5 mg QD
(diagnostic cut-off of 290% of %8%essetesss + ADT +ADT
1,012 patients
(R1:1)

viable malignant cells with no ~ *s:tiss**

specific cytoplasmic staining by I[HC)*

— i.e. <10% of cells expressing PTEN
by IHC

400 mg BID

Of ~6,200 patients submitting tumour

Primary endpoint
» Investigator assessed rPFS

Secondary endpoints

*  Overall survival

» Time to first subsequent therapy

«  Symptomatic skeletal-event free survival
« Time to pain progression

« Time to castration resistance

» Time to PSA progression

tissue 97% had a valid IHC result and Abiraterone/pred 1000 mg/5 mg QD Exploratory post-hoc
25% were PTEN deficient + ADT + ADT PTEN deficiency su bgroups
imeli Current analysis
Stratification factors:t e b . t y !
« M1 volume (CHAARTED criteria) and visceral mets Enrolment period Primary rPFS DCO Final 0S DCO
13 July 2020-5 Feb 2024 7 Oct 2024 Planned for 522 deaths

» Geography

NCT04493853. Full eligibility criteria available in the online article. *Determined using investigational antibody for PTEN (SP218) (Roche Diagnostics).

Median rPFS follow-up* ~18 mo  (52.2% maturity)

tHigh-vol. disease with visceral mets, high-vol disease without visceral mets, low-vol. disease; North America; Western Europe and Australia; Latin America and Eastern Europe; Asia. #In censored patients.
ADT, androgen deprivation therapy; BID, twice daily; IHC, immunohistochemistry; mHSPC, metastatic hormone-sensitive prostate cancer; pred, prednisone/prednisolone; QD, once daily; rPFS, radiographic progression-free survival

Karim Fizazi MD, PhD
Abstract 23830

2025



CAPltello-281 Primary endpoint: investigator-assessed rPFS
Pbo + abi (N=505)

1.0
Events, n (%) 183 (36.1) 215 (42.6)
0.8 Median rPFS, months (95% Cl)  33.2 (25.8,44.2)  25.7 (22.0, 29.9)
HR (95% ClI) 0.81 (0.66, 0.98)
i . P-value 0.034
z 0
= b iy, T T T,
T_c—é I
g 047 | , i :s:f
o | |
25.7 months | 7.5months | 33.2 months
0.2 ! §
—+— Capivasertib + Abiraterone (N=507) ! !
—+— Placebo + Abiraterone (N=505) : :
0.0 T T T T T T T T B T — T T T |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

. : Time from randomisation (months)
Number of patients at risk

507 460 435 383 282 238 27 165 18 93 6 62 41 20 6 0
505 479 440 359 276 215 19 1% 113 8 59 51 3 23 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)
abi, abiraterone; capi, capivasertib; Cl, confidence interval; HR, hazard ratio; pbo, placebo; rPFS, radiographic progression-free survival

congress
Karim Fizazi MD, PhD m

Abstract 23830



CAPltello-281: Interim OS
OS analysis was conducted at 26% maturity, further follow-up is planned

Capi + abi (N=507) | Pbo + abi (N=505)

107 Events,n (%) 129 (25.4) 138 (27.3)
Median OS, months (95% Cl)  NC (42.5, NC) NC (NC, NC)
0.8- HR (95% Cl) 0.90 (0.71, 1.15)
P-value 0.401
3
S 0.6
B L
5
©
S 04
o
0.2
—+— Capivasertib + Abiraterone (N=507)
——— Placebo + Abiraterone (N=505)
0.0 T T T T T T T T T T T T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Number of patients at risk Time from randomisation (months)
507 487 476 447 400 3% 286 242 19 164 128 9% 60 42 2 T 0
505 494 479 449 388 330 273 27 18 153 113 88 56 33 19 7 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.
Cl, confidence interval; HR, hazard ratio; NC, not calculable; OS, overall survival; pbo, placebo

congress
Karim Fizazi MD, PhD m

Abstract 23830



George DJ et al. Patient reported outcomes (PRO) and tolerability of capivasertib (capi) plus
abiraterone (abi) versus placebo (pbo) plus abi in patients (pts) with PTEN-deficient metastatic
hormone-sensitive prostate cancer (mHSPC): CAPItello-281. Genitourinary Cancer Symposium

2026;Abstract 14.
CAPltello-281: FACT-P physical wellbeing (PWB)

CAPItello-281: time to clinicall%meaningful decrease in

PWB includes outcomes such as side effects, energy, nausea and pain

FACT-P physical wellbeing (PWB)

PWB includes outcomes such as side effects, energy, nausea and pain

—8— Capivasertib+abiraterone
—=— Placeborabiraterone Improved

Max 28 189 Capivasertib+abiraterone (N=507)
Plagebotabiraterans (N=505) N
o 24 Patients with events, n (%) 175 (34.5) 152 (30.1)
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CAPItello-281: FACT-P total score CAPItello-281: Discontinuations due

FACT-P total score includes physical, functional and emotional wellbeing, as well as prostate cancer symptoms
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CAPIltello-281: investigator-reported AEs (210% of patients)

Capi+abi (N=503) Pbo+abi (N=503)

Total (%)/Grade 23 (%)

Total (%)/Grade 23 (%)

Diarrhea 51.9/6.2 80/04
Hyperglycemia* 38.0/10.3 129/0.6
Rasht 354/12.3 70/02

Anemia 239/52 12.7/1.0
Hypokalemia 2211/8.7 127148
Hypertension 19.9/538 239/738
Fatigue 159/04 12.5/0.8

ALT increased 141/4.4 13.3/3.4
Urinary tract infection 13.7/4.2 10.1/1.2
AST increased 129/26 11.7/2.0
Nausea 121/0.6 44/0.0
COVID-19 11.7/0.8 8.7/0.6
Asthenia 11.3/038 50/04
Pyrexia 109/1.2 28/0.0

Hot flush 10.5/0.2 13.5/0.0
Pruritus 10.5/0.2 26/0.0

Back pain 99/0.6 10.9/0.0
Constipation 83/0.2 11.9/0.0
Arthralgia 76/ 0.4} 10.|1 104

100 60 60

Diabetic ketoacidosis was reported in six patients (1.2%) in the capi+abi arm and zero patients in the pbo+abi arm
*Grouped term (includes the preferred terms of blood glucose increased, hyperglycemia); TGrouped term (includes the preferred terms of erythema, rash, rash erythematous, rash macular, rash maculo-papular, rash papular,
rash pruritic). abi, abiraterone; AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase;capi, capivasertib; pbo, placebo; PTEN, phosphatase and tensin homolog
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CAPIltello-281: common AEs associated with
AKT inhibition

Any grade AE, n (%)

Rash*

Capi+abi
(N=503)

178 (35.4)

Pbo+abi
(N=503)

35 (7.0)

Diarrhea

Capi+abi
(N=503)

261 (51.9)

Pbo+abi
(N=503)

40 (8.0)

Hyperglycemiat®

Capi+abi
(N=503)

191 (38.0)

Pbo+abi
(N=503)

65 (12.9)

Grade 23 AE,* n (%)

62 (12.3)

1(0.2)

31 (6.2)

2 (0.4)

52 (10.3)

3 (0.6)

Median (IQR) time to onset, days

13 (11-43)

78 (37-195)

12 (3-43)

142 (28-339)

54 (15-114)

114 (71-326)

AE leading to, n (%)
Interruption of capi/pbo
Reduction of capi/pbo
Discontinuation of capi/pbo

85 (16.9)
43 (8.5)
24 (4.8)

63 (12.5)
22 (4.4)
5 (1.0)

1(0.2)

55 (10.9)
33 (6.6)
5 (1.0)

Supportive treatment given, n (%)

146 (29.0)

167 (33.2)

127 (25.2)

Outcome at time of DCO, n (%)
Recovered/recovering
Not recovered

164 (32.6)
24 (4.8)

238 (47.3)
45 (8.9)

140 (27.8)
65 (12.9)

43 (8.5)
25 (5.0)

*Grouped term including the preferred terms of erythema, rash, rash erythematous, rash macular, rash maculopapular, rash papular, rash pruritic. tGrouped term including the preferred terms of blood glucose increased,
hyperglycemia. *A diarrhea AE of Grade 4 was reported for one patient (0.2%) in the capi+abi arm only, hyperglycemia AEs of Grade 4 and Grade 5 were reported for one patient (0.2%) each in the capi+abi arm only, no Grade
4-5 AEs of rash were reported. No primary prophylaxis interventions were used during the CAPItello-281 trial for prospective AE management. Additional data on supportive treatment received are available via QR code.

abi, abiraterone; AE, adverse event; capi, capivasertib; DCO, data cutoff; IQR, interquartile range; pbo, placebo
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My Takeaways: Capitello-281

* PTEN loss is associated with worse rPFS and OS
with ADT/ARPI therapy in men with mHSPC. See our
data from the PROMISE registry (Thapa and Kilmari,

manuscript submitted)

* Similar poor outcomes seen in Capitello-281 (25.7
mo vs LATTITUDE (33.0 mo), with frequent PSA-

radiographic discordant progression

* Capi/abi improves rPFS but does not yet improve
OS, and is associated with more toxicities, short
term worsening of QOL, and treatment

discontinuations

e Unclear if this will represent a new standard of care

without improved survival

Courtesy of Andrew J Armstrong, MD, ScM

rPFS

Overall Survival (%)
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Questions About Chemotherapy

In which situations in APMS disease do you use a docetaxel triplet?

For older, more frail patients, do you consider starting ADT with an AP blocker
and using delayed docetaxel if the patient doesn’t have an optimal response?
Would you enter patients on the TRIPLE-SWITCH trial?

