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non-FDA-approved uses of agents and regimens.

Please refer to official prescribing information for
each product for approved indications.



We Encourage Clinicians in Practice to Submit Questions

Q Q Q

g @ ¥ 0

Q

0 g

Research

Feel free to submit questions now before the program
begins and throughout the program.

TO PRACTICE




Familiarizing Yourself with the Zoom Interface

RTP Coordinat...

& Recording...

Nancy L Bartlett, MD

Professor of Medicine

Koman Chair in Medical Oncology
Washington University School of Medicine
St Louis, Missouri

Carla Casulo, MD

Associate Professor of Medicine

Division of Hematology/Oncology

Director, Hematology/Oncology Fellowship Program
University of Rochester

Wilmot Cancer Institute

Rochester, New York

Christopher R Flowers, MD, MS

Chair, Professor

Department of Lymphoma/Myeloma

The University of Texas MD Anderson Cancer Center
Houston, Texas

RTP Mike Rivera Lisa Suarez

Jonathan W Friedberg, MD, MMSc
Samuel E Durand Professor of Medicine
Director, James P Wilmot Cancer Institute
University of Rochester

Rochester, New York

Brian T Hill, MD, PhD

Director, Lymphoid Malignancy Program
Cleveland Clinic Taussig Cancer Institute
Cleveland, Ohio

Brad S Kahl, MD

Professor of Medicine

Washington University School of Medicine
Director, Lymphoma Program

Siteman Cancer Center

St Louis, Missouri

Chat
Me to Panelists

Welcome and thank you for
attending! To access the slides
from today's session please use
the link below.

http://
images.researchtopractice.com/
2021/Meetings/Slides/
MTP_ToGo_CLL_2021_Aprill.pdf

Me to Panelists and Attendees 4:32 PM

Welcome and thank you for
attending! To access the slides
from today's session please use
the link below.

http://
images.researchtopractice.com/
2021/Meetings/Slides/
MTP_ToGo_CLL_2021_Aprill.pdf

Ml Panelists and Attendees ~

Type message here...

Drag the white line above the submission box up to create

more space for your message.




Familiarizing Yourself with the Zoom Interface

R
fe
RTP Coordinator ) ' Kirsten Miller RTP Mike Rivera Lisa Suarez
5} A

Research To Practice CME Planning Committee Members,
Staff and Reviewers

& Recording...

Planners, scientific staff and independent reviewers for Research To Practice
have no relevant conflicts of interest to disclose.

Chat
Me to Panelists

Welcome and thank you
for attending! To access
the slides from today’s
session please use the link
below.

http://
images.researchtopractice
.com/2021/Meetings/
Slides/

MTP_ToGo CLL 2021 April
1.pdf

Me to P.
Attendees

Welcome and thank you
for attending! To access
the slides from today’s
session please use the link
below.

http://
images.researchtopractice
.com/2021/Meetings/
Slides/
MTP_ToGo_CLL_2021_April
1.pdf

[ Panelists and Attendees ~ |

Type message here

Press Command (for Mac) or Control (for PC) and the + symbol.
You may do this as many times as you need for readability.




Clinicians in the Audience, Please Complete
the Pre- and Postmeeting Surveys

Participants (10)

o John Smith - . — Q Johin Smith
@ Mory e . Regulatory and reimbursement issues aside, whim @ Moy air
— . © nerworme : would you recommend for a 65-year-old patient o= © rrwain :
N . T e nephrectomy for clear cell renal cell carcinoma (| ) e
Optlmlzmg the Selection an S Speepes D somvossen follow-up 3 years later is found to have asympto """ @ sonnnoskes
- - - R A PSR SN, Allcs Suare ? Pombrokrumatysdind Alice Suarez
of Therapy for Patients wi g ) &0 R g :
S - Jano Porez . — . Jano Porez
Gastrointestinal Ca © roowsom Nivolumab/ipilimumab S —— © rotwasim
Avelumab/axitinib Tyrosine kruase mhator (TK) monotheragy
Wednesday, August 25, A Pembrolizumab/axitinib A PO-APD-L1 monotheray o
5:00 PM - 6:00 PM E @) Ashox Kumar @) Asnox Kumar

Faculty
Wells A Messersmith,

Moderator
Neil Love, MD

(Y A P A 2o 2w 2a ® @

Join Audio Start Video Invite Participants

Q Joromy Smith

Mute Me Raise Hand

(R}
Join Audio

A~

Val

Start Video

~

ik
2.
3:
4.
5.
6.
7.
8.

Pembrolizumab/lenvatinib

Nivolumab/cabozantinib

Tyrosine kinase inhibitor (TKI) monotherapy

Anti-PD-1/PD-L1 monotherapy
Other

5 v

Invite Participants

Other

o Joromy Smith

Mute Me Raise Hand

RESEARCH
TO PRACTICE




Prostate Cancer — Proceedings from

a Multitumor Symposium in Partnership —
with Florida Cancer Specialists & ( . )
Research Institute
ONCOLOGY
DR EMMANUEL S ANTONARAKIS H

UNIVERSITY OF MINNESOTA

DR MATTHEW R SMITH

MASSACHUSETTS GENERAL HOSPITAL CANCER CENTER

Dr Emmanuel S Antonarakis and Dr M:
Prostate Cancer — Proceedings from

~\) Listenon . o Listenon
M Apple Podcasts e Spotify ® Il ®




Exciting CME Events You Do Not Want to Miss
A Friday Satellite Symposium Series Preceding the 67t ASH Annual Meeting

Friday, December 5, 2025

Myelofibrosis and
Systemic Mastocytosis

3:15 PM -5:15 PM ET

Acute Myeloid Leukemia
7:30 AM -9:30 AM ET

Follicular Lymphoma and
Diffuse Large B-Cell Lymphoma
7:00 PM -9:00 PM ET

Chronic Lymphocytic Leukemia
11:30 AM-1:30 PM ET




Cases from the Community: Investigators Discuss the
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non-FDA-approved uses of agents and regimens.

Please refer to official prescribing information for
each product for approved indications.
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Key Datasets in Prostate Cancer

Fizazi K et al. A phase Ill study of capivasertib (capi) + abiraterone (abi) vs placebo (pbo) + abi in
patients (pts) with PTEN deficient de novo metastatic hormone-sensitive prostate cancer
(mHSPC): CAPItello-281. ESMO 2025;Abstract 23830.

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

Galceran JC et al. Time to response with talazoparib (TALA) + enzalutamide (ENZA) in patients
(pts) with metastatic castration-resistant prostate cancer (mCRPC) in TALAPRO-2. ESMO
2025;Abstract 2428P.

Freedland S et al. EMBARK: Overall survival with enzalutamide in biochemically recurrent
prostate cancer. ESMO 2025;Abstract LBA87.

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




Key Datasets in Prostate Cancer (Continued)

 Tagawa S 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 LBAG.

Nguyen P et al. Randomised phase lll trial of androgen deprivation therapy (ADT) with radiation

therapy with or without enzalutamide for high risk, clinically localised prostate cancer: ENZARAD
(ANZUP 1303). ESMO 2025;Abstract LBAS86.




Capivasertib for mHSPC

* Fizazi K et al. A phase lll study of capivasertib (capi) + abiraterone (abi) vs
placebo (pbo) + abi in patients (pts) with PTEN deficient de novo metastatic

hormone-sensitive prostate cancer (mHSPC): CAPItello-281. ESMO
2025;Abstract 23830.
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Capivasertib plus abiraterone in PTEN-deficient metastatic hormone-
sensitive prostate cancer: CAPItello-281 phase I study*
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Phase Il CAPItello-281 Study Design

CAPltello-281 Study Design

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

Patients with PTEN deficient Capi rtib 400 mg BID
de novo mHSPC apivaseril 4 days on, 3 days off
» PTEN deficiency: Abiraterone/pred 1000 mg/5 mg QD
(diagnostic cut-off of 290% of viable + ADT +ADT

malignant cells with no specific
cytoplasmic staining by IHC)*

1,012 patients
— l.e. £10% of cells expressing PTEN (Ril)
by IHC
400 mg BID
Of ~6,200 patients submitting tumour

Current analysis

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

Exploratory post-hoc
PTEN deficiency subgroups

tissue 97% had a valid IHC result and Abiraterone/pred 1000 mg/5 mg QD
25% were PTEN deficient + ADT +ADT
Stratification factors:t Rl L !
M1 volume (CHAARTED criteria) and visceral mets Enrolment period
- Geography 13 July 2020-5 Feb 2024

Primary rPFS DCO Final 0S DCO
7 Oct 2024 Planned for 522 deaths

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

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

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

Fizazi K et al. ESMO 2025;Abstract 23830.
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Phase lll CAPItello-281: Investigator-Assessed rPFS

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

1.0
Events, n (%) 183 (36.1) 215 (42.6)
0.8 Median rPFS, months (95% CI) 33.2 (25.8,44.2)  25.7 (22.0, 29.9)
HR (95% ClI) 0.81 (0.66, 0.98)
»
o i P-value 0.034
s O
-
:
S 04 i |
o I 1
.[ months . .Z montns
25.7 months | 7.5months ! 33.2 th
027 | !
—+—— Capivasertib + Abiraterone (N=507) ! !
—+— Placebo + Abiraterone (N=505) : :
0.0 T T T T T T T T T T . T T T 1

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

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

507 460 435 353 282 233 217 165 123 93 69 62 41 21 6 0
505 479 440 359 276 215 198 154 113 83 59 51 37 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
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Phase Il CAPItello-281: Interim OS

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

1.9 Events,n (%) 129 (254) 138 (27.3)
Median OS, months (95% CI)  NC (42.5, NC) NC (NC, NC)
0.8 HR (95% ClI) 0.90 (0.71, 1.15)
P-value 0.401
3
- 0.6
B D
E
(1]
S 047
o
02
—+—— Capivasertib + Abiraterone (N=507)
=+ Placebo + Abiraterone (N=505)
00 ! ! | | | | | | | | | | | | | 1
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)

507 487 476 447 400 335 286 242 199 164 128 96 60
505 494 479 449 388 330 273 227 188 153 113 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

42 22 7 0
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Fizazi K et al. ESMO 2025;Abstract 23830.
Fizazi K et al. Ann Oncol. 2025 Oct 19:50923-7534(25)04936-1.



Phase Il CAPItello-281: Common Adverse Events

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

Diarrhoea 519/6.2 L 8.0/04

Hyperglycaemia* 38.0/10.3 129/0.6
Rasht 3547123 7.0/0.2

Anaemia 239152 12711.0
Hypokalaemia 22118.7 127148
Hypertension 19.9/58 239178
Fatigue 159/04 125708

ALT increased 141144 133134
Urinary tract infection 13.7/4.2 10.1/1.2
AST increased 129/26 11.712.0
Nausea 121/0.6 4410.0
COVID-19 11.7/08 8.7/0.6
Asthenia 11.3/038 5.0/04
Pyrexia 109/1.2 28/0.0

Hot flush 10.5/0.2 13.570.0
Pruritus 10.5/0.2 26700

Back pain 99/0.6 109/0.0
Constipation 8.3/0.2 119/0.0

Arthralgia 76/0.4 . . . 10'.1 104 . :
100 80 60 40 20 0O 20 40 60 80 100

Diabetic ketoacidosis was reported in 6 patients (1.2%) in the capi + abi arm, and 0 patients in the pbo + abi arm.
*Grouped term (includes the preferred terms of blood glucose increased, hyperglycaemia). TGrouped term (includes the preferred terms of erythema, rash, rash erythematous, rash macular, rash maculo-papular, rash popular, rash pruritic).
abi, abiraterone; AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; capi, capivasertib; pbo, placebo
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Phase Ill CAPItello-281: Authors’ Conclusions

« Patients with PTEN deficient mHSPC have poor prognosis and reduced benefit from current SoC

« CAPltello-281 met its primary objective showing a statistically significant rPFS benefit with capi + abi vs pbo + abi

— Median rPFS: capi + abi arm 33.2 months vs pbo + abi 235.7 months (HR 0.81, 95% CI 0.66, 0.98; P =0.034)

* Consistent benefits were also observed in secondary endpoints and clinically relevant pre-defined subgroups

— OS was immature and further follow-up is planned
* Post-hoc analyses at increased PTEN cutoffs showed greater treatment effect with capi + abi

* The most common Grade =3 AEs of rash and hyperglycaemia are expected with AKT inhibition

Capivasertib in combination with abiraterone represents a potential first-in-class

targeted treatment for patients with PTEN deficient mHSPC

Fizazi K et al. ESMO 2025:Abstract 23830. A
Fizazi K et al. Ann Oncol. 2025 Oct 19:50923-7534(25)04936-1.
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Dr McKay: Case Presentation
Patient: 66-year-old male

Clinical Course:

* De novo metastatic high-volume disease diagnosed February 2025
Prostate biopsy: Gleason 5+4=9, PSA 287 ng/mL

Widespread bone metastases throughout axial and appendicular skeleton
Multiple bilateral lung metastases (largest 1.4 cm)

Genomic sequencing of prostate biopsy tissue revealed PTEN loss

IHC confirmed PTEN loss in 95% of tumor cells

Started ADT + abiraterone 1000 mg daily with prednisone in March 2025

. iAdded capivasertib 200 mg BID (4 days on/3 days off schedule) based on PTEN
0SS

* Given instructions to start loperamide at first episode of diarrhea
* |Initiated close lab monitoring including glucose monitoring



PARP Inhibitors and Androgen Receptor Pathway Inhibitors for
Metastatic Prostate Cancer

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

* Galceran JC et al. Time to response with talazoparib (TALA) + enzalutamide
(ENZA) in patients (pts) with metastatic castration-resistant prostate cancer
(mCRPC) in TALAPRO-2. ESMO 2025;Abstract 2428P.
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First interim efficacy analysis of the Phase 1/2 PETRANHA trial of
saruparib + androgen receptor pathway inhibitors in patients with
metastatic prostate cancer

