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BACKGROUND

 Patients with MIBC are at significant risk of disease recurrence after surgery (RC + PLND), with a median
overall survival of < 5 years!2

* Neoadjuvant cisplatin-based chemotherapy (with/without perioperative durvalumab, or adjuvant
nivolumab for high-risk disease) and RC + PLND is standard of care for patients with MIBC3*#

* Nearly 50% of patients with MIBC are ineligible for cisplatin (per Galsky criteria)>2

- These patients have no neoadjuvant options and tend to be older, frailer, and have more
comorbidities

e Limited literature in this cisplatin-ineligible population with MIBC suggests poor outcomes with RC +
PLND alone, highlighting a significant unmet medical need>”’

- No prior phase 3 trial has shown benefit from perioperative therapy in this population

* Enfortumab vedotin (EV) + pembrolizumab (pembro) has strong rationale for investigation in the
perioperative setting in this population

MIBC, muscle-invasive bladder cancer; RC + PLND, radical cystectomy with standard pelvic lymph node dissection
1. Barton Grossman et al. N Engl J Med 2003; 2. International Collaboration of Trialists et al. J Clin Oncol 2011; 3. Powles T, et al. Ann Oncol 2022; 4. NCCN Bladder
Cancer (v1.2025); 5. Fazili AN, et al. J Urol 2025; 6. Jiang DM, et al. Nat Rev Urol 2021; 7. Galsky MD, et al. Lancet Oncol 2011; 8. Dash A, et al. Cancer 2006.
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STUDY DESIGN (NCT03924895)

Key Eligibility Criteria
» Adults with MIBC

» Clinical stage T2-T4aNOMO or
T1-T4aN1MO by central assessment

» 250% Urothelial histology

» Cisplatin-ineligible per Galsky criteria?
or cisplatin-declining

- ECOG PS 0-2

Stratification Factors

» Cisplatin ineligibility (ineligible vs.
eligible but declining)

» Clinical stage (T2NO vs. T3/T4aNO0 vs.
T1-4aN1)

» Region (US vs. EU vs. Most of World)

_______ > Pembrolizumab 200 mg
IV Q3W 3 cycles

@
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Allocation to this treatment arm stopped Nov 2022

Pembrolizumab 200 mg
IV Q3W 14 cycles

Enfortumab vedotin 1.25 mg/kg

N = 344 n=174
R1:1
Enfortumab vedotin 1.25 mg/kg

d1 and d8 IV Q3W 3 cycles
+

aN1d +0d|

d1 and d8 IV Q3W 6 cycles
+

n=170 Pembrolizumab 200 mg

IV Q3W 14 cycles

Pembrolizumab 200 mg
IV Q3W 3 cycles

Primary endpoint: Event-free survival (EFS) by BICR

Key secondary endpoints: OS and pathological complete response (pCR; pTONO, i.e.
absence of viable tumor in examined tissue from surgery) by central pathologist review

Other secondary endpoints include: Safety
Exploratory endpoints include: EFS by pCR status

BICR, blinded independent central review; IV, intravenous; Q3W, every 3 weeks. =Protocol-defined as having =1 of the following: impaired renal function (creatinine clearance 30-59 ml/min), ECOG PS 2,
gr =22 audiometric hearing loss, or NYHA class Ill heart failure; ®As of Nov 2022, adjuvant nivolumab was permitted when clinically indicated and regionally available.
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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

Christof Vulsteke', Hristos Z. Kaimakliotis?, Pongwut Danchaivijitr®, Maksym Sabadash®, Alejo Rodriguez-Vida®
Zhentao Zhang®, Vagif Atduev’, Yunus E. Goger?, Steffen Rausch?, Seok-Ho Kang'?, Yohann Loriot',

Jens Bedke'2, Matthew D. Galsky'?, Peter H. O'Donnell’4, Michael Mihm'®, Changting Meng'®,

Caizhi David Huang'?, Chethan Ramamurthy'?, Blanca Homet Moreno'’, Anders Ullén'8