In what situations if any do you utilize g2wk docetaxel?

Year,
44Review



Can we improve docetaxel tolerability?
mcongress

3-Weekly Docetaxel 75 mg/m? vs. 2-Weekly
Docetaxel 50 mg/m? in Combination with
Darolutamide + ADT in Patients with mHSPC

Results from the Randomised, Phase 3 ARASAFE Trial

Study Design and Endpoints @ ArAsAFE

ARASAFE: randomised, open-label, multicentre phase 3 trial

(NCT05676203)
Endpoints
Primary:
. . Total expected docetaxel dose:
. +Safety: Grade 3-5 AEs
Pri mary end pOI nt: Patients (N=250) 450 mg/m?* =l - Safety: Grade 3-4 Neutropenia or
G3-5 AE rates and :rEncHggCPs o STD: Darolutamide 600 mg twice daily + ADT % death of any reason
d 3 4 Candidatos fg: + 6 x Docetaxel 75 mg/m? every 3 weeks o Secondag o
- . ¥ - Time to CRP
g rade darolutamide, ADT and (I ANROICVER) - -Olverall o
neutropenia/death Gt gty " Q) - Time to pain progression
. - = [0 -
Shatification EXP: Darolutamide 600 mg twice daily +ADT & |l i
=Extent of disease: L—» 46 x Docetaxel 50 mg/ m? every 2 weeks b=l " Time to initiation of subsequent
high vs. low volume (4 week cycle) E systemic antineoplastic therapy
*ALP <vs = ULN : 'Sl - Time to worsening of disease-
b Total expected docetaxel dose: related physical symptoms
IE:rFo:::m;nt 202 600 mg/m? * QoL (exploratory)
: May 2023
LPFV: Dec 2024
Standard arm (STD) . Experimental arm (EXP)

Grimm et al ESMO 2025 LBA92



Q3 vs Q2 week docetaxel in mHSPC patients

Docetaxel 75 mg/m? Docetaxel 50 mg/m? 21T
Q3W, N=128 Q2W, N=121

Grade 3-5 AE rates, % (95% Cl) 78.9 (70.8, 85.6) 61.2 (51.9, 69.9) 0.0024
Grade 3-4 neutropenia/death, % (95% CI) 64.1(55.1, 72.3) 24.0 (16.7, 32.6) <0.00001
Adverse Event, n (%) Docetaxel 75 mgim* Q3W, | Docetaxel 50 mg/m? Q2W,
N=128 ‘ N=121 _‘
G35 Treatment-emergent adverse events Any grade 128 (100.0) 121 (100.0)
Neutropenia: Grades 3-5 101 (78.9) 74 (61.2)
56 vs 20%  Worst grade Grade 1 5(3.9) 7(5.8)
Grade 2 22 (17.2) 40 (33.1)
Febrile
neutropenia: Grade 3 52 (40.6) 59 (48.8)
5.5% vs 1.7% Grade 4 43 (33.6) 11 (9.1)
PSA <0.2 Grade 5 6(4.7)" 4(3.3)%
weesk .26:at Serious adverse events Al 37 (28.9) 32 (26.4)
48.8 vs Grades 3-5 30 (23.4) 30 (24.8)
41.3% Premature discontinuation of docetaxel due to toxicities 9(7.0) 12 (9.9)

Courtesy of Andrew J Armstrong, MD, ScM
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Questions About PARP Inhibitors

* In which clinical scenarios do you utilize a PARPi? How often do you evaluate a
patient with disease progression on ADT but no prior Api, and what is the
typical history? In those patients, for which genomic abnormalities will you
use a PARPi, and which one? What are the common tolerability/toxicity issues
encountered?

 What was your take on the clinical and research implications of the BRCAAway
study?

* In which clinical scenarios do you utilize a PARPi for patients with APMS
disease? Which one? BRCA2 somatic? Would you want to for BRCA1? ATM,
CDK12?

Year,
44Review



Questions About PARP Inhibitors

e What is the rationale for the use of saruparib, and what is known about
treatment efficacy and tolerability compared to approved agents? What
ongoing clinical trials are investigating this agent?

Year,
44Review



BRCAAway: Abi, Olaparib, or

Abi + Ola for mAPMR PC

Arm1

Germline or Somatic DNA repair defect

BRCA 1, 2 or ATM

Randomization 1:1:1

Arm3

Arm2 Olaparib 300 mg

+ve for exploratory defect

Arm4

Abiraterone+  Olaparib 300 mg PO BID + Olaparib 300 mg
Prednisone PO BID Abiraterone + PO BID
Prednisone
Progression Progression Progression Progression
Discontinue Discontinue Discontinue Olaparib
Abiraterone & Olaparib & start Off protocol & start Abiraterone +
start Olaparib Abiraterone + Prednisone
Prednisone

Hussain et al, ASCO GU 2026, Abst 16
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0.00

7 - BRCA2 L = 31 1

Treatment

Abi/Pred
Olaparib
Abi/Pred + Olaparib

Event
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On Treatment
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6 - BRCA1
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Median OS:

Abi/pred: 28 m (13, NR)
Ola: 37 m (26, NR)
Abi/pred + Ola: 68 m (38, NR)

Treatment Arm
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=+ Ola

-+ Abi/pred + Ola

Abilpred + Ola vs Abi/pred: 0.39
(0.16, 0.93)

Abi/pred + Ola vs Ola: 0.51
(0.22, 1.18)
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AMPLITUDE: Abi/pred + niraparib/placebo
for mMAPMN/S PC

D.Q\ Trial Design
Randomized, double-blind,

placebo-controlled, international
phase 3 study

-'l.l Patient Population
v Insert Patients with mAPMS
v" HRR gene alterations
v" ADT must have started >214d &
<6mos prior to randomization &
was continued during study Tx

Q Endpoints

v Primary: rPFS
v' Secondary: OS

Niraparib +
AAP
N =348

Placebo + AAP

Median rPFS (ITT)

HR 0.63

N =348

29.5

mos

(95% Cl: 0.49, 0. 8), P < 0.0001

m Median OS (BRCA)
(immature)

HR 0.75

75% (95% CI: 0.51, 1.11), P = 0.15 69%
aa» G
Grade 3-4 AEs Grade 3-4 AEs

Subgroup Analysis
Niraparib + AAP Placebo + AAP
BRCA
subgroup NE 26mo

(median rPFS)
rPFS HR: 0.52

95% Cl: 0.37, 0.72; P <.0001

HRR effector
subgroup NE 27.6m0
(median rPFS) rPFS HR: 0.57

95% Cl: 0.42, 0.77; P =.0003

BRCA2 exploratory cohort (N = 323):
rPFS: NE vs 26 months, HR: 0.46 (95% CI: 0.32, 0.66)

Attard G, et al. Nat Med. 2025;31(12):4109-4118I; U.S. Food and Drug Administration. FDA approves niraparib and abiraterone acetate plus prednisone for BRCA2-mutated
metastatic castration-sensitive prostate cancer. Published December 12, 2025. Accessed February 9, 2026.




Talazoparib with Enzalutamide Significantly Improves Radiographic

Progression-Free Survival in Metastatic Prostate Cancer
Press Release: March 19, 2026

“[The manufacturer] today announced positive topline results from the Phase 3 TALAPRO-3 study of talazoparib, an oral poly
ADP-ribose polymerase (PARP) inhibitor, in combination with enzalutamide, an androgen receptor pathway inhibitor (ARPI), in
people with homologous recombination repair (HRR) gene-mutated metastatic castration-sensitive prostate cancer (mCSPC),
also known as metastatic hormone-sensitive prostate cancer (mHSPC).

The study met its primary endpoint, with talazoparib plus enzalutamide demonstrating a statistically significant and clinically
meaningful improvement in radiographic progression-free survival (rPFS), compared to placebo plus enzalutamide.

At the time of the interim analysis, results showed a strong trend toward improved overall survival (OS), a key secondary
endpoint. Benefits were also observed in other secondary endpoints, including overall response rate, duration of response, and
time to Prostate-Specific Antigen (PSA) progression. The safety of talazoparib plus enzalutamide was consistent with the known
safety profile of each medicine, and no new safety signals were identified.

Talazoparib plus XTANDI in HRR gene-mutated mCSPC is an investigational treatment regimen. The TALAPRO-3 results will be
submitted for presentation at an upcoming medical congress and will be discussed with global health authorities for
potential regulatory submissions.”