Arun Azad," Anthony M. Joshua,2 Mark Voskoboynik,® Peter Sankey,* Simon Pacey,’ Patrick Pilié, Elisabeth Heath,”
Andrew Weickhardt,® Laurence Krieger,® Consuelo Buttigliero,! Eleni Efstathiou,' Lisa Horvath,'? Robert Jones, '
Marco Maruzzo,'* Benjamin Webb,' Niedzica Camacho,® Younghwa Kim,'” Bruno De Paula,'” Tsveta Milenkova,'” Andrew Hudson'®

'Department of Medical Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia; “Department of Medical Oncology, Kingshom Cancer Centre,
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“Department of Oncology, University Hospitals Plymouth NHS Trust, Derriford Hospital, Plymouth, UK; “Department of Oncology,
Cambridge University Hospitals NHS Foundation Trust & Department of Oncology, Clinical School, ¥

University of Cambridge, Addenbrookes Hospital, Cambridge, UK; ®Department of Genitourinary
Medical Oncology, MD Anderson Cancer Center, Houston, TX, USA; "Department of Oncology,
Mayo Clinic Comprehensive Cancer Center, Rochester, MN, USA; ®Department of Medical
Oncology, Olivia Newton-John Cancer and Wellness Centre, Austin Health, Heidelberg,
Australia; *Department of Medical Oncology, Genesis Care, North Shore, Sydney, Australia;
19Department of Oncology, University of Turin at San Luigi Hospital, Orbassano, Italy;
11Department of Genitourinary Oncology, Houston Methodist Cancer Center,
Houston, TX, USA; "“Department of Medical Oncology, Chris O'Brien
Lifehouse, Camperdown, Australia; *University of Glasgow,

Beatson West of Scotland Cancer Centre, Glasgow, Scotland;

Oncology Unit 1, Istituto Oncologico Veneto 10V - IRCCS, Padova, Italy;
"Early Oncology Statistics, AstraZeneca, Cambridge, UK: '*Oncology Data
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R&D, AstraZeneca, Cambridge, UK; '®Department Clinical Oncology,

The Christie NHS Foundation Trust, Manchester, UK
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Phase 1/l PETRANHA Study Design

 Part A median duration of follow-up: 18.1 months (range, 0.2-28.2).

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

Patient population

» Adults aged =18 years Saruparib + Abiraterone acetate + Prednisone*
» Histologically confirmed mPC n=23"

* Investigator-assessed mCRPC or
de novo/recurrent mCSPC
*ECOG PS O or 1

* Irrespective of HRRm

Saruparib + Darolutamide
n=36"

Azad A et al. ESMO 2025;Abstract 2384MO.

Primary endpoint
Incidence of AEs

Key secondary
endpoints
ORR
DoR

PSA response
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Phase I/l PETRANHA Primary Endpoint: Incidence of

Adverse Events (AEs)

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

Fatigue 61.0

Anaemia 5.8

Nausea

Neutropenia
Constipation

Arthralgia

Dizziness

Platelet count decreased

Back pain

Diarrhoea

Dyspnoea
15.6 ® Any AE W Grade 23

T T T L} T 1

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

Lymphocyte count decreased

Azad A et al. ESMO 2025;Abstract 2384MO.

Grade 23 AEs occurred in 46.8% of
patients, with a relatively low incidence of
anaemia (19.5%) and Gl events (2.6%)'.

Any AE leading to discontinuation of
saruparib and ARPI occurred in 10.4%
and 3.9% patients, respectively.

No cases of myelodysplastic syndrome
were reported.
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Phase I/1l PETRANHA: Responses

Best overall responses

mCR =PR mSD
100 -
100 -
80 - i o
& 60 1 S 60
BN o0 [N /67 [ 000 P
K] 2
o 40 - £ 40 -
20 - 20 -
0 T T g 1 0 -
Prior ARPI mCRPC (n=8)  ARPI-naive mCRPC (n=15) mCSPC (n=6)
ORR: 25.0% ORR: 73.3% ORR: 100.0% HRRm
Non-HRRm

Azad A et al. ESMO 2025;Abstract 2384MO.

Rates of confirmed PSA-90 and undetectable PSA
®PSA-90 m Undetectable PSA'

100.0

n=18 n=19 n=29 n=30 n=19 n=24
Prior ARPI mCRPC ARPI-naive mCRPC mCSPC

1/5 0/5 57 317 4/ 3/4
(20.0%) | (0.0%) (71.4%) | (42.9%) (100%) | (75.0%)

0/10 0/10 5112 2112 8/8 10111
(0.0%) | (0.0%) (41.7%) | (16.7%) (100%) | (90.9%)
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Phase 1/1l PETRANHA: Authors’ Conclusions

«  Saruparib in combination with different ARPIs had manageable toxicity," with a comparable or lower incidence
of Grade =3 AEs than similar combinations of nonselective PARP inhibitors

 Interim efficacy results were promising, with high rates of responses irrespective of HRRm status.
—  ORR (73.3%) was high in patients with ARPI-naive mCRPC.

— Undetectable PSA levels were reached in 83.3% of patients with mCSPC.

« The Phase 3 EvoPAR-Prostate01 trial (NCT06120491) is currently ongoing and evaluating saruparib in
combinations with ARPIs in mCSPC.

Azad A et al. ESMO 2025;Abstract 2384MO.



Time to Response
With Talazoparib
Plus Enzalutamide in

Patients With Metastatic
Castration-Resistant

Prostate Cancerin
TALAPRO-2

Joan Carles,' Neeraj Agarwal,2 Arun A. Azad,® Stefanie Zschabitz,* André P. Fay,®
Steven M. Yip,® Jan Oldenburg,” Ugo De Giorgi,®* Neal D. Shore,°
Peter C. C. Fong,'°® Sarah Hanson,"" Matko Kalac," Xun Lin,”? Karim Fizazi'




Phase lll TALAPRO-2 Study: ORR, Time to Response and

Duration of Objective Response

Talazoparib Plus Enzalutamide Placebo Plus Enzalutamide
: Median Duration i edian Duration of
ORR;n/N ek AL Soft";'issuetOR,Of ORR;n/N ik UL Mssftr':'iss:ae g;,
mo (Range) mo (95% CI) mo (Range) mo (95% Cl)
Unselected cohort?® 61%; 72/119 2.0 (1.6-11.3) 20.4 (16.1-31.3) 44%; 57/130 1.9 (1.6-24.8) 19.8 (12.0-24.0)
HRR-non-deficient subgroup® 54%; 27/50 1.9 (1.6-11.0) 22.2(9.3-36.9) 36%; 20/56 1.9 (1.6-10.9) 21.4 (6.6-NR)
Undetermined HRR subgroup® 54%;13/24 3.5(1.7-8.2) 16.3 (7.4-NR) 62%; 21/34 21(1.6-5.3) 19.8 (9.0-34.1)
HRR-deficient subgroup* 71%; 32/45 2.1(1.6-11.3) 20.3 (10.3-35.4) 40%; 16/40 2.0 (1.6-24.8) 14.8 (6.3-41.5)
HRR-deficient cohort* 69%; 50/72 2.1(1.6-22.1) 22.1(14.4-32.2) 38%; 25/65 1.9 (1.6-24.8) 11.4 (7.1-16.6)

Cl=confidenca Interval; ctDNA=clIrculating tumor DNA; HRR=homologous recomblnation repalr; n=number of patlents with complete or partlial response; N=number of patlents with measurable disease; NR=not reached; OR=0b|ective rasponse;

ORR=0objective response rate; TTR=tima to objactive rasponse.

*By both ctDNA and tumor tissue test; 'HRR-deficlent by ctDNA or tumor tissue test and unknown by the other, or unknown by both; *By either ctDNA or tumor tissue test.

Galceran JC et al. ESMO 2025;Abstract 2428P.
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Phase Il TALAPRO-2: Authors’ Conclusions

The median TTR was short in patients

$ with mCRPC receiving talazoparib plus
enzalutamide (unselected cohort,

2.0 months; HRR-deficient cohort,

2.1 months) and those receiving placebo
plus enzalutamide (unselected cohort,
1.9 months; HRR-deficient cohort,

1.9 months)

The median time to PSA response was
1.9 months for patients in both cohorts
and consistent regardless of HRR gene
alteration status

TTR = time to response; mMCRPC = metastatic castration-resistant prostate cancer; HRR = homologous recombination repair;
PSA = prostate-specific antigen
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Galceran JC et al. ESMO 2025;Abstract 2428P.



Dr McKay: Case Presentation
Patient: 63-year-old male

Clinical Course:

Initial diagnosis 2019: Gleason 4+4=8, PSA 18.7 ng/mL, T3a disease on MRI
Treated with definitive radiation therapy + ADT for 2 years

PSA nadir 0.34 ng/mL after completion of therapy

2022: Rising PSA with rapid doubling time of 3 months

CT CAP and bone scan revealed retroperitoneal lymph nodes and 4 bone
metastases in spine and pelvis

Restarted ADT in late 2022
PSA responded well, dropping to 0.56 ng/mL

Maintained response for 1.5 years



Dr McKay: Case Presentation (Continued)

Clinical Course:
e Mid-2024: PSA rising to 5.6 ng/mL with imaging showing disease progression

e CT CAP and bone scan demonstrated retroperitoneal lymph nodes and 4 bone
metastases in the pelvis and spine.

* Germline testing revealed BRCA2 mutation
e Somatic tumor profiling from original RP specimen also showed BRCA2 mutation

 Started olaparib 300 mg BID + abiraterone 1000 mg daily with prednisone in April
2025

e PSA decreased from 12.8 to 0.9 ng/mL after 7 months

* Tolerating therapy with fatigue, anemia requiring initial dose hold, then resuming
with same dose with stability of anemia



Biochemically Recurrent Prostate Cancer

* Freedland S et al. EMBARK: Overall survival with enzalutamide in biochemically
recurrent prostate cancer. ESMO 2025;Abstract LBAS87.

 Aggarwal R et al. Final results from PRESTO: A phase lll 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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Overall survival with enzalutamide in
biochemically recurrent prostate cancer

Neal D. Shore," Murilo de Aimeida Luz,2 Ugo De Giorgi,® Martin Gleave,* Geoffrey T. Gotto,

Christopher M. Pieczonka,® Gabriel P. Haas,” Choung-Soo Kim,® Miguel Ramirez-Backhaus,® Antti Rannikko, '
Matko Kalac,"" Swetha Sridharan,'? Matt Rosales,’ Yiyun Tang,' Ronald F. Tutrone Jr,* Balaji Venugopal,'®
Arnauld Villers,'® Henry H. Woo,"” Fong Wang,'® and Stephen J. Freedland'®

'START Carolinas/Carolina Urologic Research Center, Myrtle Beach, SC, USA; ?Division of Urologic Oncology, Erasto Gaertner Hospital,
Curitiba, Brazil: *Department of Medical Oncology, IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) Dino Amadori, Meldola, Italy;
Vancouver Prostate Centre, University of British Columbia, Vancouver, BC, Canada; Southern Alberta Institute of Urology, University of
Calgary, Calgary, AB, Canada; °Clinical Research, U.S. Urology Partners and Associated Medical Professionals of New York, Syracuse,
NY, USA; "Oncology Global Development, Astellas Pharma Inc., Northbrook, IL, USA; éDepartment of Urology, Ewha Womans University
Mokdong Hospital, Seoul, South Korea; ?Servicio de Urologia, Fundacion Instituto Valenciano de Oncologia, Valencia, Spain;
"Department of Urology and Research Program in Systems Oncology, University of Helsinki, Helsinki, Finland; "' Global Product
Development, Pfizer Inc., New York, NY. USA; *2Department of Radiation Oncology, Calvary Mater Newcastle, Waratah, NSW. Australia;
3Pfizer Oncology Division, Pfizer Inc., South San Francisco, CA, USA; **Chesapeake Urology Research Associates, Towson, MD, USA;
15Beatson West of Scotland Cancer Centre, University of Glasgow, Glasgow, UK; ®Department of Urology, University of Lille,

Claude Huriez Hospital, Centre Hospitalier Universitaire Lille, Lille, France; '"Department of Urology, Blacktown and Mount Druitt
Hospitals, Blacktown, NSW. Australia; Department of Uro-Oncology, Chris O'Brien Lifehouse, Camperdown, NSW. Australia;
8Department of Urology, Samuel Oschin Comprehensive Cancer Institute, Cedars-Sinai Medical Center, Los Angeles, CA, USA;

Section of Urology, Durham VA Medical Center, Durham, NC, USA

h‘*:["'""'" Video

|
SO congress
2025




Phase lll EMBARK: Overall Survival with Enzalutamide Combination

8-year rate
Enza combo. : Leuprolide alone
(n=355) (n=358)
Events 73 111

8-year OS 78.9 69.5
(95%Cl), %  (73.9,83.1) (64.0,74.3)

Enza combo

Leuprolide alone
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The risk of death was 40.3% lower for enza combo compared with leuprolide alone
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Freedland S et al. ESMO 2025;Abstract LBA87.



Phase lll EMBARK: Overall Survival with Enzalutamide Monotherapy

8-year rate

‘mono  Leuprolide alone
(n=358)

Enza mono Events 111

8-year OS TR 69.5
(95%Cl), % (676, 77.9) (64.0,74.3)

Leuprolide alone -
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The risk of death was 17.0% lower for enza mono compared with leuprolide alone,

which did not reach statistical significance
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Freedland S et al. ESMO 2025;Abstract LBA87.



Phase lll EMBARK: Authors’ Conclusions

Enza combo reduced the risk of death by more than 40% vs leuprolide alone in patients
with hrBCR prostate cancer

Enza mono led to a numerically lower risk of death vs leuprolide alone, although the
difference did not reach statistical significance

Significant improvements in time to first use of new antineoplastic therapy, time to
symptomatic skeletal events, and PFS2 further highlight the benefit of both enza combo

and enza mono

No new safety signals were observed in the long-term safety analysis

Freedland S et al. ESMO 2025;Abstract LBA87.