TIntegrated Cancer Center Ghent, AZ Maria Middelares, Ghent, Belgium, and Center for Oncological
Research, Antwerp University, Antwerp, Belgium; 2Indiana University Melvin and Bren Simon
Comprehensive Cancer Center, Indianapolis, IN, USA; *Faculty of Medicine, Siriraj Hospital, Mahidol
University, Bangkok, Thailand; “Lviv State Regional Oncelogical Center, Lviv, Ukraine; "Hospital del
Mar, Barcelona, Spain; ®Parkview Cancer Institute, Fort Wayne, IN, USA; "Volga District Medical Center,
Federal Medical-Biological Agency, Nizhny Novgorod, Russia; 3Necmettin Erbakan Universitesi Meram
Tip Fakultesi Hastanesi, Konya, Tirkiye; °Eberhard Karls University, Tabingen, Germany; '®Korea
University Anam Hospital; Seoul, South Korea; 'Institut Gustave Roussy, Université Paris-Saclay,
Villejuif, France; 2Eva Mayr-Stihl Cancer Center, Klinikum Stuttgart, Stuttgart, Germany; *lcahn School
of Medicine at Mount Sinai, Tisch Cancer Institute, New York, NY, USA; “The University of Chicago,
Chicago, IL, USA; "Astellas Pharma Inc, Northbrook, IL, USA; ®Pfizer, Bothell, WA, USA; "Merck &
Cao,, Inc., Rahway, NJ, USA; ®Department of Oncology-Pathology, Karolinska Insfitutet, Stockholm,
Sweden and Department of Pelvic Cancer, Genitourinary Oncology and Urology unit, Karolinska
University Hospital, Stockholm, Sweden
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The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Perioperative Enfortumab Vedotin and

Pembrolizumab in Bladder Cancer

C. Vulsteke,” N. Adra,’ P. Danchaivijitr,* M. Sabadash,* A. Rodriguez-Vida,®
Z. Zhang,” V. Atduev,® Y.E. Géger,” S. Rausch,® S.-H. Kang," Y. Loriot,*?

J. Bedke,™ M.D. Galsky,* P.H. O'Donnell,”* G. von Amsberg,'® N. Alimohamed,”
G. Sulimka,™ S. Gupta, V. Paramonov,™ K. Nakane,” M. Mihm,”? C. Meng,”
C.D. Huang,* C. Ramamurthy,” B. Homet Moreno,* and A. Ullén, >
for the KEYNOTE-905/EV-303 Investigators¥
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STUDY DESIGN (NCT04700124)

Criteria

* Adults with MIBC

* Clinical stage T2-T4aNOMO or
T1-T4aN1MO by central assessment

* Urothelial histology 250%

» Eligible for RC + PLND

* Did not meet any Galsky criteria for
cisplatin ineligibility

« ECOG PS 0-1

Stratification Factors
» PD-L1 status (CPS 210 vs. <10)?

* Clinical stage (T2NO vs. T3/T4aNO0
vs. T1-4aN1)

* Geographic region (US vs. EU vs.
Most of World)

R1:1
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Enfortumab vedotin 1.25 mg/kg Enfortumab vedotin 1.25 mg/kg
N = 405 d1 and d8 IV Q3W 4 cycles d1 and d8 IV Q3W 5 cycles
+ +
Pembrolizumab 200 mg d1 Pembrolizumab 200 mg d1
IV Q3W 4 cycles IV Q3W 13 cycles

Cisplatin 70 mg/m?

d1 IV Q3W 4 cycles
+ Observation®

N =403 Gemcitabine 1000 mg/m?

d1 and d8 IV Q3W 4 cycles

aNTd + O

Primary endpoint: Event-free survival (EFS) by BICR

Key secondary endpoints: OS and pathological complete response (pCR; pTONO, i.e.
absence of viable tumor in examined tissue from surgery) by central pathologist review

Other secondary endpoints include: Safety

BICR, blinded independent central review; CPS, combined positive score; IV, infravenous; Q3W, every 3 weeks.
aAssessed by PD-L1 IHC 22C3 pharmDx (Agilent, Carpinteria, CA); CPS = # PD-L1-staining cells {tumor cells, lymphocytes, and macrophages) = fotal # viable tumor cells x 100.
sAs of Feb 2023, adjuvant nivolumab was permitted when clinically indicated and regionally available. Data cutoff date: 27 October 2025
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KEYNOTE-905 / EV-303: Topline results
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TIMELINE OF STUDY DESIGN DEVELOPMENT

2019

Study initiated with 2 arms:

» Perioperative pembro with
RC + PLND vs. RC + PLND

2022

Inclusion criteria expanded to
include participants who are
cisplatin-eligible but decline
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* Randomized 1:1 cisplatin-based chemotherapy
2020 2022
Third arm added: * Randomization to pembro with RC +
* Perioperative EV + pembro PLND arm stopped
with RC + PLND * Randomization updated to 1:1 to
* Randomization updated to perioperative EV + pembro with RC +
g s | PLND (EV + pembro arm) vs. RC +

PLND (control arm)

» Adjuvant nivolumab permitted in the
control arm when clinically indicated
and regionally available
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Familywise type | error rate controlled at a=2.5%
(1-sided) with graphical method of Maurer and Bretz

« Efficacy for EV + pembro vs control was
assessed in all concurrently randomized
participants (ITT population) to the EV +
pembro and control arms

 TEAEs were assessed in all participants
with 21 dose of study treatment, including

surgery

« Study continues to evaluate additional
hypotheses for perioperative pembro arm

ITT, intention-to-treat; TEAE, treatment-emergent adverse event.
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PARTICIPANT DISPOSITION

Reasons for no surgery
10 Participant withdrawal
7 Adverse event
3 Progressive disease
1 Physician decision
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344 participants randomized Dec 15, 2020 to Jun 6, 2024

170 to EV + pembro 174 to control

167 Started neoadjuvant phase
144 Completed
23 Discontinued

149 Underwent surgery?
147 Complete resectionP

156 Underwent surgery
149 Complete resection®

Reasons for no surgery
13 Participant withdrawal
3 Adverse event
1 Lost to follow-up
1 Physician decision

= 21 Did not undergo surgery 18 Did not undergo surgery ==

100 Started adjuvant phase
43 Completed
11 Ongoing
46 Discontinued
Time from randomization to data cutoff date (June 6, 2025):
median 25.6 months (range, 11.8-53.7)

49 Did not start adjuvant phase

2Included 3 pts who received surgery without on-study neoadjuvant therapy. "Incomplete resection included: unresectable tumor, newly discovered metastatic disease, or other.
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Characteristic, n (%) EV + pembro (N = 170) Control (N = 174)
Median age (range), years 740 (47-87) 725 (46-87)

265 to <75 years 63 (37.1) 77 (44.3)

275 years 78 (459) 68 (39.1)
Male 137 (80.6) 131 (75.3)
ECOG PS

0 102 (60.0) 95 (54.6)

1 47 (27.6) 53 (30.5)

2 21 (12.4) 26 (14.9)
Region

United States 21(12.4) 23 (13.2)

European Union 78 (45.9) 77 (44 3)

Most of World 71 (41.8) 74 (42 .5)
Cisplatin eligibility status (per Galsky criteria)

Ineligible 142 (83.5) 139 (79.9)

Eligible but declining 28 (16.5) 35(20.1)
PD-L1 combined positive score (CPS) 2102 80 (47.1) 83 (47.7)
Tumor stage at baseline (centrally assessed using both
pathology of TURBT specimen and imaging)®

T2NO 30 (17.6) 32 (18.4)

T3/T4aNO 133 (78.2) 132 (75.9)

T1-4aN1 7(41) 10 (5.7)
Creatinine clearance

260 mL/min 68 (40.0) 72 (41.4)

230 and <60 mL/min 102 (60.0) 101 (58.0)

<30 mL/min 0 1(0.6)
Pure urothelial carcinoma histology 152 (89.4) 161 (92.5)

TURBT, transurethral resection of bladder tumor. =By PD-L1 IHC 22C3 pharmDx (Agilent, Carpinteria, CA); CPS = # PD-L1-staining cells (tumor cells, lymphocytes, and macrophages) = .
total # viable tumor cells x 100. ®By investigator assessment, 124 pts (72.9%) in the EV + pembro arm and 119 pts (68.4%) in the control had T2NO stage MIBC at baseline. Data cutoff date: 6 June 2025
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Primary Endpoint: EFS2 by BICR e i
ITT Population