Year;
in,
https://www.pfizer.com/news/press-release/press-release-detail /talzenna-plus-xtandi-significantly-improves-radiographic 44 Review



Phase 1/2 PETRANHA trial of saruparib + androgen receptor pathway inhibitors

Patient population

* Adults aged 218 years

* Histologically confirmed mPC

* Investigator-assessed mAMPR
or de novo/recurrent mAPMN PC

+ECOGPSOor1

* Irrespective of HRRm

50—

80—

-100-— T T T

Part A: Saruparib 60 mg OD + ARPI (N=77)

Saruparib + Abiraterone acetate + Prednisone*
n=23t

Saruparib + Darolutamide

U
& & #d\ %‘*‘c’& ol

Primary endpoint
Incidence of AEs

Key secondary

endpoints
ORR

DoR
PSA response

Mutation status
B HRRm M Non-HRRm M Unknown

v

62‘(;

Which ARPI . A D A

APM status R R R R

Prior ARPI? W N Y Y

Most common all cause AEs (215%) in all patients (N=77)*

Fatigue 61.0
Anaemia 55.8
Nausea
Neutropenia
Constipation
Arthralgia
Dizziness
Platelets
Back pain

Diarrhoea

Dyspnoea

= Any AE B Grade =3

0 10 20 30 40 50 60 70
Incidence (%)

Lymphocytes

Azad et al, Ann Oncol 2025, Abst 2384 MO



EvoPAR-Prostate01: Phase 3 Trial Design (mHSPC)

A Phase lll, 2-cohort, 2-arm, randomized, double-blind, placebo-controlled study evaluating the efficacy and safety of saruparib plus physician’s choice
of NHA (abiraterone, darolutamide, or enzalutamide) versus placebo plus physician’s choice of NHA in participants with mCSPC

Eligibility criteria physician’s choice NHA Select endpoints

* Aged 218 years HRRm cohort Non-HRRm cohort
» Histologically confirmed mCSPC (de novo or Placebo plus e rPFS * rPFS
recurrent low- or high-volume disease) physician’s choice NHA . 0S . 0S

+ ECOG PS 0-1 No crossover

« Prospectively defined HRRm status* between cohorts

Saruparib 60 mg plus . un
physician’s choice NHA Statistical analyses

rPFS and OS will be tested for each cohort

Placebo plus separately using a stratified log-rank test
physician’s choice NHA
* No suspected or prior history of myelodysplastic

syndrome/acute myeloid leukemia Treatment will continue until disease progression, unacceptable
toxicity, or participant-initiated withdrawal

* Must be receiving ADT throughout the study or have
undergone bilateral orchiectomy, and must be
suitable for treatment with NHAs

* No prior treatment with PARP inhibitors, CT, or
NHAs in the metastatic setting® ~1250 patients

www.clinicaltrials.gov: (NCT06120491) Agarwal N. et al, AUA 2024

- . HUNTSMAN i
@neerajaiims Presented by: Neeraj Agarwal, MD CANCER INSTITUTE [EEel

UNIVERSITY OF UTAH
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Phase lll, randomized, double-blind, placebo-controlled study of adjuvant saruparib (AZD5305) in patients with BRCAm localized high-risk prostate cancer who are
receiving radiotherapy and androgen deprivation therapy (EvoPAR-Prostate02)

Rana R. McKay,' Wassim Abida,2 Gerhardt Attard,3 Boris A. Hadaschik,* Takashi Kobayashi,5 Neal D. Shore,6 Nianzeng Xing,” Mehreteab Aregay,8 Sarah E. Donegan,8 Piet Ost®

"Department of Medicine and Urology, University of California San Diego, La Jolla, CA, USA; ZMemorial Sioan Kettering Cancer Center, New York, NY, USA; 3University College London, London, UK; ‘Department of Urology, University of Duisburg-Essen, Essen, Germany; *Department of Urology, Kyoto University Graduate School of Medicine, Kyoto, Japan; $START Carolinas/Carolina Urologic Research Center, Myrtie Beach, SC, USA;
MD, USA:

“Department of Urology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; *Global Medicines Development, Oncology Research and

of Radiation Oncology, Iridium Network, Wilrjk, Belgium.

Poster P23 | Abstract number TPS412

Plain language summary

Why are we performing this research?

Around 15% of early-stage prostate cancers have features that suggest that the cancer will come back after the

patient’s first treatment. This is known as high-risk prostate cancer

® The currently recommended treatment options for patients with early-stage, high-risk prostate cancer include surgery,
radiation therapy (RT), and hormone-blocking agents (androgen deprivation therapy [ADT], with or without abiraterone)

® In many patients, the prostate cancer can come back and get worse after these treatments, and more effective
approaches are needed

How are we performing this research?

® Approximately 700 adult patients with high-risk and very high-risk BRCAm prostate cancer will be assigned treatment
with either saruparib with hormone-blocking agents or placebo (an inactive substance that looks the same and is
given in the same way as saruparib) with hormone-blocking agents

Patients and researchers in this study will not know which treatment has been given

® Every patient will receive treatment for 24 months, or until the participant requests 1o stop the treatment, the study

EvoPAR-Prostate02 (NCT06952803): A phase I, double-
blind, placebo-controlled, two-cohort, randomized study
of adjuvant saruparib (AZD5305) versus placebo in

patients with BRCAm localized high-risk prostate cancer
who are receiving RT and ADT

Saruparib 60 mg plus ADT

‘/ Locations participating in EvoPAR-Prostate02

L8

South Korea

researcher considers there is evidence that the prostate cancer has progressed, the participant is no longer benefiting p
® PARP inhibitors are drugs that block a protein called PARP1 and kill cancer cells by stopping them from being able to from the treatment, or the side effects of the treatment are unacceptable Fc‘ohor' A (hlsih-"s k’;T apen
repair their DNA ® Progress of disease wil be compared in patients who received saruparib with hormone-blocking agents or placebo WL tod Taiwan
® PARP inhibitors are currently recommended for patients with metastatic prostate cancer, a type of cancer that has ‘with hormone-blocking agents 400 patients Placebo plus ADT
SD"ead sl Fmgml = £y § Y C%l Who will participate in this study
® Using PARP inhibitors to treat cancer in the early stages of development has shown promising results in patients with ® Participants in this study 4 h f208 hiohoriak tat "
other cancer types, such as breast and ovarian cancer icpents J1Tis studymust e oary:Sia00 ol Jex prosiate cance ) . Saruparib 60 mg plus Poru Thalland
® In patients with some types of cancer, those with mutations in the BRCAT and/or BRCA2 genes (BRCAM) may beneit > Ef:ﬁ:s‘m"g Will be performed on a piece of tissue from the patient's tumor, and those with BRCAM wil be included ADT and abiraterone

the most from PARP inhibitor treatments
® Saruparib is a new type of PARP inhibitor currently in development. Early data from clinical trials have shown that
patients with some types of prostate cancer can benefit from saruparib
The EvoPAR-Prostate02 clinical trial will study whether giving saruparib plus hormone-blocking agents to participants
with BRCAm high-risk prostate cancer increases the length of time participants live without their prostate cancer
growing or spreading

Cohort B (very high-risk): Argentina

Primary RT

® Participants must have received RT and must be eligible to receive hormone-blocking agents during the study

Where can | access more information?

® As this study is ongoing and currently recruiting participants, no results are available yet. More information can be
found at: https://www.clinicaltrials. gov/study/NCT06952803

® You may also speak to your doctor about clinical studies

Placebo plus
ADT and abiraterone

=300 patients

®  Recruitment began in July 2025 and is ongoing
® 254 study sites are recruiting or planning to recruit patients from 24 countries, including countries in
Europe, Asia, Australasia, North America, and South America

Treatment with saruparib/placebo continues for 24 months or until confimed disease progression by
BICR, toxicity, or patient-initiated ADT and treatment duration is
limited to 24 months, inclusive of the pre-study regimen.

This study is funded by AstraZeneca.
Poster presented at the American Society of Clinical Oncology Genitourinary Cancers Symposium (ASCO GU), February 26-28, 2026, San Francisco, CA, USA, by Rana R. McKay.

‘The EvoPAR-Prostate02 study design presented aligns with clinical study protocol v2.0 (April 10, 2025).

_4 i

Rationale for treating early-stage high-risk prostate cancer with a PARP1-selective inhibitor @ Key inclusion criteria ® Key exclusion criteria Study endpoints
T 1
Current standard of care for patients with high-risk prostate cancer ® Male and =18 years of age Prior treatment with PARP inhibitors, Primary endpoint
® Approximately 15% of patients with localized prostate cancer have high-risk characteristics' 2 ® Newly diagnosed, histologically confirmed, chemotherapy, or immunotherapy MFS, defined as the time from randomization to first evidence of distant metastases, excluding pelvic
® For patients with newly diagnosed high-risk (localized) or very high-risk (locally advanced) prostate cancer, the current standard of care includes surgery, RT, and ADT comprising a gonadotropin-releasing hormone analog+ high-risk or very high-risk localized/locally History of myelodysplastic syndrome or lymph nodes, confirmed by standard clinical imaging (CT/MRI and bone scan) or PSMA PET, as
* Clinical guidelines also recommend RT and ADT plus abiraterone/prednisone in patients with very high-risk disease*s advanced prostate adenocarcinoma, or acute myeloid leukemia assessed by BICR, or death due to any cause
9 ery hig
® Patients with high-risk disease have an increased risk of disease recurrence after primary treatment? higrh-"sk biochemical recurrence within Any known predisposition to bleeding Secondary endpoints
BRCAM is associated with ive tumor and poor sunvival outcomes in patients with prostate cancer” s 2‘” dago(!;?mcal prosiatectonny. History of persistent severe cytopenia 08, defined as the time from randomization unti death from any cause
PARP ibitor therapy for patients with p cancer e e e i £2wepks) Progression-free sunvival 2, defined as ciinical, or PSA after nitiation of the
® The Phase i dinical rials PROfound (NCT02987543) and TRITONS (NCT02975934) demonstrated that PARP inhibitor therapy improved clinical outcomes in patients with BRCAM and metastatic, castration-resistant prostate cancer®9 bt Al d Uncontrolled cardiovasouler disease, first subsequent systemic treatment following the inital investigator-assessed progression, or death
® Clinical benefit with combinations of PARP inhibitor plus ARPI was in patients with i trat It prostate cancer in the Phase il trials PROpel (NCT03732820) and TALAPRO-2 (NCT03395197), as well as in patients with metastatic = al AT with Jong GIT syndrome; o history of Time to:
hormone-sensitive prostate cancer in the Phase Il AMPLITUDE trial (NCT04497844)10-14 Completed primery v nalags HT Wih oy, « biochemical recurrence
® Saruparib is a new-generation PARP inhibitor that selectively inhibits and traps PARP115.16 cumtvolntent + deterioration in urinary symptoms
® In the Phase Vlla PETRA study (NCT04644068), saruparib demonstrated a favorable safety profile at 60 mg QD and meaningful activity (PSAs,, objective response) in patients with advanced/metastalic prostate cancer's > gm’;’f';“’g g:‘s‘af“""‘cr‘fgéﬁsp‘gr « deterioration in physical function Statistical analyses of MFS and 0S
® The ongoing Phase Vlla PETRANHA study (NCT05367440) has reported promising efficacy and manageable toxicity with saruparib plus ARPIs for the treatment of metastatic prostate cancer!7:+ ® Must bea e:; ¥ ou Prostate cancer-specific survival will be W"d‘;:“bw"“"‘:“" cohort
e Tn hmdfnoketi ; : 3 ; : 3 just be receivin witha -
® In other indications, the clinical activity of PARP inhibitors in earfier lines of treatment has demonstrated potential to provide a greater magnitude of benefit and delay disease progression in patients with BRCAM tumors'a.19 i d‘:wng sl A Pharmacokinetics uslog a stral granktest
#See poster F6 for the latest data from the PETRANHA study. More i on here: hitps: / throughout the study / Safety and tolerabilty
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EvoPAR-Prostate02: Phase lll Study of Adjuvant Saruparib in Patients with
BRCAm Localized High-Risk Prostate Cancer Receiving RT and ADT