Abstract LBAS8S

Final Results From PRESTO:

A Phase 3 Open-label Study of Combined
Androgen Blockade in Patients with High-
risk Biochemically Relapsed Prostate

Cancer (AFT-19) -~

Rahul Aggarwal, on behalf of the Alliance
AFT-19 Study Investigators

19 October 2025




Phase Ill PRESTO: Metastases-Free Survival (MFS) with Androgen
Deprivation Therapy (ADT) and Apalutamide versus ADT

| R e Mdence « 126 MFS events (38% of patients
90 _| LHRH+APA 590/168 0.80 (0.56-1.13) .
e randomized)
80
_ - » Cox proportional hazard ratio = 0.80
& 0] (95% CI: 0.56 — 1.13)
= * Proportional hazards assumption
8 40 .
3 violated
30 4
20 * Difference in restricted mean survival
6. over the first 48 months between ADT
. + apalutamide vs. ADT was 2.92
0 6 N ’ i Tils':le sinise ran:imiz::ion [;I‘::nths?o . : " i months (95%CI: 0.45 - 5.39)
Patients-at-Risk
LHRH 166 153 kil 4 47 35 13 1
LHRH+APA 168 161 132 90 56 30 74 3
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Phase Ill PRESTO: Metastases-Free Survival with ADT Combined with
Apalutamide + Abiraterone Acetate with Prednisone (AAP) versus ADT

100

——  BRi One Rederence « 138 MFS events (41% of patients
90 | LHRH+APA+AAP 71/169 0.92 (0.66-1.28) E
+ Censor randomized)

80

« Cox proportional hazard ratio = 0.92
(95% CI: 0.56 — 1.13)

70 4
60
50

40

* Difference in restricted mean survival
over the first 48 months between ADT

- + apalutamide + AAP vs. ADT was 2.41

months (95% CI: -0.20 — 4.62)

Percent Without Event

30 ]

10 4

0

I T T T T T T T T 1! T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time since randomization [Months]

Patients-at-Risk
LHRH 166 153 121 74 47 35 13
LHRH+APA+AAP 169 160 138 92 60 36 15 3
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Aggarwal R et al. ESMO 2025;Abstract LBA88.



Phase Ill PRESTO: Authors’ Conclusions

* Combined androgen signaling blockade with ADT plus apalutamide, given for a finite
treatment period of 12 months, appears to improve clinically relevant long term
endpoints in patients with high-risk biochemically recurrent prostate cancer.

 There did not appear to be additional benefit with the further inclusion of abiraterone
acetate + prednisone, along with added toxicity.

* The combination of ADT + apalutamide Is included as a treatment option for high-risk
biochemically recurrent prostate cancer in consensus guidelines.

Aggarwal R et al. ESMO 2025;Abstract LBA88.



Dr McKay: Case Presentation
Patient: 68-year-old male

Clinical Course:

Initial diagnosis: Gleason 4+4=8 prostate adenocarcinoma, PSA 12.3 ng/mL
Underwent radical prostatectomy in 2021

Post-operative PSA nadir: 0.02 ng/mL

PSA rose to 0.25 ng/mL by early 2023

Received salvage radiation therapy (70 Gy) without ADT

PSA nadir post-radiation: 0.02 ng/mL

PSA began rising again in 2024, reaching 1.2 ng/mL by January 2025

PSA doubling time: 6 months



Dr McKay: Case Presentation (Continued)

Clinical Course:

* Conventional imaging negative (CT/bone scan)
PSMA PET/CT showed no definitive metastatic disease
Started on enzalutamide 160 mg daily without ADT in February 2025

PSA decreased to <0.01. Testosterone also decreased to castrate levels.

Completed 1 year of therapy and then discontinued treatment.



Lutetium Lu 177 Vipivotide Tetraxetan for mHSPC

 Tagawa S et al. Phase Il 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.
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Phase 3 trial of ['""Lu]Lu-PSMA-617
combined with ADT + ARPI in patients with
PSMA-positive metastatic hormone-sensitive

prostate cancer (PSMAddition) \
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Phase Il PSMAddition: Radiographic Progression-Free Survival by BIRC

77Lu-PSMA-617

+ ADT + ARPI A&T:Q;P :

. (N =572)
= Events — n (%) 139 (24.3) 172 (30.1)
3 PD 112 (19.6) 152 (26.6)
o Death without rPD 27 (4.7) 20 (3.5)
8 407 HR (95% Cl) 0.72 (0.58, 0.90)
S 0l —— TLu-PSMA-617 + ADT + ARPI p value 0.0022
- -++ ADT + ARP| i 0

+ Medan PFS (95% O\ \e ey NR (207 NE)

0 | I I I T [ T I | | I | T | T T I T - months

T 7T
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

972 558 539 524 512 485 458 452 436 337 252212153134 79 73 &9 23 18 3 3 0
972 550 527 507 495 461 424 408 391 304 225195134 99 74 50 47 19 15 4 4 0

RTP

RESEARCH

Tagawa ST et al. ESMO 2025;Abstract LBAG6. 10 PRACTICE



Phase Ill PSMAddition: Interim Overall Survival (OS)

100

80

'H'm
TH
H Hi#l- # H4

60

40-

Event-free probability (%)

204 = """Lu-PSMA-617 + ADT + ARPI
=+- ADT + ARPI

0

T I T I I I I I T I I I I I I I I I

1T 1T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44

Time from randomization (months)
Number of patients still at risk

972 566 562 556 550 543 533 521 512424 336 267 195174109 94 78 45 27 12 5 0 O
572 561 551 547 539 531 526 516 501 432 315268 196 159 118 91 72 46 28 16 7 2 O

Events — n (%)
Censored — n (%)
HR (95% CI)

p value

Median OS (95% Cl)
— months

7TLu-PSMA-617

+ ADT + ARPI AT:S’;';P'
(N = 572) ( )
85 (14.9) 99 (17.3)
487 (85.1) 473 (82.7)

0.84 (0.63, 1.13)
0.125¢
NR (NE, NE) NR (NE, NE)
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Phase lll PSMAddition: Adverse Events (AEs) of Special Interest

77 u-PSMA-617

ADT + ARPI (N = 565)

Patients with AE in grouping — n (%) +ADT + ARPI (N = 564)
Any grade Grade 23 Any grade Grade 23

Dry mouth? 262 (46.5) 0 22 (3.9) 0
Cytopenias 248 (44.0) 81 (14.4) 115 (20.4) 28 (5.0)

AnaemiaP 158 (28.0) 28 (5.0) 79 (14.0) 16 (2.8)

Neutropenia® 83 (14.7) 21 (3.7) 24 (4.2) 5(0.9)

Thrombocytopenia® 63 (11.2) 10 (1.8) 19 (3.4) 3(0.5)
Fractures 52 (9.2) 16 (2.8) 43 (7.6) 158250
Renal events® 40 (7.1) 9(1.6) 26 (4.6) 5(0.9)
Second primary malignancies 37 (6.6) 24 (4.3) 3 (8.9 14 (2.5)
Dry eye 33 (5.9) 0 3(0.5) 0
Intracranial haemorrhage 6(1.1) 4 (0.7) 4 (0.7) 2(0.4)
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Phase lll PSMAddition: Authors’ Conclusions

« Combining "7Lu-PSMA-617 with ADT + ARPI led to statistically significant improvement in rPFS
in patients with PSMA-positive mHSPC, versus ADT + ARPI

— rPFS benefit was consistent across subgroups
— There was a positive trend in OS; follow-up for mature data is ongoing
— PSA, PFS, mCRPC and SSE results favoured the 1""Lu-PSMA-617 combination arm
« Safety findings were consistent with the known profile of '""Lu-PSMA-617, with no unexpected
concerns about combination with ADT+ARPI

— AEs were more frequent in the 17"Lu-PSMA-617 combination arm, most commonly dry mouth, fatigue and nausea

« There were no clinically significant differences in time to worsening in HRQoL and pain

—————————————————————————————————————————————————————————————————————————————————

,’ These flndlngs indicate that combining ""Lu-PSMA-617 with ADT + ARPI provides
\ clinically meaningful benefit in patients with PSMA-positive mHSPC ,."

Tagawa ST et al. ESMO 2025;Abstract LBAG6.
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Dr McKay: Case Presentation
Patient: 72-year-old male

Clinical Course:

* De novo metastatic disease diagnosed March 2025: Gleason 5+4=9, PSA
156 ng/mL

* Bone metastases in spine and pelvis, no visceral disease

* Some minimal bony pain in lower back

* PSMA PET/CT showed high PSMA expression in all metastatic lesions
 Started ADT + abiraterone 1000 mg daily with prednisone in April 2025

* Based on PSMAddition trial approach, also initiated [177Lu]Lu-PSMA-617
in May 2025

e PSA dropped to <0.2 by 6 months. Received all 6 doses of treatment.
* Developed fatigue and dry mouth but well managed



Radiation Therapy and ADT with or without an ARPI

* Nguyen P et al. Randomised phase lll trial of androgen deprivation therapy (ADT)
with radiation therapy with or without enzalutamide for high risk, clinically
localised prostate cancer: ENZARAD (ANZUP 1303). ESMO 2025;Abstract LBAS86.
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Abstract LBA86

Q
ANZUP

Cancer Trials Group Limited

Randomised phase 3 trial of androgen deprivation
therapy (ADT) with radiation therapy with or
without enzalutamide for high risk, clinically
localised, and locally advanced prostate cancer:
ENZARAD (ANZUP 1303) :

Paul L. Nguyen, C.J. Sweeney, M.R. Stockler,
H. Thomas, B. Mak, A. Zhang, T.S. Lim,

C. Jose, J. Martin, N. Patanjali, D. Pryor,

P. Tran, S. Mangar, A. Mihai,

M. Beresford, F. Sedimayer, P.J. Kelly,

S. Hughes, I.D. Davis, S. Williams

19 October, 2025
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Phase Il ENZARAD Study Design

Eligibility
Localised prostate cancer
High risk of recurrence
Suitable for EBRT

Stratification
Gleason score 8-10
T3-4 disease

N1 disease

PSA =220 ng/mL
Brachytherapy boost

Enzalutamide 160mg daily for 24 months

+ LHRHA for 24 months
+ RT starting after 16 weeks + brachy + nodal

1:1

Conventional NSAA for 6 months

+ LHRHA for 24 months
+ RT starting after 16 weeks + brachy + nodal

Endpoints

Metastasis-free survival (primary)
Overall survival

Cause specific survival

PSA progression free survival
Clinical progression free survival
Castration-resistance

Health related quality of life
Adverse events

Incremental cost-effectiveness

Pelvic nodal RT . -

Study Site Primary Endpoint: . o
MFS based on conventional imaging (CT or MRI or bone scan, per ICECAP)
Lesions on PSMA-PET alone insufficient

N=800 Event = metastasis or death from any cause before metastasis
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Phase Il ENZARAD Primary Endpoint: MFS by Conventional Imaging

100% -
75% -
(0]
o]
i
£ 50%;
>
L
X
25% -
== [Enzalutamide
= Control
0% -
0 12 24 36 48 60 72 84 96 108

Months

Number at risk (number censored)

401(2) 395(4) 392(5) 384(7) 359(12) 334 (16) 306 (28) 226 (93) 117 (192) 36 (267)

401 (2) 390 (7) 382 (8) 370 (10) 345(16) 323 (19) 297 (26) 221(86) 113 (187) 47 (249)

Nguyen PL et al. ESMO 2025;Abstract LBA86.

events/N  MFS 8y

ENZA 98/401 74%
NSAA 109/401 72%

HR =0.88 (95% Cl 0.67, 1.15)
2p = 0.34 (log-rank test)

Median FU = 8 years
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Phase Ill ENZARAD: PSA Progression-Free Survival

100%
i events/N  PFS 8y
L P ENZA 121/401 67%
2 NSAA 145/401 62%
‘:‘5 50% -
T HR =0.78 (0.61, 0.99)
N 2p = 0.044 (log-rank test)
25% -
== Enzalutamide
= Control
0% A
0 12 24 36 48 60 72 84 9% 108

Months

Number at risk (number censored)

401 (0) 394 (4) 390 (5) 377 (7) 353 (11) 320 (16) 290(26) 204 (96) 95(191) 30 (251)

401(0) 387(7) 374(9) 355(10) 332(14) 299 (18) 267 (30) 184 (95) 84 (184) 31 (230)
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Phase lll ENZARAD: Authors’ Conclusions

ENZARAD did not find a meaningful MFS benefit to enzalutamide vs
active NSAA control in unselected high-risk localised prostate cancer
treated with high-dose radiation and 2 years of ADT

For patients with positive pelvic nodes on CT or MRI or other indications
for pelvic field irradiation, ENZARAD supports consideration of adding

enzalutamide.

Nguyen PL et al. ESMO 2025;Abstract LBA86.



Agenda

Module 1: Prostate Cancer

Capivasertib for Metastatic Hormone-Sensitive Prostate Cancer (mHSPC)

PARP Inhibitors and Androgen Receptor Pathway Inhibitors (ARPIs) for Metastatic Prostate Cancer
Biochemically Recurrent Prostate Cancer

Lutetium Lu 177 Vipivotide Tetraxetan for mHSPC

Radiation Therapy and Androgen Deprivation Therapy with or without an ARPI

Module 2: Urothelial Bladder Cancer

Neoadjuvant and Perioperative Treatment Approaches for Muscle Invasive Bladder Cancer (MIBC)
Circulating Tumor DNA and Adjuvant Immunotherapy for MIBC

HER2-Targeted Antibody-Drug Conjugates for Metastatic Urothelial Bladder Cancer (mUBC)
Targeting TROP2 in mUBC

Immunotherapy and BCG for Non-Muscle-Invasive Bladder Cancer




Key Datasets in Bladder Cancer

De Santis M et al. Durvalumab (D) in combination with bacillus Calmette-Guérin (BCG) for BCG-
naive, high-risk non-muscle-invasive bladder cancer (NMIBC): Final analysis of the phase llI,
open-label, randomised POTOMAC trial. ESMO 2025;Abstract LBA108.