EV + pembro Control

(N =170) (N =174)
100 : Events, n (%) 48 (28.2) 95 (54.6)
90 = : Median, mo NR 15.7
2 80=- (95% Cl) (37.3-NR) (10.3-20.5)
E 70 = HR 0.40, 95% Cl 0.28-0.57,
S 60- one-sided P <.0001*
=
®  50=- | s
@ ' * 29/174 pts (16.7%) in
o 40+ : - IL the control arm received
T 30+ ' ' 0 LRl | adjuvant nivolumab as
S : : He of data cutoff per local
w20+ ! : guidelines/prescribing
10= | : information
0 L] L] I L L ; L] L} I L] L] i L L I L] L] I L] L l L] L] I L] L] l L L I
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Monthe
EV + pembro 170 140 116 73 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). Time 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 Data it dats 64 2025
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. Alaciipl.cate=ulne
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EFS by BICR in Key Subgroups et n g Cncer
ITT Population

Events/Participants

EV + pembro Control HR (95% CI)
L
Overall 48/170 95/174 - 0.40 (0.28-0.57)
Age '
<65 years 3/29 16/29 i : 0.13 (0.04-0.46)
>65 to <75 years 21/63 44/77 —— 0.41 (0.24-0. 70)
>75 years 24/78 35/68 ——! 0.50 (0.30-0.84)
Sex '
Male 37/137 721131 - 0.40 (0 27-0. 59)
ECOG PS '
0 26/102 43/95 - 0.54 (0.33-0.87)
1 16/47 35/53 —_—— ! 0.30 (0.16-0.57)
2 6/21 17126 —_— 0.19 (0.07-0.52)
Region '
United States 6/21 11/23 —_—lG 0.47 (0.17-1.27)
European Union 21/78 41177 — 0.38 (0.23-0.65)
Most of World 21/71 43/74 —— 0.41 (0.24-0.69)
Cisplatin eligibility :
Ineligible 41/142 81/139 —-— ) 0.37 (0.26-0.54)
Eligible but declining 7/28 14/35 _— 0.58 (0.23-1.44)
PD-L1 CPS :
>10 21/80 42/83 —— 0.37 (0.22-0.64)
<10 26/87 53/90 —— 0.40 (0.25-0.65)
Tumor stage :
T2NO 4/30 13/32 —_—— 0.26 (0.08-0.80)
T3/T4aN0O 41/133 75/132 - 0.43 (0.29-0.63)
T1-4aN1 3/7 7/10 & - 0.35 (0.09-1.40)
Creatinine clearance '
>60 mL/min 16/68 36/72 —— 0.32 {0.18-0.59;
<60 mL/min 32/102 59/102 + ! 0.45 (0.29-0.70
T T
9,05 0. 25 0:5: 10 2, 0 4 0
Subgroup levels with <10 events across both Favors EV + pembro Favors control Data cutoff date: 6 June 2025

treatment arms were not included in forest plots.
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Key Secondary End pOint: OS Meeting on Urological Cancers
ITT Population

EV + pembro Control
(N = 170) (N = 174)
Events, n (%) 38 (22.4) 68 (39.1)
100 Median, mo NR 417
90+ (95% Cl) (NR-NR) (31.8-NR)

HR 0.50, 95% CI 0.33-0.74,
one-sided P =.0002*

]

]

]

1

1

1

]

1

l « 8/170 pts (4.7%) in the
: EV + pembro arm and
! 46/174 (26.4%) in the
, control arm received

1

]

1

]

]

1

1

Overall survival, %
(6)]
o
1

w
o
1

subsequent therapy for
20=- recurrent/metastatic
10 = disease
0 L] L l L L] L] L] l L] L] L] L] l L] L] I L} L] I L} L] I L] L} I L] L] I
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Months

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
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OS by Key Subgroups Pyt
ITT Population