Trial Identifier: NCT06952803

Key inclusion criteria

Male and =18 years of age

Newly diagnosed, histologically confirmed,
high-risk or very high-risk localized/locally
advanced prostate adenocarcinoma, or
high-risk biochemical recurrence within
365 days of radical prostatectomy

ECOG PS 0-1

Confirmed BRCAm by central tumor
tissue testing

Completed primary or salvage RT with
curative intent

No evidence of distant metastases by
CT/MRI and bone scan, or PSMA PET

Must be receiving ADT with a

gonadotropin-releasing hormone analogue
throughout the study J

Saruparib 60 mg plus ADT

Cohort A (high-risk):
Primary or salvage RT

~400 patients Placebo plus ADT

Saruparib 60 mg plus
ADT and abiraterone

Cohort B (very high-risk):

Primary RT

, Placebo plus
~300 patients ADT and abiraterone

Treatment with saruparib/placebo continues for 24 months or until confirmed disease progression by
BICR, unacceptable toxicity, or patient-initiated withdrawal. ADT and abiraterone treatment duration is
limited to 24 months, inclusive of the pre-study regimen.

Primary Endpoint: Metastasis-free survival

McKay RR et al. Genitourinary Cancer Symposium 2026;Abstract TPS412.
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Questions About Radioligand Therapy

 What is your perspective on the use of lutetium Lu 177 vipivotide tetraxetan
as part of treatment of APMS disease (PSMAddition trial)? If you could access
this, in what situations would you utilize it?

 What is your perspective on the long-term findings of the hematologic toxicity
observed in the PSMAfore trials?

 What other toxicities have you observed with lutetium Lu 177 vipivotide
tetraxetan and how does this impact both your use of the agent and patient
quality of life?

Year,
44Review



Questions About Radioligand Therapy

 Based on recent data, what is your perspective on actinium-225-PSMA?
How do you anticipate this radioligand therapy might ultimately be
integrated into the treatment algorithm for patients with APMR disease?

Year,
44Review



PSMAfore: ARPIl-resistant, chemo-naive mAPMR PC

: T7Lu-PSMA-617
« Confirmed progressed mAPMR PC 7.4 GBq (200 mCi) = 10%
« >1 PSMA-positive metastatic lesion on Q6W for6 cycles
[?8Ga]Ga-PSMA-11 PET/CT and no A [ )
exclusionary PSMA-negative lesions I [V
. ) a
« Progressed once on prior second- 0 5
generation ARP| R Cro_ssover. allowed upon g é
_ ) 1:1 radiographic progression a o
« Candidates for change in ARPI . by BICR 0 5
. : T L
-« Taxane-naive (except [neo]adjuvant >12 I o
months ago) I

= Not candidates for PARPI

+ ECOG performance status 0—1 ARPI change

abiraterone or enzalutamide

Strat Factors
+ Prior ARPI setting

100 1»—&1\\ rPFS + BPI-SF worst pain

S ' S '
2 80 | % o Flnal O AnaIySIS No.events!  Median (95% Cl),
3 . 100 4»—..,_,‘_,5?«&:\—‘“ no. patients months
S 60 RN ™ TLu-PSMA-G17  142/234  24.48 (19.55-28.94)
o ] 2 40 ARPIchange  157/234  23.13 (19.61-25.53)
Q iz Hazard ratio (95% Cl): 0.91 (0.72-1.14); p = 0.20
(] (TR
o 40 4 S £ € 60
o - "x 3¢
-— - B0
E 20 = TLu-PSMA-617 Tt £3 a0
2 T §2%
u -4-- ARPI change T T e 2% S—
0 T T T T T T T T T T T o 201
0 2 4 6 8 10 12 14 16 18 20 22
1 H 1 0 T T T T T T T T T T T T T T T T T T T 1
Time from randomization (months) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Number of patients still at risk Time from randomization (months)
234 216 174 150 125 82 64 45 20 10 2 0 Number at risk
234 197 126 79 65 36 21 12 8 4 1 0 7L u-PSMA-617 arm 234 229 225 218 209 200 181 167 152 136 123 119 110 103 85 57 45 24 15 6 0

ARPI change arm 234 232 226 218 209 200 187 178 162 142 127 115 106 96 79 56 44 25 14 7 0

Morris et al. Lancet. 2024 ; 404:1227-1239.
Fizazi et al, Ann Oncol 2025



PSMATfore: Final Safety Analyses

A 18- TEAEs at 1-4 TEAESs at 5-6
17.0 administrations administrations
161 B All grades M All grades
PR, M Grades 23 M Grades 23
g
2 . 121
S . .
532 10- Incidence of haematologic TEAEs by
w O
23 8 number of 177Lu-PSMA-617
==
t S 4 . . o
g% © administrations
a 41
2 0.6
oA 00 somm
Anaemia® Lymphopenia® Neutropenia? Thrombocytopenia® Leukopenia’ Pancytopenia
B 45
7Lu-PSMA-617 ARPI change
40 M All grades M All grades
o 351 M Grades =3 I Grades 23
]
gg ® : :
g & 254 Incidence of haematologic TEAEs by
‘S >
(] g .
ss number of bone metastases at baseline
5 3 157
g
a 107
5.
D- * *k * * * * * * * % Kk * k * * % * * * * * % % K * % % % * * * % * Kk % * * %k % * **,* ****L
No. of bone metastases at baseline (*0; **1-5; ***6-20; ****>20/superscan)
Anaemia® Lymphopenia® Neutropenia® Thrombocytopenia® Leukopeniaf Pancytopenia

Fizazi et al, Ann Oncol 2025



PSMAddition

Screening

Patient Population
+ Untreated or minimally treated®
mAPMN/S
= Appropriate SOC (ADT and ARPI)
* PSMA-positive on
[(®Ga]Ga-PSMA-11 PET/CT®

Stratification Factors
* Disease volume

ADT/ARPI +

177 u-PSMA-617
Q6W x 6

_—— e — — —_—

Post-Treatment
Follow-Up

Safety follow-up

(up to 30 days) =
long-term safety
follow-up (12 months)

| Crossover ! B dboint: +
 allowed upon ! ra:I?:)agrﬁaTJrI"lizc;;.S —> Efficacy follow-up
i radiographic | (if end of treatment was

*Age
* Previous or planned treatment of
primary tumor

) any reason other than

documented PD by BIRC)

ADT/ARPI

= 100
= -
= bt < g
a | I o = 2 80 .
% 60 rPFS “H"'!IIHH L i =—— E‘ Interlm OS H=BHIH HIHI H H-
a 8 601
L 40- s
£ HR 0.72 3 w0 HR 0.84
8 99  — "Lu-PSMA-617 +ADT +ARPI 95%Cl 0.58-0.90 % N 95%Cl 0.63-1.13
(NN = E —_
=+ ADT +ARP| P=0.002 & | . poT+ AR P=0.125
0 I I T T I I T T I I T T T T I T I I I I T 0 T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 ¢

Time from randomization (months)

Number of patients still at risk

572 558 539 524 512 485 458 452 436 337 252 212 153134 79 73 59 23 18 3 3 0
572 550 527 507 495 461 424 408 391 304 225 195 134 99 74 50 47 19 16 4 4 0

Tagawa T et al. Annals of Oncology 36 (2025): S1742-5S1743; LBAG.

Time from randomization (months)
Number of patients still at risk
572 566 562 556 550 543 533 521 512 424 336 267 195174109 94 78 45 27 12 5
572 561 551 547 539 531 526 516 501 432 315268 196 159 118 91 72 46 28 16 7

Survival
Follow-up

Safety follow-up
every 90 days

Safety Follow-up
every 90 days

Common TEAEs

* Dry mouth (46%)

* Fatigue (35%)

* Nausea (34%)

* Anemia (28%)

* Neutropenia (15%)

« Thrombocytopenia
(11%)



WARMTH Act: PSA Responses

100 =

i
o
1

-
|

|
L
o

|

Change from baseline in PSA (%)

-100
Patient

278 patients (57%) had a =50% PSA decline. PSA=prostate-specific antigen.

RT 4¥eﬁrev1ew l

Sathekge MM et al. Lancet Oncol 2024 February;25(2):175-83.