Vulsteke C et al. Perioperative (periop) enfortumab vedotin (EV) plus pembrolizumab (pembro)
in participants (pts) with muscle-invasive bladder cancer (MIBC) who are cisplatin-ineligible: The
phase Il KEYNOTE-905 study. ESMO 2025;Abstract LBA2.

van der Heijden M et al. Health-related quality of life (HRQoL) outcomes from the NIAGARA trial
of perioperative durvalumab (D) plus neoadjuvant chemotherapy (NAC) in muscle-invasive
bladder cancer (MIBC). ESMO 2025;Abstract 3069MO.

Necchi A et al. Neoadjuvant gemcitabine intravesical system (TAR-200) + cetrelimab (CET) or CET
alone in patients (pts) with muscle-invasive bladder cancer (MIBC): SunRISe-4 (SR-4) primary
analysis and biomarker results. ESMO 2025;Abstract LBA112.

Powles T et al. IMvigor011: A phase Il trial of circulating tumour (ct)DNA-guided adjuvant
atezolizumab vs placebo in muscle-invasive bladder cancer. ESMO 2025;Abstract LBAS.




Key Datasets in Bladder Cancer (Continued)

Galsky MD et al. Adjuvant nivolumab vs placebo for high-risk muscle-invasive
urothelial carcinoma: 5-year efficacy and ctDNA results from CheckMate 274. ESMO
2025;Abstract 30680.

Guo J et al. Disitamab vedotin (DV) plus toripalimab (T) versus chemotherapy (C) in
first-line (1L) locally advanced or metastatic urothelial carcinoma (la/mUC) with
HER2-expression. ESMO 2025;Abstract LBA7.

Makker V et al. Trastuzumab deruxtecan (T-DXd) for pretreated patients (pts) with
HER2-expressing solid tumors: DESTINY-PanTumor02 (DP-02) part 1 final analysis.
ESMO 2025;Abstract 957P.

Rha SY et al. Datopotamab deruxtecan (Dato-DXd) + rilvegostomig (rilve) in patients
(pts) with locally advanced or metastatic urothelial cancer (a/mUC): Results from the
phase [l TROPION-PanTumor03 study. ESMO 2025;Abstract 3072MO.




Neoadjuvant and Perioperative Treatment Approaches for MIBC

* Vulsteke C et al. Perioperative (periop) enfortumab vedotin (EV) plus pembrolizumab (pembro)
in participants (pts) with muscle-invasive bladder cancer (MIBC) who are cisplatin-ineligible: The
phase Il KEYNOTE-905 study. ESMO 2025;Abstract LBA2.

e van der Heijden M et al. Health-related quality of life (HRQoL) outcomes from the NIAGARA trial
of perioperative durvalumab (D) plus neoadjuvant chemotherapy (NAC) in muscle-invasive
bladder cancer (MIBC). ESMO 2025;Abstract 3069MO.

* Necchi A et al. Neoadjuvant gemcitabine intravesical system (TAR-200) + cetrelimab (CET) or
CET alone in patients (pts) with muscle-invasive bladder cancer (MIBC): SunRISe-4 (SR-4)
primary analysis and biomarker results. ESMO 2025;Abstract LBA112.
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Perioperative Enfortumab Vedotin Plus Pembrolizumab in
Participants With Muscle-invasive Bladder Cancer Who
Are Cisplatin-ineligible: Phase 3 KEYNOTE-905 Study
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Phase lll KEYNOTE-905: Event-Free Survival in the Intent-to-Treat
Population by Blinded Independent Central Review

EV + pembro Control
(N=170) (N =174)
100 : Events, n (%) 48 (28.2) 95 (54.6)
90 = : Median, mo NR 157
2 80- ; (95% ClI) (37.3-NR) (10.3-20.5)
T>€ 70 = HR 0.40, 95% CIl 0.28-0.57,
S 60- one-sided P <.0001*
=
0 o ]
s >0 : e 29/174 pts (16.7%) in
& 40- : : I the control arm received
"g 30 : : 39 4% IJLLLI 11 I adjuvant nivolumab as
S » » of data cutoff per local
w20+ : : guidelines/prescribing
10 = ' ' information
0 | L l L | | ; L} | I | | ; | L I L] L | l | L l L L I L L] I L | | l
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Menths
EV + pembro 170 140 116 3 56 42 35 16 3 0 0
Control 174 116 84 48 33 22 14 9 1 0 0

NR, not reached. * denotes statistical significance (one-sided boundary 0.0097). aTime from randomization to first occurrence of: radiographic PD precluding surgery; biopsy-proven
residual MIBC (pts who did not undergo surgery); gross residual disease post-surgery or newly detected metastatic disease at surgery; local/distant recurrence post-surgery
(imaging or biopsy); or death (any cause). Any new high-risk NMIUC was also considered an event. Pts who did not undergo surgery were considered as having an EFS event if

they met criteria for EFS events at any point in time or were censored within =16 wks from last dose of neoadjuvant therapy or surgery. Data cutoff date: 6 June 2025
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Phase lll KEYNOTE-905: Overall Survival

EV + pembro Control
(N =170) (N=174)
Events, n (%) 38 (22.4) 68 (39.1)
1007 ' 86.3% : Median, mo NR 417
90 = ! ' 79.7% (95% Cl) (NR-NR) (31.8-NR)
! U
g HE0= ! HR 0.50, 95% Cl 0.33-0.74,
= 70= : : one-sided P =.0002*
% 60 = : 72.1% l
S5 50= : : 63.1% e 8/170 pts (4.7%) in the
9 ' ' EV + pembro arm and
= 40= : : 46/174 (26.4%) in the
o 30 = ' ' control arm received
> [ 1
(@) ' ) subsequent therapy for
20+ : : recurrent/metastatic
10= ' ' disease
] 1
0 | L I L] | | ; L | l L] L] ; L | L I L | | I L] L | I L L] I | | l L L | '
0 6 12 18 24 30 36 42 48 54 60
No. at Risk MORtas
EV + pembro 170 159 144 94 68 56 45 28 10 0 0
Control 174 150 130 75 54 45 30 18 6 0 0

NR, not reached. * denotes statistical significance (one-sided boundary 0.00488). Data cutoff date: 6 June 2025

RESEARCH

Vulsteke C et al. ESMO 2025;Abstract LBA2. TO PRACTICE




Phase lll KEYNOTE-905: Authors’ Conclusions

 Neoadjuvant EV + pembro, RC + PLND, and adjuvant EV + pembro significantly and
meaningfully improved EFS, OS, and pCR rate in participants with MIBC who are ineligible
for or declined cisplatin-based chemotherapy

- EFS and OS benefit was generally consistent across key subgroups

e Perioperative EV + pembro did not impact the ability of participants to undergo curative
intent surgery

* The safety profile of perioperative EV + pembro was manageable and consistent with prior
reports of this regimen in the locally advanced/metastatic urothelial carcinoma setting; no
new safety signals were observed

e KEYNOTE-905 is the first phase 3 study to show improved efficacy outcomes with
perioperative therapy relative to surgery for patients with MIBC who are ineligible for
cisplatin-based chemotherapy

— Perioperative EV + pembro added to RC + PLND may represent a new standard of care in
this population with high unmet clinical need

RC = radical cystectomy; PLND = pelvic lymph node dissection
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Dr Friedlander: Case Presentation

" 66vy.0. M with HTN and hyperlipidemia with
new onset hematuria

" CT Urogram: lobulated mass along the right
anterolateral bladder wall measuring 2.6 x
2.9 x 2.7 cm, irregular wall thickening. R

— R pelvis 1.3cm suspicious for metastasis.
— CT chest negative

— TURBT: 5cm tumor at R dome of the bladder.

— Path: Muscle-invasive papillary urothelial
carcinoma, high-grade with sarcomatoid (5%)
and micropapillary (5%) subtype morphology
and glandular differentiation (<5%)

— Cr1.45



Dr Friedlander: Case Presentation (Continued)

= Met with medical oncology. Discussed low likelihood of cure with
cisplatin-based chemotherapy and surgery.

— “Isn’t there anything better?”
= Mid 2024: Starts 4 cycles of EV + Pembrolizumab

— Course ¢/b pruritus, grade 2 rash responsive to topical steroids, fatigue,
and slowly increasing peripheral neuropathy.

» Undergoes radical cystectomy with ileal conduit.

— Pathology: ypTONO, 0/25 LNs complete response!



Dr Friedlander: Case Presentation (Continued)

= Post-op
— What is the role of more therapy?
— Discussion of the ongoing KN-B15/EV-304 and KN-905/EV-303 trials
— ctDNA negative
— Starts adjuvant EV + P for 5 more cycles
— Course c/b by fatigue, cough, pruritic, dry eye, blisters at ostomy site

— Remains in remission (?cured?), however intermittent fevers due to
either recurrent infection or autoimmune phenomenon, still not clear.
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Perioperative Durvalumab with Neoadjuvant Chemotherapy
in Operable Bladder Cancer
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NIAGARA: Pathologic Complete Response with Perioperative
Durvalumab and Neoadjuvant Chemotherapy

Primary Analysis of Pathological Complete Response Reanalysis of Pathological Complete Response
50+

Risk ratio, 1.30 (95% Cl, 1.09-1.56) 0 Risk ratio, 1.34 (95% Cl, 1.13-1.60)
P=0.004 | |
40— I I
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NIAGARA: Event-Free Survival with Perioperative Durvalumab
and Neoadjuvant Chemotherapy

No. of
Patients
100~ ! : with Median
90 ! ! Event/Total Event:free
- . ! No. Survival
£ %‘:“5’\{—;1_ o i &7 Durvalumab (%) (95% CI)
2 70- 69.0" R e Ay : mo
] S 1 S———- T - — - — e R
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5 o | i ; (35.1)
& i | Comparison Comparison 246/530 46.1 (32.2-NR)
- 40- 1 1
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8 30- . :
2 20 } : Hazard ratio for event, 0.68 (95% ClI,
d ! ! 0.56-0.82)
10=- : : Stratified P<0.001 by log-rank test
1 1 7 Z
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No. at Risk
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NIAGARA: Overall Survival with Perioperative Durvalumab and
Neoadjuvant Chemotherapy

No. of
100-%443;%:* 2 Deaths/Total
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Phase lll NIAGARA: Authors’ Conclusions

* NIAGARA is the first Phase 3 perioperative immunotherapy study in MIBC and has
demonstrated a statistically significant and clinically meaningful improvement in EFS and OS

> EFS HR, 0.68 (95% Cl, 0.56-0.82), P<0.0001
» OS HR, 0.75 (95% Cl, 0.59-0.93), P=0.0106

» EFS and OS benefits with durvalumab were consistent across subgroups
* The pCR results and the significant OS benefit support the perioperative approach

* Addition of perioperative durvalumab to NAC was tolerable and manageable, with no new
safety signals

* Neoadjuvant durvalumab did not delay surgery and did not impact the ability of patients to
undergo/complete surgery

NIAGARA supports perioperative durvalumab with NAC

as a potential new standard treatment for patients with cisplatin-eligible MIBC

Data cutoff 29 Apr 2024. Cl, confidence interval; EFS, event-free survival; HR, hazard ratio; MIBC, muscle-invasive bladder cancer; NAC, neoadjuvant chemotherapy; OS, overall survival; pCR, pathologic complete response; RC, radical cystectomy.
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Abstract 3069MO

2025

Health-Related Quality of Life (HRQoL) Outcomes From the
NIAGARA Trial of Perioperative Durvalumab (D) Plus Neoadjuvant
Chemotherapy (NAC) in Muscle-Invasive Bladder Cancer (MIBC) |

Michiel S. van der Heijden,! Thomas Powles,2 Matthew D. Galsky,® James W.F. Catto,* Joshua J. Meeks,® Ruslan Zukov,’
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Phase Il NIAGARA: EORTC QLQ-C30 Change from Baseline

Addition of perioperative durvalumab to NAC did not adversely impact GHS/QoL, or physical functioning subscale scores

GHS/QoL

Difference between arms for overall mean CFB: 1.6 (95% ClI, -0.44 to 3.69)

04 Neoadjuvant/RC

Adjusted mean change
from baseline

] Improving

l Deteriorating

# patients included in the analysis
Durvalumab arm 357 332 283
Comparator arm 364 310 262

17 21 25 1 5 9 13 17 21 25 29
Visit (weeks)

207 173 107 180 204 203 201 203 197 181 181
193 165 75 183 203 182 179 193 180 188 175

Physical Functioning

Difference between arms for overall mean CFB: 1.2 (95% CI, -0.80 to 3.17)

24  Neoadjuvant/RC
S
S g 10 Improvin
5 g p g
s l Deteriorating
BE5 10
g&:
2 -20

# patients included in the analysis
Durvalumab arm 357 332 283 207 173 107
Comparator arm 364 310 262 193 165 75

1 5 9 13
Visit (weeks)

180 204 203 201
183 203 182 179

EORTC QLQ-C30 = European Organisation for Research and Treatment of Cancer Core Quality of Life questionnaire

van der Heijden M et al. ESMO 2025;Abstract 3069MO.