’ Events/Participants

EV + pembro Control HR (95% CI)
gverall 38/170 68/174 T 0.50 (0.33-0.74)
ge '
<65 years 229 12/29 - A 0.14 (0.03-0.63)
265 to <75 years 14/63 28/77 —_—— 0.49 (0.26-0.94)
=75 years 22178 28/68 —I-—-:- 0.63 (0.36-1.10)
Sex
Male 31/137 53/131 — 0.50 (0.32-0.78)
Female 7/33 15/43 —— 0.45(0.18-1.12)
ECOG PS :
0 22/102 27/95 — 0.75 (0.43-1.32)
1 13/47 27/53 —— | 0.45 (0.23-0.87)
2 3121 14/26 = . 0.17 (0.05-0.59)
Region '
United States 521 9/23 —_—— 0.55 (0.18-1.63)
European Union 17/78 3177 —— : 0.45 (0.25-0.81)
Most of World 16/71 28174 —_— 0.54 (0.29-0.99)
Cisplatin eligibility !
Ineligible 33/142 61/139 — 0.46 (0.30-0.70)
Eligible but declining 5/28 7/35 - 0.87 (0.28-2.76)
PD-L1 CPS !
=10 16/80 32/83 —_— 0.43 (0.24-0.79)
<10 22187 36/90 —a— 0.58 (0.34-0.99)
Tumor stage !
T3/T4aNO 34/133 55/132 — | 0.54 (0.35-0.82)
Creatinine clearance '
>60 mL/min 11/68 23/72 —_—— 043 20.21-04893
<60 mL/min 271102 45/102 —— | 0.54 (0.33-0.86
T v - i . ]
9,05 025 05 10 20 40
Subgroup levels with <10 events across both - Favors EV + pembro Favors csntrol Data cutoff date: 6 June 2025

treatment arms were not included in forest plots.
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Key Secondary Endpoint: pCR by Central Pathology Review it
ITT Population

100+ Estimated difference® o ) —
48.3% (95% CI 39.5-56.5) . f‘:'_;‘o ro NO_n1l;>4
go—| one-sided P <.000001* (N =170) (N =174)
| I pCR, n 07 15
pCR rate, % 571 8.6
(95% Cl) (49.3-64.6) (4.9-13.8)

pCR, % (95% Cl)

» pCR: absence of viable tumor (pTONO) in examined
tissue from RC + PLND

» Pts who did not undergo surgery, including those with
clinical complete response after neoadjuvant therapy,
were considered non-responders

EV + Control
pembro

* denotes statistical significance (one-sided boundary 0.00025).

#Based on stratified Miettinen and Nurminen method. Data cutoff date: 6 June 2025
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PCR by BICR in the ITT Population

) Number with pCR/N Favors EV + Pembro -
100~ Overall Population EV +Pembro  Confrol  PCR ;:Tg:;ence,
Overall 97170 150174 48.3 (39.5-56.5) —a—
Age, years
Estimated difference? =G5 21/29 329 62.1 (38.9-78.1) I - |
80+ 48.3% (CI, 39.5-56.5) =65 76141 12/145 45 6 (35.9-54.6) —a—
one-sided P <.000001* gex
_ | | Male 811137 1113 50.7 (40.7-59.7) —a—
= Female 16133 4/43 39.2 (19.6-57.3) [ = |
&) Race
2 60+ White 78132 131136 49.5(39.3-58.7) ——
g All others 18037 2035 42.9 (24.0-59.7) [ - |
— Geographic region
2 us 14/21 323 53.6 (25.7-T3.7) I - |
~ 40— EU 40/78 577 44.8 (31.9-56.6) ——
E MOW 4371 774 51.1 (37.0-63.2) —a—
o Smoking status
Mever 33/55 4/44 50.0 (33.7-64.8) ——
20+ Former 45/82 8/68 45 6 (32.6-57.3) ——
Cument 19/33 344 50.8 (31.3-67.4) ! = i
Cisplatin status
Ineligible 78142 12/139 46.3 (36.5-55.3) —a—
0- Declining 10/28 335 59.3 (37.1-T5.7) [ = |
Tumar stage
EV + Pembro® Control T2NO 18130 6132 413 (17.2-60.9) | = :
MOW most of world. TAT4aN0 76133 91132 50.3 (40.5-59.3) : —— :

*Denotes statistical significance (one-sided boundary .00025). *Based on the sfratified Miettinen and Nurminen method.
97 of 149 paricipants (65.0%) who underwent surgery and received EV + pembro had a pCR. Data cufoff date: June 6, 2025, 0 20 50 80
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pDS by BICR in the ITT Population

100 —
n (CI), % EV + Pembro Control
Estimated difference ’ (n=170) (n=174)
53.1% (CI. 44.0-61.2)
80 — | | pDS (<pT2N0) 112 65.9(58.2-73.0) 22  12.6(8.1-18.5)
_ pTONO 97 57.1(49.3646) 15 86(4.9-138)
(] pTisNO 7 41(17-83) 2  11(014.1)
8 60 —
0 pTaNO 1 06(0032) 0  00(0021)
; pTINO 7  41(1783) 5  29(0966)
~ 40 —
4 Non-pDS (2pT2N0) 33 19.4(13.8-26.2) 112 64.4 (56.8-71.5)
o
| Incomplete
20 e 2 12(01-42) 7  40(1681)
. 55 Qv 12 6% No surgery 21 124(78183) 18 103 (6.2-15.9)
- Other: 2 1.2(0.1-4.2 15 86(49-13.8
EV + Control € ( ) ( )