WARMTH Act: Survival Benefit with PSA Decline

Overall survival

Progression-free survival

Univariable HR pvalue  Multivariable HR p value Univariable HR p value Multivariable HR p value
(95% CI) (95% CI) (95% CI) (95% Cl)
PSA decline of 250% 0348 (0-263-0-460)  <0-0001 0-415 (0-307-0-561)  <0-0001  0-367 (0-291-0-461)  <0-0001  0-431(0-330-0-565)  <0-0001 I
100 . . .
Overall Survival PSA50% decline 100 Progression-Free Survival :
— Yes PSA50% decline
L N — Yes
80 = — m— NO
2 ool 2
s | 8
5 g
§ 40 = t_:E
2 =
20 =
L T1 L 'I'I"'II
°h . | . I . I . ! i . | . I
0 20 40 60 80

Time (months)

Sathekge MM et al. Lancet Oncol 2024 February;25(2):175-83.

Time (months)
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Actinium-225-PSMA Radioligand Therapy: WARMTH Act
Survival Analysis

Overall survival Progression-free survival

Univariable HR p value Multivariable HR p value Univariable HR p value Multivariable HR p value

(95% CI) (95% Cl) (95% CI) (95% C1) )
PSA decline of 250% 0-348 (0-263-0-460) <0-0001 0-415 (0-307-0-561) <(0-0001 0-367 (0-291-0-461) <0-0001  0-431(0-330-0-565) <0-0001 I
Previous docetaxel or cabazitaxel 1398 (1.062-1.841) 0017 1114 (0-//2-1-608) 056 1714 (1.360-2-160) _ <0-0001  1-3/0 (1-012-1-853) 0-041
Previous abiraterone or enzalutamide 1-512 (1-170-1-955) 0-0016 1-175 (0-822-1-681) 0-38 1-882 (1-521-2-329) <0-0001  1-282(0-966-1-702) 0-085
Treatment with *’Lu-PSMA RLT 1-663 (1-264-2-188) 0-0003 1213 (0-876-1-680) 0-25 1-693 (1-355-2-116)  <0-0001  1-100 (0-838-1-443) 0-49
Liver metastasis 2344 (1-597-3-440)  <0-0001  1-895 (1-253-2-867) 00025  2-395(1-712-3352)  <0-0001  1-878 (1-308-2-696) 0-0006
Peritoneal metastasis 6728 (3-084-14-676) <0-0001  5-025 (2-177-11-601) 0-0002 5-115 (2-386-10-966) <0-0001  4-080 (1-675-9-937) 0-0020
Number of cycles of ***Ac-PSMA RLT 0-861 (0-801-0-927) 0-0001 0-924 (0-850-1-006) 0-067 0-887 (0-834-0-943) 0-0001 0-970(0-905-1-039) 038
Anaemia at baseline 1-886 (1.438-2-473)  <0-0001 1-615 (1-198-2-176) 00016  1-450 (1-157-1-817) 0-0012  1-249(0-965-1-615) 0-091
Platelet count at baseline >300000/mm® 0-952 (0-709-1-279) 0-75 NA NA 0-865 (0-674-1-109) 0-25 NA NA
Baseline ECOG performance status =2 1-223 (0-904-1-653) 0-19 NA NA 1-452 (1-146-1-839) 0-0020  1-031(0-7930-1-340) 0-82
Time since diagnosis 1-021 (0-994-1-049) 0-13 NA NA 1.019 (0-996-1-042) 0-099 NA NA

"Lu=Lutetium-177. ***Ac=Actinium-225. ECOG=Eastern Cooperative Oncology Group. HR=hazard ratio. NA=not applicable (only variables whose association demonstrated statistical significance with the
outcome on univariable analysis are included in the multivariable analysis). PSA=prostate-specific antigen. PSMA=prostate-specific membrane antigen. RLT=radioligand therapy.

Year,
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WARMTH Act: Bone Marrow Toxicity, Renal Function Impairment

Before ***Ac-PSMA RLT (n=488)

After 2*Ac-PSMA RLT (n=488)

Grade 1-2 Grade 3 Grade 4 Grade 5 Grade 1-2 Grade 3 Grade 4 Grade§
Anaemia 301 (62%) 23 (5%) 0 0 329 (67%) 64 (13%) 0 0
Leukopenia 85 (17%) 4 (<1%) 0 0 198 (41%) 18 (4%) 1(<1%) 0
Thrombocytopenia 135 (28%) 5 (1%) 10 (2%) 0 230 (47%) 17 (3%) 15 (3%) 0
Renal function impairment (eGFR) 229 (47%) 11 (2%) 3(<1%) O 250 (51%) 17 (3%) 5 (1%) 0
***Ac=Actinium-225. PSMA=prostate-specific membrane antigen. RLT=radioligand therapy. eGFR=estimated glomerular filtration rate.
RTP
44 ReV1ew

Sathekge MM et al. Lancet Oncol 2024 February;25(2):175-83.



Phase I1/1ll PSMACTION Study Design

confirmation

Phase 3

Phase 2 dose

Dosage level C*
“5Ac-PSMA-617
for up to 6 cycles

Investigator’s
choice SoC®

Primary endpoints: Biochemical response rate, safety, tolerability

Secondary endpoints: rPFS, overall response rate

Emmett L et al. ESMO 2025;Abstract 2516TiP.

NCT06780670

Safety follow-up
56 (+7) days after
the last dose of
25Ac-PSMA-617

and 30 days (+7)
after the last
dose of SoC

RTP.

Year,
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Questions About New Agents

 What has been your experience with efficacy and tolerability of B7-H3 ADCs
such as ifinatamab deruxtecan? Do you believe these will eventually be used
prior to the use of chemotherapy? What about combinations?

 What has been your experience in detection of HER2-positive prostate cancer,
and what experience if any do you have in the use of T-DXd in terms of efficacy
and tolerability? How do you approach the use of preventive antiemetic
regimens and screening and management of ILD?

Year,
44Review



Questions About New Agents

 How would you describe the mechanism of action of opevesostat (CYP11A1
inhibitor) to that of abiraterone (CYP17A1 inhibitor)? What impact might this
difference have on efficacy and tolerability?

* If data with opevesostat are positive, how do you envision this agent being
utilized in the clinical setting?

Year,
44Review



Questions About New Agents

 What is the rationale and design of the TulmiSTAR trial? What are
tulmimetostat and luxdegalutamide?

Year,
44Review



Questions About New Agents

 What is your experience with the use of CD3 bispecific agents in prostate
cancer, such as pasritamig? What have you observed in terms of treatment
efficacy and tolerability, including experience with cytokine release syndrome?

 What do you see as the future of finger-stick assays for PSA as an initial
screening tool and perhaps self-testing?

Year,
44Review



Emerging Therapy: Opevesostat (CYP11Al
Upstream Androgen Synthesis Inhibitor)

Primary endpoints: rPFS

OMAHA-004 N=400 AR LBD+

Arm 1 N=900 AR LBD-

Key Eligibility Criteria Opevesostat 5mg FO'SID + Separatel
» mCRPC unselected for AR-LBD mutations ﬂde;xamer:.hasonoe 11 5 mgoag(g)c P y
* PD during ADT <6 months before screening e ene i
» PD during or after 1 ARPI for nmHSPC, nmCRPC,
mHSPC, or mCRPC for 28 weeks (214 weeks with Treatment will continue until radiographic PD
bone progression) : (verified per PCWG3-modified RECIST v1.1
« Prior ARPI + docetaxel for HSPC permitted? by BICR), unacceptable toxicity, or
« ECOG PS 0 or 1 withdrawal of consent

* Adequate organ function Arm 2 (ARPI switch)
Abiraterone acetate 1000 mg PO QD + Posttreatment follow-up

Stratification prednisone 5 mg PO BID » Adrenal recovery
OR « Safety

» Metastasis (bone only vs liver vs other) 4
« AR-LBD mutation status® (positive vs negative) Enzalutamide 160 mg PO QD « Efficacy

* Prior docetaxel for HSPC (yes vs no)

» Survival

OMAHA-003: Similar but requires 1-2 prior taxanes for mCRPC

(n=1310). Primary: OS (separate analysis by AR LBD status)
Fizazi K et al. ASCO GU 2026 AbstractsTpszgs_g

Yu E et al. ASCO GU 2026



|IDeate-Prostate02: A Phase 1/2, Open-Label Umbrella Substudy of Ifinatamab

Deruxtecan-Based Treatment Combinations or as Monotherapy in Participants
with Previously Treated Metastatic Castration-Resistant Prostate Cancer

J. de Bono,! N. Mehra,2 M. Tang,3 S. Wi
E. Efstathiou®

1The Institute of Cancer Research and The Royal Marsden Hospital, London, UK;
2Radboud University Medical Center, Nijmegen, Gelderland, Netherlands;
3Daiichi Sankyo, Inc., Basking Ridge, NJ, USA; 4Merck & Co., Inc., Rahway, NJ
50HSU Knight Cancer Institute, Portland, OR, USA

4 F. Jafari,4 K. Imai,*

Background

« There remains a high unmet need for novel effective therapies to improve outcomes for metastatic castration-resistant prostate cancer (MCRPC)!