203
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180

25 29
181 181
188 175

Clinically meaningful change
from baseline
= Durvalumab arm

—— Comparator arm
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Phase IIl NIAGARA: EORTC QLQ-C30 Change from Baseline (Continued)

Addition of perioperative durvalumab to NAC did not adversely impact fatigue, or pain subscale scores

Fatigue Pain
Difference between arms for overall mean CFB: -0.9 (95% Cl, -3.25 to 1.52) Difference between arms for overall mean CFB: -2.1 (95% Cl, — 4.44 t0 0.16)
& 20 4 @ 20
2 . 2 } -
ge " 2 Deteriorating £ o " k‘}ﬂ/ E: Deteriorating
S © c
S n 0- i i i ¢ I i © 0
g8 | g3 i i 3= .
BE -n Improving B E 10 Improving
0N w— "5 =
> >
T 01 : 5 4 :
Neoadjuvant/RC = Neoadjuvant/RC
I I I I I I I 1 1 I 1 I 1 I 1 I I I I 1 I I I I I I I I
5 9 13 17 21 25 1 5 9 13 17 21 25 29 5 9 13 17 21 25 1 5 9 13 17 21 25 29
Visit (weeks) Visit (weeks)
# patients included in the analysis # patients included in the analysis
Durvalumab arm 357 332 283 207 173 107 180 204 203 201 203 197 181 181 Durvalumab arm 357 332 283 207 173 107 180 204 203 201 203 197 181 181
Comparator arm 364 310 262 193 165 75 183 203 182 179 193 180 188 175 Comparator arm 364 310 262 193 165 75 183 203 182 179 193 180 188 175

Clinically meaningful change
from baseline

= Durvalumab arm

—— Comparator arm
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Phase Ill NIAGARA: Authors’ Conclusions

» We report the largest prospective analysis of HRQoL in patients with MIBC receiving perioperative treatment

* In the neoadjuvant and radical cystectomy period, both treatment arms had worsening HRQoL scores, which
improved in the adjuvant treatment period

* No clinically meaningful differences were observed between treatment arms for EORTC QLQ-C30 across the ~ Scanthe QR codeto access:

« Slide presentation

StUdy periOd including plain language
summary
» Comparable time to definitive deterioration was reported across all reported EORTC QLQ-C30 subscales B

personal use only and may not be
reproduced without written

» There was no adverse impact on the EQ-5D-5L visual analogue scale score, with no differences between eSS e
treatment arms across the study period

Addition of perioperative durvalumab to NAC significantly improved EFS and OS

without adversely impacting patient-reported outcomes

congress
EFS, event-free survival; EORTC QLQ-C30, European Organization for Research and Treatment of Cancer 30-item core quality of life questionnaire; EQ-5D-5L, EuroQol 5-dimension, 5-level version; HRQoL, health-related quality of life; MIBC, muscle-invasive m u
bladder cancer; NAC, neoadjuvant chemotherapy; OS, overall survival. (it
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Dr Friedlander: Case Presentation

= 61 y.0. woman with chronic eczema on dupilumab (anti-IL-4/IL-13)
presented with renal colic, found to have R-sided
hydroureteronephrosis.

= 1/2025: ureteroscopy: tumor around the right ureteral orifice. No
upper tract disease.

— Pathology: high grade urothelial carcinoma, with extensive muscularis
mucosae invasion, LVI+.

= CT urogram: Irregular wall thickening at the R uretero-vesicular
junction. No metastatic disease in the abdomen/pelvis.



Dr Friedlander: Case Presentation (Continued)

" Not a good candidate for chemoRT due to hydronephrosis.
= Pt elects for neoadjuvant therapy followed by cystectomy.
" Long discussion with dermatology about risks of eczema exacerbation

= Feb 2025: Starts 4 cycles of cisplatin 70mg/m2 + gemcitabine
1000mg/m2 + durvalumab 1500mg (NIAGARA regimen)

= Course c/b the following
— Cis/gem: fatigue, mild renal dysfunction, nausea

— Durvalumab: grade 2 psoriatic plague over chest and arm improved with
topical steroids. No eczema exacerbation.



Dr Friedlander: Case Presentation (Continued)

= Tolerates 4 cycles of therapy then radical cystectomy with neobladder

= Pathology: High grade UC invasive into the muscularis mucosae and
perivesical adipose tissue, 0/16 LN, pT3NO. Post-op ctDNA undetetcable

= June 2025: What to do?

— Continue Durvalumab?
— Switchto EV + P?

— Surveillance?

= Pt elects to continue durvalumab, ctDNA remains negative as of now

— Psoriasis controlled with topical steroids

— Working with dermatology to consider steroid sparing alternatives



Abstract LBA112

Neoadjuvant gemcitabine intravesical system
(TAR-200) + cetrelimab or cetrelimab alone
in patients with muscle-invasive bladder
cancer: SunRISe-4 primary analysis and
biomarker results
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Phase Il SunRISe-4: Pathologic Complete Response Rates and

Recurrence-Free Survival

Primary end point:

100 - PCR rate by central review®
80 A
3
o
(7}
5
o 60 il
(7]
>
L
o)) o,
| — pOR, 44%
—g 40 (95% Cl, 29-59)
=
ot
a
|l nCR, 38%
20 (95% Cl, 28-49) pCR, 28%
(95% Cl, 16-44)
0 -
TAR-200 + Cetrelimab
cetrelimab monotherapy
Cohort 1 Cohort 2
(N = 88) (N = 46)

Cl, confidence interval; pCR, pathologic complete response (defined as ypTONQO); pOR, pathologic overall response (defined as <ypTINO); RFS, recurrence-free rate.

@ Median duration of follow-up, 14.1 months (range, 1.2-32).

b Data are shown for the efficacy evaluable set (N = 134) defined as patients who underwent cystectomy and had available blinded central histopathology review.
¢ RFS was defined as the time from first dose of any study treatment to first radiologic evidence of nodal or metastatic disease that precludes RC, first radiologic evidence of nodal or metastatic disease after RC, or death due to

any cause. Data are shown for each timepoint with =5 patients in either cohort.

Presented by A Necchi at European Society for Medical Oncology (ESMO) Congress 2025; October 17, 2025; Berlin, Germany

Necchi A et al. ESMO 2025;Abstract LBA112.
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Secondary end point:
Recurrence-free survival®

12-month RFS,
77% (95% Cl, 67-85)

TAR-200 + cetrelimab
12-month RFS, i &0
64% (95% Cl, 47-77)

H Cetrelimab monotherapy

1nnnnnnnnunnnnuunnuunnnnnunnnnnun%nnnnuunnannnnnnuunnnnnnunuannnuulnnn

ledian RFS was not reached in either cohort

0O 2 4 6 8 10 12 14 16 18 20 22 24

No. at risk:

Time from first dose (months)

TAR-200 + cetrelimab 101 93 84 70 61 49 35 29 22 18 12 10 7
Cetrelimab monotherapy 58 49 43 33 29 23 20 1®6 16 12 10 8 4
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Phase Il SunRISe-4: Authors’ Conclusions

At the primary analysis of SunRISe-4, neoadjuvant gemcitabine intravesical system + cetrelimab showed a
high pCR rate (38%) and 12-month RFS rate (77%), supporting further investigation of the combination in
MIBC

» Cetrelimab monotherapy showed a pCR rate (28%) and 12-month RFS rate (64%) consistent with previous
studies of neoadjuvant checkpoint inhibitor monotherapy'3

* No new safety signals were observed in either treatment cohort

» Exploratory utDNA/ctDNA MRD results support further investigation as predictive biomarkers for residual
disease after neoadjuvant therapy in MIBC

— At baseline, 82% of patients with visibly complete TURBT were utDNA positive
— utDNA negative status at week 12, as a potential marker of local disease, was strongly associated with pCR

— ctDNA negative status, as a potential marker of non-local disease, was strongly associated with longer RFS,
but not associated with pCR

1. Powles T, et al. Nat Med. 2019;25:1706-1714. 2. Necchi A, et al. Eur Urol. 2020;77:439-446. 3. Basile G, et al. Clin Cancer Res. 2022;28:5107-5114. E y C
-
Presented by A Necchi at European Society for Medical Oncology (ESMO) Congress 2025; October 17, 2025; Berlin, Germany
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Circulating Tumor DNA and Adjuvant Immunotherapy for MIBC

 Powles T et al. IMvigor011: A phase lll trial of circulating tumour (ct)DNA-guided
adjuvant atezolizumab vs placebo in muscle-invasive bladder cancer. ESMO
2025;Abstract LBAS.

* Galsky MD et al. Adjuvant nivolumab vs placebo for high-risk muscle-invasive
urothelial carcinoma: 5-year efficacy and ctDNA results from CheckMate 274.
ESMO 2025;Abstract 30680.




Abstract LBAS8

IMvigor011: a Phase 3 trial of circulating tumour
(ct) DNA-guided adjuvant atezolizumab vs placebo
iIn muscle-invasive bladder cancer
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Phase lll IMvigor011: Investigator-Assessed Disease-Free Survival
for Patients Whose Disease Tested ctDNA Positive

100 Atezolizumab Placebo
90 - (n=167) (n=83)
Events, n (%) 112 (67.1) 66 (79.5)
80 = DFS, median (95% Cl), mo 9.9 (7.2,12.7) 4.8 (4.1,8.3)
Stratified HR (95% CI) 0.64 (0.47, 0.87)
7Q = Stratified P value 0.0047
—~ 60 = Median follow-up: 16.1 mo from randomisation
s
al | Consistent benefit in relevant
(] 40 : secondary endpoints:
30 = : | o 1 DFS per IRF:
20 - : : LI | fi 1 HR, 0.66 (95% Cl: 0.48, 0.91)
: | Distant-metastasis free survival:
w0~ | 112.1% - ! HR, 0.66 (95% ClI: 0.47, 0.94)
| |
0 = | |
| L L O I I I L I D D O O O O D O D D D D O B
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
Time from randomisation (mo)
No. at risk
Atezolizumab 167 145122 105 89 73 63 50 42 40 36 28 26 22 16 16 11 9 4 3 3 2 1 1
Placebo 83 69 50 38 32 25 18 15 4 11 9 7 6 5 2 2 1 1 1 1 1

Clinical cutoff: 15 June 2025. CI, confidence interval. © Copyright 2025.

Powles T et al. ESMO 2025;Abstract LBAS.
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Phase Il IMvigor011: OS for Patients Whose Disease Tested ctDNA Positive

100 -

Atezolizumab Placebo
90 - 85.1% (n=167) (n=83)
Events, n (%) 60 (35.9) 36 (43.4)
80 - [ OS, median (95% CI), mo 32.8 (27.7, NE) 21.1 (14.7)NE)
' Stratified HR (95% CI) 0.59 (0.39, 0.90)
70 = A 62.8% Stratified P value 0.0131
60 - : Median follow-up: 16.1 mo from randomisation
Q) 170.
[2) i
S 50 e B e Rl
2, : Consistent benefit in relevant
r&irrr—mrrterr T !
o 40 - : :46'9% secondary endpoints:
30 - : : Disease-specific survival:
20 | : HR, 0.64 (95% CI: 0.40, 1.05)
@ |
I I
- |
10 : |
I |
o | |
| | | | I | | 1 I | | | | I | 1 1 | | 1 | I I 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time from randomisation (mo)
No. at risk

Atezolizumab 167 162 155 154 143 130 118 108 92 86 75 65 59 51 43 30 23 19 12 7 &§ 3 2 1 1

Placebo 83 80 76 74 65 53 44 36 34 30 26 21 19 17 15 13 10 10 8 5 2 1
Clinical cutoff: 15 June 2025. NE, not evaluable. © Copyright 2025.
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Phase Il IMvigor011: Disease-Free Survival (DFS) and OS for Patients
Whose Disease Tested ctDNA Positive

INV-assessed DFS oS
No treatment ) No treatment
(n=357) Median follow-up: (n=357)
Events, n (%) 39 (10.9) 21.8 mo from cystectomy  Events n (%) 14 (3.9)
DFS, median (95% CI), mo NE (NE) 03, median (95% CI), mo NE (NE)
100 100 - e
; |
90 | il 90 - |
80 : : 80 :
70 - I l 70 |
—_ N I I _ I
q 60 | | ;\; 60 1
i 50 -1 - e = jersiRERnE e ERE N SRR CERS SR TS R = 50 -1 - S |
¥4 | l 9 l |
30 A | | 30 - | |
I I | I
20 I I 20 I I
8 g6w ctDNA monitoring : : 0 6w ctDNA monitoring : :
1 1 1 1 I 1 1 I 1 I 1 1 1 1 1 1 1 1 I I 1 1 1 1 1 1 1 1 1 1 I 1 1 || 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Time from cystectomy (mo) Time from cystectomy (mo)
No. at risk No. at risk
No treatment 357 357 357 342 337 329 303 289 275 233 185 156 116 102 78 66 46 38 20 11 3 No treatment 357 357 357 345 340 333 319 301 288 250 198 172 138 122 96 79 5655 43 26 14 4

15 patients (4.2%) who experienced disease recurrence during the

BOFS eventswere coatns hotcleany altrbuted fo'dissase Tecurshcs ctDNA monitoring period were discontinued from the study and censored for OS

Clinical cutoff: 15 June 2025. To be included in the ctDNA- efficacy-evaluable population, patients must have 21 negative test result and no positive test result, had =1 post-baseline clinical outcome assessment and
completed 1 y of surveillance or discontinued from surveillance without a ctDNA+ result. géw, every 6 weeks © Copyright 2025.
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Phase Il IMvigor011: Authors’ Conclusions

Adjuvant atezolizumab demonstrated statistically significant DFS and OS improvements vs placebo in
patients with MIBC identified as ctDNA+ through serial MRD testing

— Clinical benefit with atezolizumab was generally consistent across key subgroups, including patients
excluded from prior adjuvant trials (e.g. those with pT2NO disease), which suggests that ctDNA status
enhances risk determination beyond classical surgical pathological staging

— Similar efficacy was observed in patients with ctDNA+ status at baseline and those who converted to
ctDNA+ status with repeated testing

Patients who persistently tested ctDNA- had low risk of recurrence and death
The atezolizumab safety profile was tolerable, with no new findings

These findings indicate that serial ctDNA monitoring can identify patients with MIBC who benefit
from adjuvant atezolizumab while sparing patients who persistently test ctDNA- from
unnecessary treatment

MRD = molecular residual disease

Powles T et al. ESMO 2025;Abstract LBAS.