Pembro

‘Mot evaluated centrally for pDS due to no available evaluable surgical sample, nonprofoceol systemic therapy prior to RC + PLHD, or operational issues; considered non-pDS in analysis.
Jata cutoff date: June &, 2025,
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Disease-Free Survival by BICR?
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EV + Pembro Control
100 v (n=135) (n=129)
o 90 583_2% Events, n (%) 26 (19.3) 57 (44.2)
o 80 = ; Median (Cl), mo NR (NR-NR) 236 (13.7-NR)
E ! HR (Cl) 0.37 (0.23-0.59)
[ :
= ]
o 60= . '
Q - ] ]
et 50 : 1 I_I
L7} ] ]
: ] 5 s
a ¥ : :
10 = i .
[ ] [ ]
|} ]
D-_'_'_|_'_'_|_'-l--l'_'_|_'-l--l'-l | L |
0 (3] 12 18 24 30 36 42 48 54 60
No. at Risk Months
EV +pembro 135 115 75 58 43 36 18 5 0 0 0
Control 129 98 57 38 27 16 12 6 1 0 0

HR, hazard ratio; NR, not reached.

2Parficipants were considered disease-free after RC + PLMD for DFS analysis if they had complete resection {no gross residual disease) and no evidence of disease on a post-surgery scan. “Based on Cox

regression moedel with the Efron methed of tie handling with treatment as a covariate. Data cutoff date: June 6, 2025.
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Disease-Free Survival: Subgroups

Events, n/N (%)

EV + Pembro Control » Favors EV + Pembro HR (CT)

Overall 26/135(19.3) 571129 (44.2) —a— 0.37 (0.23-0.59)
Age, year

<65 2i28 (7.1} 9/22 (40.9) i | 0.16 (0.03-0.75)

=65 241107 (22.4) 45107 (44.9) —a— 0.41 (0.25-0.67)
Sex

Male 20110 (18.2) 44/39 (44.4) —a— 0.36 (0.21-0.62)

Female 6/25 (24.0) 13/30 (43.3) I i 0.37 (0.14-1.00)
Race

White 200107 (18.7) 46/103 (44.7) —a— 0.35 (0.21-0.60)

All others B/27 (22.2) 10/24 (41.7) I i 0.45 (0.17-1.33)
Geographic region

us 318 (16.7) 8/20 (40.0) i 0.33(0.09-1.24)

EU 11/63 (17.5) 26/56 (44.8) —a— 0.34 (0.17-0.69)

MOW 12/54 (22.2) 23/51 (45.1) —a— 0.41 (0.20-0.82)
Smoking status

Mever a/44 (18.2) 13/29 (44.8) —— 0.35 (0.15-0.86)

Former 14/66 (21.2) 29/67T (43.3) —a— 0.42 (0.22-0.80)

Current 4/25 (16.0) 15/33 (45.5) I » | 0.27 (0.09-0.81)
Cisplatin status

Ineligible 21112 (18.8) 46/96 (46.9) —a— 0.34 (0.20-0.56)

Declining 823 21.7) 11431 (35.5) I i 0.56 (0.20-1.63)
Tumor stage

T2N0O 2i24(8.3) 9/24 (37.5) i 0.19 (0.04-0.83)

T3/T4aM0 21/105 (20.0) 46/100 (46.0) —a— 0.37 (0.22-0.63)

| T T 1
0.03 0.1 0.5 5

lata cutoff date: June §, 2025,
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KEYNOTE-B15 / EV-304: Topline results
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PARTICIPANT DISPOSITION

808 participants randomized (12 May 2021 to 12 Dec 2023)

Reasons for no surgery
26 Participant withdrawal
13 Adverse event
7 Physician decision
6 Progressive disease

Reasons for no adjuvant
37 Adverse event
30 Participant withdrawal
16 Physician decision
3 Recurrence/relapse
3 Surgery incomplete