« B7-H3 (CD276, a type | trar protein) is ¢ in various types of human cancers, including mCRPC23

= B7-H3 overexpression is associated with poor prognosis in certain types of cancers, and unresponsiveness to conventional cancer therapies,
including immune checkpoint inhibitors2-5

« Ifinatamab deruxtecan (I-DXd; MK-2400/DS-7300a) is a B7-H3-directed antibody-drug-
cleavable linker and the potent topoisomerase | inhibitor payload DXd®

« A first-in-human phase 1/2 study of I-DXd demonstrated promising antitumor activity and encouraging duration of response in participants
with heavily pretreated mCRPC, with a manageable safety profile’#

= These results merit further clinical i of I-DXd-based ir treatment in mCRPC

» IDeate-Prostate02 is a phase 1/2, multicenter, open-label, umbrella substudy of I-DXd-based treatments (clinical trial registry number:
NCT06863272)

= Primary and secondary objectives are shown in Table 1

with a pl; table, -based,

Table 1. Primary and secondary objectives
Efficacy Phase (Arms 1-4) Combination Safety Lead-In (Arms 3-4)

To evaluate safety and tolerability
To evaluate PSA response rate

To evaluate: ORR, rPFS, OS, DOR, TFST,
time to PSA progression, TTPP

To evaluate safety and tolerability

Erimaryiobjoctives To establish the RP2D for the treatment combinations

Secondary objectives

DOR, duration of response; ORR, objective response rate; OS, overall survival: PSA, prostate-specific antigen; RP2D, recommended phase 2 dose; rPFS, radiographic progression-free survival: TFST,
time from allocation/randomization to infiation of the first subsequent anticancer therapy; TTPP time to pain progression

Study design, participants, and treatment
 The study design of IDeate-Prostate02 is shown in Figure 1 and the key eligibility criteria are listed in Table 2

Figure. 1 IDeate-Prostate02 study design

End of Treatment
Arm 1: Efficacy Phase
Docetaxel at 75 mg/m" IV q3w J
(with prednisone/prednisolone at 10 mg/day po or per label)
\ n=~801t0~100
Sample size:
~360 participants Arm 2: Efficacy Phase
1-DXd at 12 mgkg IV q3w. "
for ‘ n=-80 10 ~140
o Arm 3: Follow-up
| Arm 3: Efficacy Phase Adrenal fe
+B7-H3 expression: | or i Arm 3: Sasy
High vs. Low | Randomization Safoty Lead-in 1-DXd at 8, 10, or 12 mg/kg IV q3w. Recovery Efficacy
| + opevesostat at 5 mg po bid »  Follow-up +  Survival
« Metastasis location: Allocated (with nudmomma #10.1mg po od and dexamethasone 2
n=~10 1.5 mg po qd [adjusted as required] Up to ~24 weeks
Liver vs. Bone n=-50 after
only vs. Other opevesostat

Arm 4: Efficacy Phase disconiyiuation
1DXd at 8, 10, or 12 makg IV q3w.
+ abiraterone acetate at 1000 mg po qd N
(with prednisone/prednisolone at 10 mg/day po or per label)
‘or enzalutamide at 160 mg po qd
n=-50

Arm 4:
Safoty Lead-in
Allocated
n=~10

B7-H3, CD276; bid, twice daily; I-DXd, ifinatamab deruxtecan; IM, intramuscular; IV, intravenous; n, number of participants; po, per os (by mouth); 3w, once every 3 weeks; d, once daily.
Assessments
= Primary and secondary endpoints are listed Table 3

= Biomarker analysis: B7-H3 expression in tumor samples will be assessed using an analytically validated immunohistochemistry assay, to be
used as a stratification factor during randomization
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Table 2. Key eligibility criteria
Key Inclusion Criteria

Demographics « 2 18 years of age

 Hi or inoma of the prostate without small cell histology

« Prostate cancer progression on ADT (or post bilateral orchiectomy) < 6 months prior to screening by 2 1 of the following:
— Clinical disease prog ion (per ) and PSA p ion
— Radiographic disease progression in soft tissue based on RECIST v1.1 criteria with or without PSA progression

- Radiographic disease progression in bone based on PCWG3-Modified RECIST v1.1, defined as the appearance of
2 2 new bone lesions on bone scan with or without PSA progression

Progression > 4 weeks since last flutamide treatment or > 6 weeks since last bic: ide or nil i in
participants who received first generation ADT prior to enroliment

Metastatic disease documented by either bone lesions on bone scan and/or soft tissue lesions per RECIST v1.1 by CT/MRI

« Prior treatment with 1 or 2 ARPI(s) (eg, abiraterone acetate, enzalutamide, apalutamide, or darolutamide) for
nonmetastatic HSPC, mHSPC, nonmetastatic CRPC, or mCRPC and progressed during or after 2 8 weeks of treatment

Ongoing androgen deprivation with serum testosterone < 50 ng/dL (< 1.7 nM)

Prior treatment with PARPI if indicated by local approved regimen or were deemed ineligible to receive PARPi by the
Investigator

Participant
and disease
characteristics

. B7-H3 prior to from testing of:

— Core or excisional biopsy from soft tissue (not previously irradiated and obtained after disease progression on the most
recent prior therapy) in participants with soft-tissue disease or

- Archival soft-tissue tumor sample in participants with bone-only disease
+ ECOG performance status < 1
+ Adequate organ function

criteria

Key Exclusion Criteria

+ Gastrointestinal disorder affecting absorption, or unable to swallow tablets/capsules
« History of ILD/pneumonitis, irrespective of prior steroid use, current ILD, ILD that cannot be ruled out at screening, or

Medical suspected ILD
conditions « Clinically severe pulmonary p resulting from i y illnesses
+ CTCAE grade 23 penpheral neuropathy, except when due to trauma
.l or si disease
* Prior with a t based agent for mCRPC
— Docetaxel for HSPC is allowed provided there was no radiographic disease progression < 1 year after the last dose of
Prior/ docetaxel
g:;r:::rymtant « Prior with X or other B7-H3-targeted agents, including I-DXd
« Prior discontinuation of an ADC that consists of an exat due to lated toxicities
+ Chronic steroid treatment (dose of > 10 mg daily prednisone equivalent)
ADC, anti-drug conjugate; ADT, therapy; ARPI, andr pathway inhibitor; B7-H3, CD276; CRPC, ; CT, computed

CTCAE, Common Terminology Criteria o hevaree Everts 2CO, Easinn Cooperative Oncology Group; HSPC, hormane-sensitve prostate cancer; I-DXA, finatamab deruxtecan; ILD, ntersttal
mCRPC, metastatic prostate cancer; mHSPC, metastatic rostate cancer; MRI imaging; PARPI, poly-ADP-ribose polymerase
inhibitor, PCWGS3, Prostate Cancer Working Group 3; PSA, prostate-specific antigen; RECIST, Response Evaluation Criteria In Sokd Tumors

« Efficacy: Tumor imaging (computed tomography/magnetic resonance imaging) of the chest/abdomen/pelvis will be performed at screening,
every 6 weeks from allocation/randomization until week 48, then every 12 weeks to monitor for radiographic disease progression

« Safety: Adverse events and serious adverse events will be monitored from allocation/randomization through to the following days after
cessation treatment: 40 days for I-DXd, docetaxel and ¢ 14 days for abil acetate and predni: isolone, and
32 days for enzalutamide
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Table 3. Primary and secondary endpoints
Primary Endpoints

» Efficacy phase
— 2 50% reduction PSA response

« Efficacy phase and safety lead-in phase: DLT, AE, serious AE, study discontinuation due to AE
Secondary Endpoints
+ ORR: CR or PR per PCWG-modified RECIST v1.1 as assessed by BICR

« rPFS: Time from to the first
death from any cause, whichever occurs first

disease per PCWG-modified RECIST v1.1 as assessed by BICR, or

+ OS: Time from allocation/randomization to death due to any cause

+ DOR: Time from first documented evidence of CR or PR until disease progression or death due to any cause, whichever occurs first
+ TFST: Time from allocation/randomization to initiation of the first subsequent anticancer therapy or death, whichever occurs first

to PSA prog

* PSA Time from allocatior
« TTPP: Time from

to pain progression as by Item 3 of the BPI-SF and AQA score

AE, adverse event: AQA, Analgesic Quantification Algorithm; BICR, blinded independent central review; BPI-SF, brief pain inventory-short form: CR, complete response; DLT, dose-limiting toxicity:
DOR, duration of response; ORR. objective response rate; OS, overall survival, PCWG, Prostate Cancer Working Group; PR, partial response; PSA, prostate-specific antigen; RECIST, Response
Evaluation Criteria In Solid Tumors; rPFS, radiographic progression-free survival; TFST, time from allocation/randomization to initiation of the first subsequent anticancer therapy; TTPP, time to pain
progression.

Analyses

« The intent-to-treat population will be used for the primary efficacy analyses in the efficacy phase; all randomized participants will be included
in this population

« The all-participants-as-treated population will be used for the safety data, consisting of all allocated participants in the safety lead-in phase
who received 2 1 dose of study intervention and all randomized participants in the efficacy phase who received 2 1 dose of study intervention

« Participants within the same investigational treatment arm at the same dose level/frequency in the safety lead-in phase and efficacy phase
will be pooled in the safety analysis

Current status
« The IDeate-Prostate01 study began on July 03, 2025, and enroliment is currently ongoing globally (Figure 2)

Figure 2. Map of IDeate-Prostate02 currently enrolling study sites (since July 2025)
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IDeate-Prostate02: Phase l/ll Umbrella Substudy of Ifinatamab Deruxtecan-Based
Treatment Combinations or as Monotherapy in Previously Treated mCRPC

End of T(eatment

Trial Identifier: NCT06863272

Arm 1: Efficacy Phase
Docetaxel at 75 mg/m? IV q3w

v

v

(with prednisone/prednisolone at 10 mg/day po or per label)
4 N n=~80 to ~100
Sample size:
~360 participants Arm 2: Efficacy Phase :
I-DXd at 12 mg/kg IV q3w >

Stratification for n=~80 to ~140 -
Randomization Allocation § Arm 3: Follow-up
*BrHaexpiesdon: - Arm 3: L en i v 2 g | Recaven e