RESEARCH
TO PRACTICE



Abstract 30680 f

ElEMD
2025

BERLIN GERMANY
17-21 OCTOBER 2025

600D SN
BETTER NEDICINE
BEST PRACTCE

Adjuvant nivolumab vs placebo for high-risk muscle-
invasive urothelial carcinoma: 5-year efficacy and
ctDNA results from CheckMate 274
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Phase lll CheckMate 274: Disease-Free Survival for All Randomly
Assigned Patients and Patients with PD-L1 21%

All randomized patients? Patients with PD-L1 > 1%P
100~ Treatment Median DFS (95% Cl), months 1004 Treatment Median DFS (95% Cl), months
< NIVO (n = 353) 21.9 (18.8-36.9) = NIVO (n = 140) 55.5 (25.8-66.5)
< 90+ PBO (n = 356) 11.0 (8.3-16.6) < 90- PBO (n = 142) 8.4 (5.6-20.0)
E 80 HR (95% Cl), 0.74 (0.61-0.90) E 80- HR (95% Cl), 0.58 (0.42-0.79)
2 2
a 701 a 704
o o
| . | .
1605 £ 160
g g i i
-E 50' 'E 50' : :
2 404 a 404 : !
o o1 o : !
:‘:’ 30+ E E ‘; $ 30+ E E
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2 101 : : ' 2 101 h !
(a] 1 i 1 a 1 1
0 | 1 I I 1 : || : 1 : | ) 1 U 1 U o | 1 I I Ll : ] : 1 I ) ] I
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 0 6 12 18 24 30 36 4 48 54 60 66 72 78 84
Months Months
No. at risk No. at risk
NIVO 353 253 209 179 152 138 130 118 111 103 21 9 5 3 2 2 0 NIVO 140 99 88 80 73 66 65 61 8 12 0 0 o0
PBO 356 210 158 140 124 114 109 104 98 8 14 4 3 2 1 0 O PBO 142 75 59 53 46 41 38 36 35 33 7 2 1 1 0

» At 5 years of follow up, long-term benefits were sustained with NIVO vs PBO in all randomized patients and patients with tumor PD-L1
expression > 1%

aMinimum follow-up, 59.6 months; median follow-up, 43.4 months. PMinimum follow-up, 60.0 months; median follow-up, 52.9 months. Minimum follow-up is defined as the time from last patient
randomized to clinical cutoff date. Median follow-up is defined as the time from randomization to death or last known alive date (for patients who are alive).
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Phase lll CheckMate 274: Interim Overall Survival for All
Randomly Assigned Patients and Patients with PD-L1 21%

All randomized patients? Patients with PD-L1 > 1%P
Treatment Median OS (95% Cl), months Treatment Median OS (95% Cl), months
100- NIVO (n = 353) 75.0 (56.7-NE) 1004k, NIVO (n = 140) NR (70.0-NE)
PBO (n = 356) 50.1 (38.0-72.1) PBO (n = 142) 59.4 (29.1-NE)
3 90 HR (95% Cl), 0.83 (0.67-1.02) S 207 HR (95% CI), 0.63 (0.44-0.90)
i - 73.8%
o & B ® 69.6%
= 704 65.3% = 70 64.3%
e L 59.5% 5 70 :
S 60- 1 54.6% S 0- : :
a 57.7%! B 4
— 504 1 e T — 504 1 1 -
— ! 61 i © 1 71 ol
> 4 > g
S 40 i i B S 40- | l :
| - 1 1 1 — 1 1 1
= 1 1 1 fs | 1 1 1
e o 2 A
(] (]
5 20- i i i 5 20- i i i
& i ' i 3 ' l '
103 i i i 107 i I i
1 1 1 1 1 1
0 | I ] I L : I : I : I I ] Ll 1 I | | 0 ] ] 1 | ] : ] : I : Ll I 1 I L U ] ]
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108
Months Months
No. at risk No. at risk
NIVO 353 326 298 268 245 222 206 191 185 178 163 140 106 87 62 42 14 2 0 NIVO 140 127 117 107 101 93 89 84 82 80 73 60 45 36 30 23 9 1 0
PBO 356 313 287 258 230 197 184 166 158 147 139 122 100 82 61 39 18 3 0 PBO 142 119 107 97 87 74 71 64 61 60 56 50 40 31 22 16 8 1 0

» At 5 years of follow-up, median OS (from interim analyses) was longer for adjuvant NIVO vs PBO in all randomized patients and in
patients with tumor PD-L1 expression > 1%

aMinimum follow-up, 59.6 months; median follow-up, 43.4 months. ®PMinimum follow-up, 60.0 months; median follow-up, 52.9 months. Minimum follow-up is defined as the time from last
patient randomized to clinical cutoff date. Median follow-up is defined as the time from randomization to death or last known alive date (for patients who are alive).
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Correlation of ctDNA Status with DFS and OS

100 =
== ctDNA undetectable
g == ctDNA detectable
>
=
3 751
]
a
<)
—
a
©
2 50+ ——t
s
|
=
w
o
o
&
o 257
w
S
]
'
o
0 T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Months
No. at risk
Undetectable 79 67 56 50 40 40 37 34 32 30 4 2 1 1 1 1 0
Detectable 54 21 12 9 6 5 5 5 5 <] 1 1 1 1 1 1 0

ctDNA undetectable

ctDNA detectable

Overall survival probability (%)

No. at risk

100 =

5=

50

25+

0S

== ctDNA undetectable
== CtDNA detectable

WL-H—H—W

Undetectable 79 79 79 70 63 59

Detectable

54 4 37 35 26 23

) L] ] T L)
Months

56 51 50 46 e
18 15 15 15 15

ctDNA undetectable

37
15

ctDNA detectable

Median DFS (95% Cl), months

(n=179)
52.1 (19.4-NE)

(n = 54)
5.0 (2.8-6.5)

DFS HR (95% CI)

0.30 (0.18-0.48)

Median OS (95% CI), months

(n=79)
NR (62.0-NE)

(n = 54)
28.2 (19.4-36.1)

0S HR (95% Cl)

0.44 (0.25-0.76)

» CtDNA analysis was performed on 133 of 709 randomized patients (18.8%); 54 of 133 patients (40.6%) had detectable ctDNA
» The size of the dataset was limited by sample collection; results should be interpreted with caution
» Patients with undetectable ctDNA showed > 10-fold longer median DFS vs patients with detectable ctDNA

Minimum follow-up, 61.3 months; median follow-up, 41.8 months in ctDNA-evaluable patients. Post hoc exploratory analyses. Baseline ctDNA was measured using the Signatera assay.

Galsky MD et al. ESMO 2025;Abstract 30680.
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Phase Ill CheckMate 274: Authors’ Conclusions

« With extended 5 years minimum follow-up in CheckMate 274, adjuvant NIVO continued to show DFS
benefits vs PBO, and median OS and median DSS were longer with NIVO vs PBO in both the all
randomized and PD-L1 > 1% MIUC populations

 In patients with MIBC, NIVO was associated with DFS benefits and showed a trend toward OS benefit
regardless of prior cisplatin exposure

» In exploratory post hoc ctDNA analyses, NIVO improved DFS and OS by more than 2-fold and 1.5-fold,
respectively, vs PBO within the ctDNA-detectable subgroup

— However, conclusions are limited due to small sample size

* No new safety signals were observed since the previous database lock as patients have been off
treatment for at least 4 years'-?

« Subcutaneous NIVO has been shown to provide clinical equipoise to standard IV dosing?® and may
provide an alternative for patients across various tumors*’

» These results provide additional support for adjuvant NIVO as a standard of care for high-risk MIUC
after radical resection, potentially providing an opportunity for curative outcome

1. Bajorin DF, et al. N Engl J Med 2021;384:2102-2114. 2. Galsky MD, et al. J Clin Oncol 2025;43:15-21. 3. Albiges L, et al. Ann Oncol 2024;15:50923-7534(24)03996-6. 4. Nivolumab/hyaluronidase [package
insert]. Princeton, NJ, USA: Bristol Myers Squibb; 2025. 5. Lonardi S, et al. Presented at the American Society of Clinical Oncology (ASCO) Annual Meeting; June 4-8, 2021. Poster 2575. 6. Zhao Y, et

al. Presented at the Society for Inmunotherapy of Cancer (SITC) Annual Meeting; November 6-10, 2024; San Diego, CA, USA. Poster 524. 7. Nivolumab [summary of product characteristics].

Dublin, Ireland: Bristol Myers Squibb; June 2025.
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Dr Friedlander: Case Presentation

= 62 yo M with long tobacco history, HTN, presents with hematuria.
Workup shows high grade pT1 NMIBC

— June-Nov 2024: Receives BCG induction and maintenance

= 12/2024: Cysto with new posterior wall nodule

= Feb 2025: TURBT: HG T1 UC, +lymphovascular invasion (+LVI), no
muscle invasion

= cfDNA (Signatera™) negative




Lymphovascular Invasion in Transurethral Resection Specimens
as Predictor of Progression and Metastasis in Patients With

Newly Diagnosed T1 Bladder Urothelial Cancer

Kang Su Cho, Ho Kyung Seo, Jae Young Joung, Weon Seo Park, Jae Y. Ro,

Kyung Seok Han, Jinsoo Chung and Kang Hyun Lee*

From the Urologic Oncology Clinic (KSC, HKS, JYJ, KSH, JC, KHL) and Department of Pathology (WSP), Center for Specific Organs Cancer,
National Cancer Center, Goyang, Korea, and Department of Pathology, Methodist Hospital and Research Institute, Weill Medical College of

Cornell University (JYR), Houston, Texas

Purpose: We evaluated the clinical significance of lymphovascular invasion in
transurethral resection of bladder tumor specimens in patients with newly diag-
nosed T1 urothelial carcinoma of the bladder.

Materials and Methods: Enrolled in the study were 118 patients with newly
diagnosed T1 urothelial carcinoma of the bladder who underwent transurethral
resection of bladder tumor between 2001 and 2007. Patient records were re-
trieved from a prospectively maintained bladder cancer database. We evaluated
the correlation between lymphovascular invasion and other clinicopathological
features, and the impact of lymphovascular invasion on disease recurrence,
disease progression and metastasis.

Results: Lymphovascular invasion was histologically confirmed in 33 patients
(28.0%). While lymphovascular invasion correlated with tumor grade (p = 0.002), it
was not associated with gender, age, bladder tumor history, tumor size, multiplicity
or concomitant carcinoma in situ. Recurrence, progression and metastasis developed
in 45 (38.1%), 19 (16.1%) and 10 patients (8.5%), respectively. Univariate analysis
showed that lymphovascular invasion was marginally associated with recurrence
and significantly associated with progression (p = 0.011) and metastasis (p = 0.019).
Multivariate Cox proportional hazards analysis revealed that recurrence was signif-
icantly associated with lymphovascular invasion (p = 0.029), and with bladder tumor
history (p <0.001), tumor size (p = 0.031) and multiplicity (p = 0.043). Lymphovas-
cular invasion was the only independent prognostic factor associated with progres-
sion (p = 0.016).

Conclusions: In patients with newly diagnosed T1 urothelial carcinoma of the
bladder lymphovascular invasion in transurethral resection of bladder tumor
specimens predicts disease progression and metastasis.

Abbreviations
and Acronyms

LVI = lymphovascular invasion
TUR = transurethral resection
TURBT = TUR of bladder tumor

Submitted for publication April 6, 2009.

Study received National Cancer Center insti-
tutional review board approval.

* Correspondence: Urologic Oncology Clinic, Na-
tional Cancer Center, 111 Jungbalsan-ro, llsandong-
gu, Goyang-si, Gyeonggi-do, 410-769, Republic of
Korea (telephone: +82-31-920-1676; FAX: +82-31-
920-1790; e-mail: uroonco@ncc.re.kr).

For another article on a related
topic see page 2932.




Dr Friedlander: Case Presentation (Continued)

= Tumor board: Pt at high risk for progression to MIBC/metastases given

— No response to BCG

— +LVI

= April 2025: Discussed role of neoadjuvant systemic therapy vs RC vs RT
— “l' am really active, love to travel, hoping to avoid side effects”

— cfDNA now positive: 0.05 mean tumor molecules (MTM)/m|

= Pt elects for RC alone, hoping no systemic therapy will be needed



Dr Friedlander: Case Presentation (Continued)

RC with neobladder
— Path: pT3bN2, 3/12 LNs+, HER2 3+. Left ureteral soft tissue margin+.
— Also Gl 3+4, pT2NO prostate cancer

— Post op course c¢/b pelvic fluid collection requiring drain

15t post op visit: cfDNA negative!

— Pt encouraged, but high concern for relapse. Still recovering from surgery.

2nd post op visit: cfDNA now positive 2.2 MTM/m|

— “Sounds like | should get some chemo or immunotherapy?”

Summer 2025: Starts cisplatin + gemcitabine + durvalumab



Dr Friedlander: Case Presentation (Continued)

FINAL RESULTS SUMMARY

Signatera Negative MTM/mL: Mean tumor molecules per mL is
Not Detected calculated based on the mean of
o etec ctDNA molecules detected per mL of
the patient’s plasma. See Limitations section
. o befow.
Surgery Adjuvant Cis/Gem/Durva
Higher than expected cell-free DNA (cfONA) levels were found in this plasma sfiecimen. Excessive ¢fDNA may decrease clinical
sensitivity.

Historical Results

MTM/mL Plasma

04/01/25 05/01/25 06/01/25 07/01/25 08/01/25 09/01/25 10/01/25
Date of Blood Draw
-@- Positive -O- Negative —- Positive Below Analytical Range
Date Reported MTM/mL

Oct 10, 2025

Aug 15, 2025

Jun 27, 2025

Apr 08, 2025




HER2-Targeted Antibody-Drug Conjugates for Metastatic
Urothelial Carcinoma

* GuoJ et al. Disitamab vedotin (DV) plus toripalimab (T) versus chemotherapy
(C) in first-line (1L) locally advanced or metastatic urothelial carcinoma
(la/mUC) with HER2-expression. ESMO 2025;Abstract LBA7.