High vs. Low Randomization Safety Lead-in , 10, g/kg IV q : ry EfﬁC.acy

+ opevesostat at 5 mg po bid ] Follow-up " »  Survival
« Metastasis location: Allocated (with fludrocortisone at 0.1 mg po qd and dexamethasone B Up to ~24 K
. n=~10 at 1.5 mg po qd [adjusted as required]) : PR weess
Liver vs. Bone n=~50 ; after
only vs. Other opevesostat
' discontinuation
Arm 4: Efficacy Phase P\
\ # Arm 4: 1-DXd at 8, 10, or 12 mg/kg IV q3w =
Safety Lead-in + abiraterone acetate at 1000 mg po qd >
Allocated (with prednisone/prednisolone at 10 mg/day po or per label)
n=~10 or enzalutamide at 160 mg po qd
n=~50
Efficacy Phase (Arms 1-4) Combination Safety Lead-In (Arms 3-4)
Primary oblactives To evaluate safety and tolerability To evaluate safety and tolerability
¥ 08 To evaluate PSA response rate To establish the RP2D for the treatment combinations

To evaluate: ORR, rPFS, OS, DOR, TFST,

CHEaI A OIIGELIVaS time to PSA progression, TTPP

DeBono J et al. Genitourinary Cancer Symposium 2026;Abstract TPS297.



|IDeate-Prostate01: A Phase 3, Randomized, Open-Label Study of Ifinatamab

Deruxtecan versus Docetaxel in Participants with Previously Treated Metastatic

Castration-Resistant Prostate Cancer

R. R. McKay,' M. Tang,2 J. Zhang,3 J. Todoric,3 K. Imai,3 A. A. Azad*
"Moores Cancer Center, University of California San Diego Health, CA, USA;

2Daiichi Sankyo, Inc., Basking Ridge, NJ, USA; 3Merck & Co., Inc., Rahway, NJ, USA;
4Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia

Background

for ic castration-resistant prostate cancer (NCRPC) include androgen-deprivation therapy (ADT) plus systemic
androgen-receptor pathway inhibitors (ARPIs), taxanes, radi icals, or targeted

Despite multiple available therapies with diverse mechanisms of action, eventual disease progression is highly likely following each treatment?

There remains a critical and urgent unmet medical need for novel treatments that improve outcomes and delay disease progression with a
manageable safety profile

B7-H3 (CD276), a type | transmembrane protein, is part of the B7 family of immune-regulatory ligands that is overexpressed in various
cancers, including mCRPC#-6

B7-H3 overexpression is associated with poor prognosis and ¢
checkpoint inhibitors+-8

Ifinatamab deruxtecan (I-DXd; MK-2400/DS-7300a) is a B7-H3-directed antibody-drug-conjugate with a plasma-stable tetrapeptide-based
cleavable linker and the potent topoisomerase | inhibitor payload DXd®-'t

Preliminary results from the first-in-human phase 1/2 IDeate-PanTumor01 study of I-DXd demonstrated antitumor activity and manageable
safety in multiple solid tumors, including heavily pretreated mCRPC0:1

IDeate-Prostate01 (NCT06925737) is a phase 3, randomized, open-label study designed to evaluate the efficacy and safety
of I-DXd versus docetaxel in participants with mCRPC previously treated with 1 or 2 ARPIs

Dual Primary
« To compare overall survival (OS) with I-DXd versus docetaxel in participants with mMCRPC
« To compare radiographic progression-free survival (rPFS) with I-DXd versus docetaxel in participants with mCRPC

el to cancer including immune

Secondary

+ To evaluate time to first subsequent therapy, objective response, duration of response, time to pain progression, time to prostate-specific
antigen (PSA) progression, PSA response, and time to first symptomatic skeletal-related events, and safety

Study design, participants, and treatment
« The study design of IDeate-Prostate01 is shown in Figure 1 and the key eligibility criteria are listed in Table 1

Figure. 1 IDeate-Prostate01 study design

Sample size: ~1,440 participants | Arm 1
1-DXd
12 mgrkg IV q3w.
N = ~720 participants

Stratification for randomization
+Metastasis: Liver vs. Bone only vs. Other
*Geographic location: Region 1 (Australia, European Union, Israel,
Japan, South Korea, Switzerland, United Kingdom, and United Arm 2
States of America) vs. Rest of the world Docetaxel
+B7-H3 expression: High vs Low vs. Unevaluable 75 mg/m2 IV q3w
. ifi i (with prednisone/prednisolone
;r;?;g;c;e; vs'INo e antigen-t ted 10 mg/day po or per label)
' N = ~720 participants

B7-H3, CD276; I-DXd, ifinatamab deruxtecan; IV, lrlmvcreus PO, pev oral; q3w, every 3 weeks; R, randomization.
Treatment may continue until adverse events, intercurrent ilness that prevents further administration of study intervention,
Investigetors docsion o Gscontinds he paricpant, wihkkow el fcongert, o Sampese i e requiring cessation of treatment

Assessments
« The primary and secondary endpoints of the IDeate-Prostate01 study are shown in Table 2
« Assessments for efficacy:

— Treatment response will be assessed using Prostate Cancer Working Group-modified Response Evaluation Criteria In Solid Tumors v1.1:
soft tissue lesions per soft tissue rules (maximum 5 target soft tissue lesions, 2 per organ), and bone lesions per bone lesion rules

+ Soft tissue and bone responses will be to ine overall ic

~ Tumor imaging (computed tomography/magnetic resonance imaging) of the chest/abdomen/pelvis along with whole-body Tc99m bone
scan will be performed at screening, every 6 weeks from randomization until week 48, then every 12 weeks to monitor for radiographic
disease progression

+ Bone disease progression will be confirmed by a follow-up bone scan 2 6 weeks after initial radiographic evidence of disease progression

Presented at the American Society of Clinical Oncology Genitourinary Cancers Symposium; San Francisco, CA, USA & Online; February 26-28, 2026

Table 1. Key eligibility criteria
Key Inclusion Criteria

Demographics « 2 18 years at the time of providing informed consent

Histologically or cyf inoma of the prostate without small cell histology
« Prostate cancer progression on ADT (or post bilateral orchiectomy) < 6 months prior to screening by means
of 2 1 of the following:
— Clinical disease p! ion (per ) and PSA progression
- Radiographic disease progression in soft tissue based on RECIST v1.1 criteria
- Radiographic disease progression in bone based on PCWGS3, defined as the appearance of 2 2 new bone
lesions on bone scan
Participant « Evidence of progression > 4 weeks since last flutamide treatment or > 6 weeks since last bicalutamide or
and disease nilutamide treatment, in participants who received first-generation ADT prior to enroliment
characteristics « Current evidence of metastatic disease documented by either bone lesions on bone scan and/or soft tissue
disease by CT/MRI
* Received prior treatment with 1 or 2 ARPI(s) (eg, abiraterone acetate, enzalutamide, apalutamide, or
dardutamide) for nonmetastatic HSPC, mHSPC, nonmetastatic CRPC, or mCRPC and progressed during or
after at least 8 weeks of treatment
Ongoing androgen deprivation with serum testosterone < 50 ng/dL (< 1.7 nM)
« Prior treatment with PARPi if indicated by local approved regimen or deemed ineligible to receive PARPi
treatment by the Investigator

.

ECOG performance status < 1

« Provided tumor tissue from a core or excisional biopsy from soft tissue not previously irradiated and obtained
after disease progression on the most recent prior therapy

« Adequate organ function

Additional criteria

Key Exclusion Criteria

+ History of (noninfectious) ILD/pneumonitis that required steroids or current ILD/pneumonitis and/or suspected

Medical ILD/pneumonitis that cannot be ruled out by standard
conditions + CTCAE v6.0 grade z 3 peripheral neuropathy, except when due to trauma
o Ur or i Jlar disease
. ived prior with a t: based agent for "CRPC

X — Docetaxel for HSPC is allowed provided there was no radiographic disease progression < 1 year after the
Prior/ last dose of docetaxel
Concotnitant Pri ith orlotamab, enobli b, or other B7-H3 d including I-DXd
therapy + Prior treatment with orlotamab, enoblituzumab, or other B7-H3-targeted agents, including |-
« Prior discontinuation of an ADC that consists of an exatecan derivative due to treatment-related toxicities
« Chronic steroid treatment
ADC, antibody drug conjugate; ADT, androgen-deprivation therapy, ARPI, androgen-receptor pathway inhibitor; B7-H3, CD276; CRPC, castration-resistant prostate cancer; CT, computer tomography.

CTCAE: Comman Termincogy Creria or Adverse Events: ECOG, Eastem Cooperaive Oncology Group; HSPC, homone-sensilve postate cancer DX, natamab derutecar: LD, nerstal g
disease: MCRPC, metastatic castration-resistant prostate cancer; mHSPC, metastatic hormone-sensitive prostate cancer; MRI, imaging; PARPI, iphosp!

polymerase inhibitor, PCWG3, Prostate Cancer Working Group 3; PSA, prostate-specific antigen; RECIST v1.1, Response Evaluation Criteria in Soid Tomors version 11

« Assessments for safety will include monitoring of adverse events (including infusion-related reactions), serious adverse events from
randomization through 40 days after cessation of study intervention, and followed until resolution, stabilization, the event is otherwise
explained, or the participant is lost to follow-up

Analyses

. Theydual primary endpoints (fPFS and OS) will be assessed for the intent-to-treat population, which will include all randomized participants
+ Objective response will be assessed in all randomized participants with measurable disease at baseline

« The safety analysis population will include participants who received at least 1 dose of study intervention

« The study would be considered positive if either 1 or both of the dual primary endpoints are met
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Table 2. Primary and secondary endpoints criteria
Dual Primary Endpoints
OS: Time from randomization to death due to any cause

rPFS: Time from randomization to radiographic progression per PCWG-modified RECIST v1.12 by BICR or death due to any cause,
whichever occurs first

Secondary Endpoints
« TFST: Time from randomization to initiation of the first subsequent anticancer therapy or death, whichever occurs first
« OR: Confirmed CR or PR

« DOR: Time from the earliest date of first evidence of

death from any cause, whichever comes first

CR or PR until the earliest date of disease progression or

« TTPP: Time from randomization to pain progression as determined by brief pain inventory-short form item 3 “worst pain in 24 hours” and
analgesic quantification algorithm score
« Time to PSA prog

: Time from on per PCWG3 criteria’?

1to PSA p

« PSA response: Having a postbaseline PSA reduction 2 50% from baseline with a consecutive confirmation assessment at least 3 weeks
later per PCWG3 criteria’2

« Time to first SSRE: Time from ion to the first of any of the following symptomatic skeletal related events:
1. Use of external beam radiation therapy to prevent or relieve skeletal symptoms
2. New symptomatic pathologic bone fracture (vertebral or nonvertebral)
3. Spinal cord compression
4. Tumor-related orthopedic surgical intervention

« Safety (AEs; study intervention discontinuation due to AEs)

AE, adverse event; BICR, blinded independent central review; CR, complete response; DOR, uration of response; OR, objective response; OS, overall survival: PCWG, Prostate Cancer Working Group:
PCWG3, Prostate Cancer Working Group 3; PR, partial response; PSA, prostate-specific antigen; RECIST v1.1, Response Evaluation Criteria In Soiid Tumors version 1.1; 1PFS, radiographic progression-
free survival; SSRE, symptomatic skeletal-related event; TFST, time to iniiation of the first subsequent anticancer therapy: TTPP time to pain progression.

urrent status

+ The IDeate-Prostate01 study began on May 13, 2025, and enroliment is currently ongoing globally (Figure 2)

Figure 2. Map of IDeate-Prostate01 currently enrolling (since May 2025) and planned study sites
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IDeate-Prostate01: Phase lll Study of Ifinatamab Deruxtecan Versus
Docetaxel in Previously Treated mCRPC

Trial Identifier: NCT06925737
7~

Sample size: ~1,440 participants IABT(;
Stratification for randomization 12 mg/kg IV q3w
- Metastasis: Liver vs. Bone only vs. Other ; N = ~720 participants
» Geographic location: Region 1 (Australia, European Union, Israel,
Japan, South Korea, Switzerland, United Kingdom, and United Arm 2
States of America) vs. Rest of the world Docetaxel
* B7-H3 expression: High vs Low vs. Unevaluable 75 mg/m2 IV q3w
» Prior prostate-specific membrane antigen-targeted radionuclide (itipredhisane preditiebione
therapy: Yes vs. No 10mgday parer Bt Iael
L N = ~720 participants

Dual Primary Endpoints

OS: Time from randomization to death due to any cause

rPFS: Time from randomization to radiographic progression per PCWG-modified RECIST v1.1'2 by BICR or death due to any cause,
whichever occurs first

McKay RR et al. Genitourinary Cancer Symposium 2026;Abstract TPS294.
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tulmimetostat in combination

with luxdegalutamide versus
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TulmiSTARO1: Study Design

Phase | (Part 1b)?
Dose expansion and
optimization

Phase | (Part 1a)®
Dose escalation

Phase Il (Part 2)°

Tulmimetostat
RP2D QD

Tulmimetostat

Dose 1 QD
+

Luxdegalutamide QD"

Tulmimetostat QD
at escalating

doses)
&=

+
Luxdegalutamide QD¢

Luxdegalutamide QD
(at 2 different
doses)

1:1

Tulmimetostat

Dose 2 QD
+

Luxdegalutamide QD"

SOC (ARPI,

chemotherapy, or
[Lu]Lu-PSMA-617)¢

= oem e mm oem = Em = Em mm mm Em R e B Em e Em Ee B Em e Em e e Em e En E= ER Em Em e Em em mm Em E= Em = B = E= == =

“Patients are required to continue ADT and the GnRH analog/antagonist or undergo orchiectomy to achieve castrate levels of testosterone (<50 ng/dL or <1.7 nmol/L); *The dose of
luxdegalutamide (100 mg or 300 mg) will be determined based on the totality of data from Part 1a, and this may differ in the 2 arms; “The dose of luxdegalutamide will be selected dose from
Part 1b; “Randomization will be stratified by the investigator's choice of SOC and the choice of SOC is at the discretion of the investigator and based on local regulations/regional access.

Armstrong A et al. ASCO GU 2026



TulmiSTARO1: Key Points

« TulmiSTAR-01 (NCT07206056) is a phase I/ll, open-label, global, multicenter
study assessing the safety and efficacy of the combination of tulmimetostat and
luxdegalutamide versus SOC in patients with progressive mCRPC.

» Phase | consists of dose-escalation component (Part 1a), followed by dose-
expansion and dose-optimization (Part 1b). Phase Il (randomized design) aims
to compare the combination of tulmimetostat plus luxdegalutamide with SOC in
taxane-naive patients with mCRPC.

» Primary endpoints include the evaluation of recommended dose(s),
pharmacokinetics, safety, and tolerability of the tulmimetostat plus luxdegalutamide
combination in phase | and PSA50 response at 6 months compared to SOC in
taxane-naive patients with mCRPC in phase Il.

« The secondary efficacy endpoints include PSA50 response at 3, 9, and 12 months,
rPFS, OS, ORR, BOR, DOR, and TTSSE.
4 ™
Tulmimetostat is also being investigated in mHSPC (TulmiSTAR-02, NCT07190300).
Please refer to the poster below, which is also being presented at ASCO GU 2026:

TPS302: TulmiSTAR-02: A phase /Il open-label study of dose escalation
and expansion of tulmimetostat in combination with darolutamide versus
darolutamide, and tulmimetostat with abiraterone in patients with metastatic
hormone-sensitive prostate cancer.

Armstrong A et al. ASCO GU 2026



Phase 1 trial of pasritamig for mAPMR PC — Baseline Patient

Characteristics

All-Treated
Population
(SC/IV)

Total
N=174

RP2D Safety

Population
(IV Only)?

All-Treated
Population
(SC/IV)

Total
N=174

RP2D Safety
Population
(IV Only)?

Age, years, median (range) 69.0 (36, 89) 70.0 (36, 89) Lines of prior systemic 4.0 4.0
ECOG PS. n (%) therapy, median (range) (1.0, 13.0) (1.0, 10.0)

0 88 (50.6) 25 (55.6) Prior therapy, n (%)

1 86 (49.4) 20 (44.4) ARPI 173 (99.4) 45 (100.0)
Baseline PSA, ng/mL 748 584 Taxane chemotherapy® 136 (78.2) 34 (75.6)
(range) (0.0, 2612.0) (0.1, 2117.6) 1 regimen 46 (26.4) 14 (31.1)
Disease location,” n (%) >1 regimen 90 (51.7) 20 (44.4)

Bone 153 (88.4) 40 (90.9) Lu-177 PSMA RLT 31(17.8) 17 (37.8)

Lymph node 81 (46.8) 17 (38.6)

Visceral 42 (24.3) 5(11.4)

Liver 18 (10.4) 1(2.3)

Stein MN et al, J Clin Oncol 2025; 43: 2516-26.




Phase 1 trial of pasritamig for mMAPMR PC - Safety and RP2D

TRAESs in 210% of All Participants All-Treated RP2D Safety
Population Population
(SCNV) (IV Only)
Injection-site _| N=174
reaction
Participants with 21 TRAE, n (%) 144 (82.8) 27 (60.0)
Serious TRAES, n (%) 12 (6.9) 2 (4.4)2
Fatigue — Grade 23 TRAES, n (%) 17 (9.8) 2 (4.4)
Grade
o TRAES leading to 1(0.6) 0
H> treatment discontinuation, n (%) .
Cytokine release ms 5
syndrome 7| RP2D safety population (IV 3.5 mg D1, 18 mg D8, 300 mg D15 then Q3W/Q6W):
» CRS occurred in 4 pts (8.9%), all Grade 1 (fever only) and did not require
tocilizumab — no TRAEs reported in 40% of patients
'”fUSiO“r'éggEgg - - IRRs were seen in 24.4% of participants
— Management was limited to mostly antipyretics; no steroid or epinephrine was
given
| | I I | | I | I | I | I | I

70 60 50 40 30 2010 O 10 20 30 40 50 60 70
Participant incidence rate (%)

No TRAEsSs led to treatment discontinuation, dose reduction, ICANS, or death
The only Grade 3 TRAEs were transient AST/ALT increases and neutropenia
No DLTsP

All treated (SC/IV), N=174  RP2D safety (IV only), N=45

~

Stein MN et al, J Clin Oncol 2025; 43: 2516-26.




Phase 1 trial of pasritamig for mAPMR PC — RP2D Efficacy

®
1]

L

|

=
L]

RP2D efficacy, N=33

®m Prior Taxane
m Prior Taxane and prior Lu-177
L 4

First confirmed PSA50
On treatment as of cut-off date

# Lines prior therapy
NN aAaNOLWOWAONOWOIORR2OOLUNAEBABNNANODaANOIO A

12 24 36 48 60 T2
Weeks

o-

Stein MN et al, J Clin Oncol 2025; 43: 2516-26.



Year in Review: Clinical Investigator Perspectives on the
Most Relevant New Datasets and Advances in Oncology

Menin Inhibitors in Acute Myeloid Leukemia
A CME/MOC-Accredited Live Webinar

Thursday, March 26, 2026
5:00 PM -6:00 PM ET

Faculty

Amir Fathi, MD
Eunice S Wang, MD

Moderator
Neil Love, MD RTP. .. B



Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback is
very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME, ABIM
MOC and ABS credit is provided in the Zoom
chat room. Attendees will also receive an email
in 1 to 3 business days with these instructions.

RT zeﬁfewew l
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