 Makker V et al. Trastuzumab deruxtecan (T-DXd) for pretreated patients (pts)
with HER2-expressing solid tumors: DESTINY-PanTumor02 (DP-02) part 1 final
analysis. ESMO 2025;Abstract 957P.




Abstract LBA7
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Disitamab vedotin (DV) plus toripalimab (T)
versus chemotherapy (C) in first-line (1L)
IocaIIy advanced or metastatic urothelial
carcinoma (la/mUC) with HER2- expressmn

Phase 11l RC48-C016 study
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Li, Yanxia Shi, Kai Yao, Bin Hu, Ziling Liu, Hong
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Jun Guo
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Phase Il RC48-C016: PFS by BIRC

Clinically meaningful reduction in the risk of progression or death by 64% with DV+T

100 - !
Median PFS | Stratified HR | 2-sided
N | Events | 959 cI), mo ‘ (95% Cl)
80 — DV+T 243 126 13.1(11.1-16.7)
@ 2%_3: 46y <0.0001
Chemo 241 149 6.5 (5.7-7.4) Sk
3
‘; 60 -
%
©
0
o
o 40 -
w
.
a 1
i [ |
o | |
20 — 16.2% DV+T
i 7.5%
™. Chemo
0 =
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
No. at risk Time (months)
DV+T 243 220 201 174 141 98 81 68 51 37 29 16 7 4 1 1 0
Chemo 241 181 143 B6 42 25 15 9 6 4 3 2 0

* The investigator assessment (median: 12.3 vs 6.2 months; stratified HR: 0.36 [95% Cl: 0.28-0.46]) was consistent with BIRC.
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Phase lll RC48-C016: Overall Survival

Clinically meaningful reduction in the risk of death by 46% with DV+T

Median OS Stratified HR| 2-sided

N | Events

(95% CI), mo | (95% CI) P
100 - DV+T 243 81 31.5(21.7-NE) 0.54
12-m rate © 41‘_0 73) <0.0001
; Chemo 241 117 16.9 (14.6-21.7) *™ '
| 79.5%
; 18-m rate P
RO : Median follow-up: 18.2 months
= 24-m rate
$ 4 |
= = P, 52.8%
% 62.5% n
O )
et 40 pu— H
S 5 - —_ +
0 148.1% ot W
¥ i 39.4% Chemo
20 -
0 -
1 1 | I 1 | 1 I I 1 1 I I 1 | | 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk Time (months)
DV+T 243 240 232 225 213 176 149 127 102 78 64 41 31 19 12 6 2 0
Chemo 241 220 215 202 183 148 109 93 73 61 45 38 24 13 8 5 3 0
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Phase Il RC48-C016: Duration of Response

Significant improvement in DoR in patients with DV+T by BICR and investigators

100 Median DoR
6-m rate N Events (95% CI), mo
- | 78.9% DV+T 185 83 14.6 (11.3-18.7)
X 80 T + 12-m rate
Q : Chemo 121 75 5.6 (5.3-5.8)
S ' 58.5%
o |
wy 60 = {
@ 18-m rate
o
£ | - 42.4%
S \!37.2% f
S 40 \
5 "
£ 119.0%
% o g DV+T
< . 8.7%
a — Chemo
0 -
T T T T T T T T T T T T T T T T
0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30
Mo Time from first documented response (months)
DV+T 185 170 146 127 90 75 63 50 36 27 15 8 5 2 1 0
Chemo 121 103 66 30 19 12 9 7 4 2 1 0

» The investigator assessment (median: 13.1 vs 5.5 months) was consistent with BIRC.
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Phase lll RC48-C016: Authors’ Conclusions

¢ The Phase Ill RC48-C016 study demonstrated for the first time superiority of an anti-HER2 antibody drug
conjugate plus an anti-PD1 inhibitor in a biomarker-selected patient population with la/mUC.

e DV+T led to a clinically meaningful and statistically significant prolongation of PFS and OS versus
chemo in patients with previously untreated HER2-expressing la/mUC.

= PFS (per BIRC): median, 13.1 versus 6.5 months; HR, 0.36 (95% Cl: 0.28-0.46); P<0.0001.
« OS: median, 31.5 versus 16.9 months; HR, 0.54 (95% Cl: 0.41-0.73); P<0.0001.

= PFS and OS benefits are consistent across HER2 expression levels and other prespecified subgroups

¢ The safety profile of DV+T was consistent with each agent, and it was more favorable than chemo.
= Incidence of grade >3 TRAEs: 55.1% with DV+T vs 86.9% with chemo.

e DV+T offers a valuable new treatment option and represents a potential new standard of care for the 1L
treatment of patients with HER2-expressing la/mUC.

RESEARCH
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Abstract 957P

Trastuzumab deruxtecan for pretreated
patients with HER2-expressing solid tumors:

DESTINY-PanTumor02 Part 1 final analysis

Vicky Makker,! Funda Meric-Bernstam,? Ana Oaknin,® Do-Youn Oh,* Anastasiya Mochalova,’

Arunee Dechaphunkul,5 Igor Kudryavtsev,” Chia-Chi Lin,2 Antonio Gonzalez-Martin,® Mairead G McNamara,1?
Iwona tugowska,! Tarek Meniawy,!? Vanda Salutari,'? Thatthan Suksombooncharoen,'* Teerapat Ungtrakul,!>
Chiedozie Anoka,'® Ann Smith,'” Soham Puvvada,'® Jung-Yun Lee'




Phase Il DESTINY-PanTumor02 Study Design

e Adults with histologically confirmed locally advanced, metastatic, or unresectable solid Open label, multicenter, Primary:

tumors (excluding breast, colorectal, gastric, and non-small cell lung cancer) multicohort, Phase 2 e Confirmed ORR* ¥ Endometrial

e Disease progression following =1 prior systemic treatment or without alternative

treatment options; prior HER2-directed therapy was allowed RCORGIY: % Cervical
reatmen *
e HER2-expressing tumors with IHC 3+/2+ scored using current American Society of ey
Clinical Oncology / College of American Pathology (ASCO/CAP) guidelines for scoring T-DXd 5.4 mg/kg IV Q3W e DCR*
HER?2 in gastric cancer® e PFS*
e HER2 expression at enrollment was based on local testing; however, if local testing e OS v Bladder
was not available, enroliment was determined by central HER2 testing Trial registration # o
e Safety and tolerability
(HercepTest [DAKO])
. _ : NCT04482309 Exploratory: {3 Other tumorst
— Retrospective central HER2 testing was performed for patients enrolled based on a 3
local HER2 test result e Subgroup analyses by
*Investigator assessed per RECIST 1.1; tincluded patients with salivary gland cancer (n=18), malignant neoplasm of unknown primary site (n=5), HER?2 status Cﬁ Biliary tract
extramammary Paget disease (n=3), cutaneous melanoma (n=2), oropharyngeal neoplasm (n=2), adenoid cystic carcinoma, head and neck cancer, lip Data cutoff =
andIProtal cavi.ty cancer, esophageal Mma intestinal adenocarcinoma, appendiceal ade.nocarchoma, esophageal squamous cell @ bubgro up analyses by
N e e o N Octoter 10,204 biomarker status
Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumours; T-DXd, trastuzumab deruxtecan
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Phase Il DESTINY-PanTumor02 Part 1 Final Analysis: Investigator-
Assessed Confirmed ORR by Tumor Cohort and HER2 IHC

100 All Endometnial Cervical Ovarian Bladder Other Biliary tract Pancreatic
846
X 80 -
8% 63.6
@ § 60 - 56.3
(@)
3 % - 40.0
£ = - -
£2
5D &
S 2 20 - & & 2
> = < 9
= z 2 2 = z o—o aL 0-0 23
0 - b

n=267 75 125 40 13 17 40 8 20 40 11 19 41 16 20 40 9 16 41 16 14 . U R |

Investigator-assessed ORR analyses were performed for patients who received 21 dose of T-DXd (n=287). *Confrméd ORR per RECIST 1.1; 'included patients with salivary gland cancer (n=18), malignant
neoplasm of unknown primary site (n=5), extramammary Paget disease (n=3), cutaneous melanoma (n=2), oropharyngeal neoplasm (n=2), adenoid cystic carcinoma, head and neck cancer, lip and/or oral
cavity cancer, esophageal adenocarcinoma, intestinal adenocarcinoma, appendiceal adenocarcinoma, esophageal squamous cell carcinoma, testicular cancer, and vulvar carcinoma (all n=1)

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ORR, objective response rate; RECIST, Response Evaluation Criteria in Solid Tumours; T-DXd, trastuzumab deruxtecan
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Phase Il DESTINY-PanTumor02 Part 1 Final Analysis:
Median PFS by Tumor Cohort and HER2 IHC

Median PFS,

months
(95% ClI) [n]*

All

Endometrial

Cervical

Ovarian

Bladder

Othert

Biliary tract

Pancreatic

Discrepancies in n numbers are

owing to patients

All patients

6.9
(5.6, 8.0) [267]

11.1
(7.1, 25.8) [40]

7.0
(4.2, 11.1) [40]

5.9
(4.0, 8.3) [40]

7.0
(4.2,9.7)[41]

8.8
(5.5, 12.5) [40]

456
(3.1, 6.0) [41]

3.2
(1.8,72)[25]

HER2 IHC status by central testing

IHC 3+

11.9
(8:2, 13.0) [75]

28.1
(7.3, NE) [13]

NE
(3.9, NE) [8]

125
(3.1, NE) [11]

7.4
(3.0, 11.9) [16]

223
(5.6, NE) [9]

7.4
(2.8, 12.5) [16]

5.4
(2.8. NE) [2]

IHC 2+

5.4
(4.2, 6.0)[125]

8.5
(4.6, 15.1) [17]

43
(2.7, 5.7) [20]

41
(2.3, 12.6)[19]

7.8
(2.6, 11.6) [20]

55
(2.8, 8.7)[16]

4.2
(2.8, 6.0) [14]

28
(1.4,9.1)[19]

with central HER2 |HC status of 1+/0funknown enrolled as IHC 3+/2+ by loca testing

HER2 IHC status at enrollment!

IHC 3+

9.7
(7.0, 12.5) [111]

2438
(4.5, 35.7) [16]

NE
(3.9, NE) [10]

126
(4.1, NE) [15]

7.0
(3.9, 11.5) [27]

13.0
(6.3, 23.4) [16]

6.9
(3.0, 8.0) [22]

8.0
(1.2, NE) [5]

IHC 2+

5.1
(4.1, 6.0) [151]

11.0
(6.0, 19.5) [24]

4.6
(1.4, 8.1) [25]

44
(23,7.1) [29]

7.0
(2.6, 13.0) [14]

6.6
(2.9, 8.8) [24]

3.7
(2.8,5.1) [19]

3.2
(1.4,4.9)[20]

*Investigator assessed per RECIST 1.1; 'included patients with salivary gland cancer (n=18), malignant neoplasm of unknown primary site (n=5), extramammary Paget disease (n=3), cutaneous melanoma (n=2),
oropharyngeal neoplasm (n=2). adenoid cystic carcinoma, head and neck cancer, lip andfor oral cavity cancer, esophageal adenocarcinoma, intestinal adenocarcinoma, appendiceal adenocarcinoma, esophageal
squamous cell carcinoma, testicular cancer, and vulvar carcinoma (all n=1) *HER2 expression for enroliment was based on local assessment, where avaiable, otherwise enroliment was based on central testing

Cl, confidence interval; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NE, not evaluable; PFS, progression-free survival; RECIST, Response Evaluation Cnteria in Solid Tumours

Makker V et al. ESMO 2025;Abstract 957P.
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Phase Il DESTINY-PanTumor02 Part 1 Final Analysis:
Median OS by Tumor Cohort and HER2 IHC

Median OS, HER2 IHC status by central testing HER2 IHC status at enrollmentt
months All patients
(95% CI) [n] IHC 3+ IHC 2+ IHC 3+ IHC 2+
All 134 211 12.2 17.7 12.0
(11.9, 15.3) [267] (16.0, 26.0) [75] (10.7, 13.6) [125] (12.8,23.4) [111] (9.6, 13.5) [151]
e 24.2 33.7 16.4 29.0 20.3
(12.8, 33.7) [40] (18.9, NE) [13] (8.0, 34.7)[17] (4.5, NE) [16] (8.1, 33.1) [24]
Caial 13.6 35.8 11.6 35.8 11.7
(11.1, 19.7) [40] (3.9, NE) [8] (5.1, 18.0) [20] (3.9, NE) [10] (8.0, 13.6) [25]
Ovaien 13.2 20.0 13.0 20.0 10.7
(8.0, 17.7) [40] (3.8, NE) [11] (4.7, 21.9)[19] (7.2, NE) [15] (5.9, 14.8) [25]
Bladder 12.8 134 13.1 12.6 13.5
(11.2, 15.1) [41] (6.7, 19.8) [16] (11.0, 19.9) [20] (6.7, 17.2) [27] (8.0, 19.9) [14]
Other* 21.0 251 14.6 25.2 15.5
(12.9, 25.1) [40] (11.1, NE) [9] (6.8, 22.4) [16] (11.1,40.0) [16] (9.6, 22 4) [24]
Biliary tract 7.0 124 6.0 7.6 53
i (4.6, 10.2) [41] (2.8, 26.3) [16] (3.7, 11.7) [14] (4.6,23.7)[22] (3.1,10.2) [19]
SRR 5.0 124 49 8.8 4.7
(3.8, 14.2) [25] (8.8, NE) [2] (2.4,15.7)[19] (2.4, NE) [5] (3:2, 14.2) [20]

Discrepancies in n numbers are owing to patients with central HER2 IHC status of 1+/0/unknown enrolled as IHC 3+/2+ by local testing

*Included patients with salivary gland cancer (n=18), malignant neoplasm of unknown primary site (n=5), extramammary Paget disease (n=3), cutaneous melanoma (n=2), oropharyngeal neoplasm (n=2),

adenoid cystic carcinoma, head and neck cancer, lip and/or oral cavity cancer, esophageal adenocarcinoma, intestinal adenocarcinoma, appendiceal adenocarcinoma, esophageal squamous cell carcinoma,

testicular cancer, and vulvar carcinoma (all n=1); THER2 expression for enrollment was based on local assessment, where available, otherwise enroliment was based on central testing

Cl, confidence interval; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NE, not evaluable; OS, overall survival RTP
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Phase Il DESTINY-PanTumor02 Part 1 Final Analysis:
Authors’ Conclusions

e Consistent with the primary and post-hoc analyses, 2 T-DXd continued to show durable and clinically
meaningful antitumor activity in patients with HER2-expressing tumors (immunohistochemistry [IHC] 3+/2+),
irrespective of whether HER2 |IHC status was determined by central or local testing

— The greatest benefit was observed in patients with HER2 IHC 3+ tumors

— With extended follow up, safety remained consistent with the known profile of T-DXd, with no new
safety signals observed compared with the primary analysis’

e These results further reinforce T-DXd as a recommended treatment for pretreated patients with
HER2-positive (IHC 3+) tumors3-°

— Part 2 of the study is currently ongoing and is expected to provide further insights into the antitumor
activity of T-DXd in pretreated patients with HER2-expressing/amplified solid tumors®

RESEARCH
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Dr Friedlander: Case Presentation

= 72 vyo Fwith HTN, alcohol use disorder, GERD presents with MIBC in 2023

— S/p 4 cycles of cisplatin/gemcitabine then RC with ileal conduit

— Pathology: ypT4aN2Mx, 8/24 LNs +, 2.2cm residual tumor, plasmacytoid
histology. HER2 3+

= Receives 6 months of adjuvant nivolumab

— Mid 2024: CT with pelvic nodal and vertebral metastases

= Starts EV + P x 3 cycles, complicated by steroid-responsive pneumonitis
thought related to EV



Dr Friedlander: Case Presentation (Continued)

= Fall 2024: SBRT to all sites of cancer
= Early 2025: New nodal and vertebral disease.

— Starts Trastuzumab deruxtecan (T-DXd)

— Course ¢/b mild nausea, alternating constipation and diarrhea 10lb wt loss, loss
of taste (progressive), mild malaise 1 week post each infusion, group B strep
sepsis despite GCSF

= CT scan after 4 cycles: Stable disease
= CT scan after 6 cycles: Slightly decreased lymphadenopathy, no new lesions
= QOctober 2025: CT scan after 8 cycles with new lung and liver nodules

— Screening for FX-909 (PPARG inhibitor) clinical trial at UCSF



Targeting TROP2 in mUC

 Rha SY et al. Datopotamab deruxtecan (Dato-DXd) + rilvegostomig (rilve) in
patients (pts) with locally advanced or metastatic urothelial cancer (a/mUC):
Results from the phase Il TROPION-PanTumor03 study. ESMO 2025;Abstract

3072MO.




Abstract 3072MO

Datopotamab deruxtecan (Dato-DXd) + rilvegostomig in
patients with locally advanced or metastatic urothelial cancer: |
Results from the phase 2 TROPION-PanTumor03 study

Sun Young Rha," Sung Hee Lim,2 Fangjian Zhou,? Kyung Hae Jung,* Piotr Wysocki,®

Katarzyna Drosik-Rutowicz,® Jen-Shi Chen,” Hiroya Taniguchi,® Yuksel Urun,® Kenichi Harano, '
Salvatore Siena,"" Chia-Chi Lin,'? Chi-Feng Chung,'® Rafael Morales-Barrera,

Srikanth Gajavelli,™ Dakshayini Kulkarni,'® Shamim Gharagoozloo,'” Yelena Janjigian,'®

Funda Meric-Bernstam?® '

'Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, Republic of Korea; ZDivision of Hematology-Oncology, Department of Medicine,
Sungkyunkwan University School of Medicine, Samsung Medical Center, Seoul, Republic of Korea; *Department of Urology, Sun Yat-Sen University Cancer Center, Guangzhou, China;
*Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea; *Department of Oncology, Jagiellonian University Medical College, Krakow,
Poland; ®Radiation and Clinical Oncology Department, Maria Sklodowska-Curie National Research Institute of Oncology, Gliwice, Poland; "Department of Hematology-Oncology, Linkou Chang
Gung Memorial Hospital and Chang Gung University College of Medicine, Taoyuan, Taiwan; ®Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; #Ankara University
School of Medicine, Department of Medical Oncology, Ankara, Turkiye; °Department of Medical Oncology, National Cancer Center Hospital East, Kashiwa, Japan; '"Department of Hematology,
Oncology, and Molecular Medicine, Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, University of Milano, Milan, Italy; ?Department of Oncology, National Taiwan University &
Hospital, Taipei, Taiwan; **Department of Medical Oncology, Koo Foundation Sun Yat-Sen Cancer Center, Taipei, Taiwan; *‘Department of Medical Oncology, Vall d'Hebron Institute of Oncology,
Vall d' Hebron University Hospital, Universitat Auténoma de Barcelona, Barcelona, Spain; **Clinical Development, Oncology R&D, AstraZeneca, New York, NY, USA; 6Clinical Development,
Oncology R&D, AstraZeneca, Cambridge, UK; ""Biostatistics, Oncology R&D, AstraZeneca, Macclesfield, UK; ®*Memonal Solid Tumor Group, Memorial Sloan Kettering Cancer Center,

New York, NY, USA; **Department of Investigational Cancer Therapeutics, M.D. Anderson Cancer Center, University of Texas, Houston, TX, USA.
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Phase Il TROPION-PanTumor03: Investigator-Asssessed Objective
Response Rate, Duration of Response

1L Cisplatin-ine"gible (N=22) _ 1L cisplatin-ineligible 2L (N=18) _

(N=22)
680
Confirmed ORR, %
50 Confirmed ORR, % 68.2 (45.1-86.1) 50 (95% Cl) 389 (17.3-64.3)
40 4 (95% CI) 40+
0 . DCR?® at 12 weeks, % 30 DCR? at 12 weeks, %
204 (80% Cl) 95.5 (83.4-99.5) =l (80% Cl) 83.3(66.6-93.7)

Best change from baseline in target lesion size (%)
Best change from baseline in target lesion size (%)

| M Po
504
= 100~
ineligibie (N+22) Median time to response, 13(1.2-84)
2 Median time to response, 14(12-39) 25 months (range) R
g months (range) £ Median DoR, months NC (6.9-NC)
- Median DoR, months NC (94-NC) 82 07 — (95% Cl) 2
50 $ S0 o,
5% (95% CI) i3 PR cae A
Se 257 S 25 -
58 58 _ e
5z 1' Treatment discontinued Sg T ———— 1’ Treatment discontinued
2 50 S 50
z 7 —i — - —> Treatment ongoing 2 - —> Treatment ongoing
-15 == e AR \ N 75 = = k£ = he ~
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*A value of 20% is imputed as patient has no post-baseline assessment and died less than 13 weeks after first dose. BERLIN congress
3Defined as the percentage of patients who achieved a CR or PR in the first 13 weeks or who had SD for at least 11 weeks after start of treatment per RECIST 1.1 as assessed by the investigator. m
BOR, best overall response; Cl, confidence interval; CR, complete response; NC, not calculable; PD, progressive disease; PR, partial response; SD, stable disease. RT P
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Phase Il TROPION-PanTumor03: Overall Safety Summary
| iLcisplatin-ineligile(N=2) | 2L(N=18)

TRAESs? leading to:

Dose reduction of any treatment 14 (63.6) 4(22.2)
Dose interruption of any treatment 10 (45.5) 6 (33.3)
Discontinuation of any treatment 2(9.1) 3 (16.7)
Death 0 0
1L cisplatin-ineligible (N=22) 2L (N=18)
Any grade Grade 23 Any grade Grade 23
TRAEs? 21 (95.5) 4(18.2) 17 (94.4) 7 (38.9)
Serious TRAEs? 0 0 3(16.7) 3(16.7)
AESis for Dato-DXd
Oral mucositis/stomatitis® 9 (40.9) 0 11 (61.1) 1(5.6)
Ocular surface events® 4(18.2) 0 4(22.2) 0
Adjudicated drug-related ILD/pneumonitis®© 1(4.5) 0 2(11.1) 0
AESis for rilvegostomig
Hepatic events® 3(13.6) 0 1(5.6) 1(5.6)
Diarrhoea/colitis® 1(4.5) 0 1(5.6) 0
Dermatitis/rash® 11 (50.0) 0 8 (44.4) 0
IRR/hypersensitivity reaction® 2(9.1) 0 0 0

RTP
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Phase Il TROPION-PanTumor03: Authors’ Conclusions

 The combination of Dato-DXd + rilvegostomig demonstrated promising efficacy
In patients with la/m UC who were cisplatin-ineligible and patients who had
progressed on prior platinum-based chemotherapy

* The safety profile of Dato-DXd + rilvegostomig was consistent with previous
reports of this combination. No new safety signals were identified

 These results warrant further exploration of Dato-DXd + rilvegostomig in the
1L la/m UC setting

Rha SY et al. ESMO 2025;Abstract 3072MO.




Immunotherapy and BCG for NMIBC

e De Santis M et al. Durvalumab (D) in combination with bacillus Calmette-Guérin
(BCG) for BCG-naive, high-risk non-muscle-invasive bladder cancer (NMIBC):
Final analysis of the phase lll, open-label, randomised POTOMAC trial. ESMO
2025;Abstract LBA108.




Abstract LBA108

2025

Durvalumab (D) in Combination With Bacillus Calmette-Guérin (BCG) for
BCG-Naive, High-Risk Non-Muscle-Invasive Bladder Cancer (NMIBC):
Final Analysis of the Phase 3, Open-Label, Randomised POTOMAC Trial

Maria De Santis,' Joan Palou Redorta,2 Hiroyuki Nishiyama,? Michat Krawczynski,* Artur Seytikuliev,> Andrey Novikov,®
Félix Guerrero-Ramos,” Minoru Kato,8 Lieven Goeman,® Eva Hellmis,® Thomas Powles,!! Kilian M. Gust, 12

Paul Vasey,' Pierre Bigot,'* Yves Fradet,'® Jarmo C. B. Hunting, '8 Jon Armstrong, "’
Aleksandra Dabrowska, '® Stephan Hois,'® Neal D. Shore?

LBA108

+
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Urologic Research Center, Myrtle Beach, SC, USA
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Phase Il POTOMAC: Disease-Free Survival (DFS) with
Durvalumab/BCG versus BCG

POTOMAC met its primary endpoint with early and sustained DFS benefit

D+BCG (I+M) BCG (1+M)

N=339 N=340
Events, n (%) 67 (20) 98 (29)
1.0 - i 929% : Median DFS, months NR NR
187% ; (95% Cl) (NR-NR) (74.0-NR)
08- i : ——H— -
| 182% Va5 Bt
¢ s s %
Q 06- i i i
5 : : :
£ | ! :
2 | i |
B § i § HR 0.68 (95% Cl, 0.50-0.93)
i i i Stratified log-rank P value2 = 0.0154
0.2 - | i |
i i i Median follow-up®: 60.7 months
i i i 24% DFS maturity
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Time from randomisation (months)
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Phase Il POTOMAC: Overall Survival with Durvalumab/BCG

versus BCG

Descriptive analysis showed no detriment to OS with the addition of durvalumab to BCG (I+M) therapy

1.0 =4+ =t}
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o
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]

Probability of OS
=
|

0.2

D+BCG (I+M) BCG (1+M)
N=339 N=340
Deaths, n (%) 41 (12) 52 (15)

Median OS, months NR NR

- (95% CI) (NR-NR) (NR-NR)

HR 0.80 (95% ClI, 0.53-1.20)

Median follow-up?®: 65.6 months
65.9 months
14% OS maturity

0
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De Santis M et al. ESMO 2025;Abstract LBA108.
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Phase Illl POTOMAC: Authors’ Conclusions

» Durvalumab in combination with BCG (I+M) resulted in a statistically significant and clinically
meaningful improvement in DFS vs BCG (I+M) alone in patients with BCG-naive, high-risk NMIBC
at a median of 5 years of follow-up

Scan the QR code to access:

+ Slide presentation
* Plain language summary

Copies of this presentation obtained

»  32% reduction in risk of a DFS event (HR 0.68; 95% CI, 0.50-0.93; P=0.0154)
through the QR code are for personal

» Early and sustained DFS benefit with durvalumab (starting at <4 months) e R Ty P
the authors.

« After a median follow-up of >5 years (14% maturity), a descriptive analysis showed an OS HR of
0.80 (95% ClI, 0.53-1.20), demonstrating no detriment to OS with the addition of durvalumab

« Durvalumab plus BCG (I+M) had a tolerable and manageable safety profile that was consistent with
the known safety profiles of the individual agents, with no deaths due to treatment-related AEs

POTOMAC supports 1 year of durvalumab in combination with BCG induction and maintenance

as a potential new treatment for patients with BCG-naive, high-risk NMIBC

U’:J" ;‘ ' congress
— RTP
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AE, adverse event; BCG, bacillus Calmette-Guénn; Cl, confidence interval; DFS, disease-free survival; HR, hazard ratio; |, induction; M, maintenance; NMIBC, non-muscle-invasive bladder cancer; OS, overall survival.



Exciting CME Events You Do Not Want to Miss
A Friday Satellite Symposium Series Preceding the 67t ASH Annual Meeting

Friday, December 5, 2025

Myelofibrosis and
Systemic Mastocytosis

3:15 PM -5:15 PM ET

Acute Myeloid Leukemia
7:30 AM -9:30 AM ET

Follicular Lymphoma and
Diffuse Large B-Cell Lymphoma
7:00 PM -9:00 PM ET

Chronic Lymphocytic Leukemia
11:30 AM-1:30 PM ET




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.