O
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405 EV + pembro

403 Started neoadjuvant phase
344 Completed?
59 Discontinued

351 Underwent surgery
346 Complete resection

—= 52 Did not undergo surgery

262 Started adjuvant phase
208 Completed?
54 Discontinued

= 89 Underwent surgery but did
not start adjuvant phase

403 Cis + gem

396 Started neoadjuvant phase
352 Completeda®
44 Discontinued

Reasons for no surgery
23 Participant withdrawal
6 Adverse event
6 Progressive disease
2 Physician decision

361 Underwent surgeryc
352 Complete resection

37 Did not undergo surgery ==

Time from randomization to data cutoff date (Oct 27, 2025):
median 33.6 months (range, 22.5-53.6)

a|ndicates pt received 4 cycles of at least 1 of the 2 study drugs (EV or pembro or cis or gem). ®29/396 pts (7.3%) received all cis + gem cycles with split-dose cisplatin.
“Two participants underwent surgery but did not start necadjuvant cis + gem. “Completed indicates a pt received 5 adjuvant cycles of EV or 13 adjuvant cycles of pembro.
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BASELINE CHARACTERISTICS
charscterstc, (1
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Median age (range), years 66.0 (35-83) 66.0 (37-85)

265 years 247 (61.0) 247 (61.3)
Male 327 (80.7) 327 (81.1)
ECOG PS

0 317 (78.3) 310 (76.9)

1 88 (21.7) 93 (23.1)
Region

United States 59 (14.6) 99 (14.8)

European Union 206 (50.9) 205 (50.9)

Most of world 140 (34.6) 139 (34.9)
PD-L1 CPS

z10 233 (57.9) 230 (57.1)

<10 171 (42.2) 173 (42.9)

Missing 1(0.2) 0
Tumor stage at baseline (central assessment)?

T2NO 79 (19.5) 77 (19.1)

T3/T4aNO0 293 (72.3) 293 (72.7)

T1-4aN1 33 (8.1) 33 (8.2)
Pure urothelial carcinoma histology 370 (91.4) 393 (87.6)
Creatinine clearance

290 mL/min 149 (36.8) 156 (38.7)

260 and <90 mL/min 252 (62.2) 245 (60.8)

z30 and <60 mL/min® 4(1.0) 2 (0.5)

2Using both pathology of transurethral resection of bladder tumor specimen and imaging. By investigator assessment, 287 pts (70.9%) in
the EV + pembro arm and 296 pts (73.4%) in the cis + gem arm had T2NO stage MIBC at baseline. *Protocol deviation. Data cutoff date: 27 October 2025
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Primary Endpoint: EFS by BICR

ITT Population
N = 405 N =403

100 ~{=-huil : | Events, n (%) 87 (21.5) 146 (36.2)
90 W 1 86.0% {79 4%, Median, mo (95% CI) NR (NR-NR) 48.5 (43.3-NR)
= 80— :
2 E75 49
> _ ' &0 '
5 9 ; | 66.2%
9 S0+ E !
& 404 '
E 30 | !
> 204 , HR 0.53, 95% CI 0.41-0.70,
u ; ; 1-sided P <.0001*
104 | |
or— T T 7 T T T
0 6 12 18 24 30 36 42 48 54
No. at Risk Months
EV + pembro 405 351 317 303 257 154 100 63 23 0
Cis + gem 403 350 286 259 216 131 70 45 16 0

Data cutoff date: 27 October 2025
MNR. not reached. * denotes statistical significance (one-sided boundary 0.0082).
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EFS by BICR in Key Subgroups
ITT Population

Events/Participants

EV + pembro  Cis + gem HR (95% CI)

Overall 87/405 146/403 - 0.53 (0.41-0.70)
Age 1

<65 years 24/158 51/156 —— 0.43 (0.27-0.70)

>65 years 63/247 95/247 —- 0.59 (0.43-0.82)
Sex '

Male 69/327 113/327 —- | 0.56 (0.42-0.76)

Female 18/78 33/76 —_—, 0.47 (0.26-0.83)
Race '

White 731328 119/314 - | 0.53 (0.40-0.71)

All others 14/76 27187 —_—— 0.53 (0.28-1.01)
Region -

United States 8/59 14/59 ——— 0.58 (0.25-1.39)

European Union 48/206 86/205 - 0.47 (0.33-0.68

Most of world 31/140 46/139 R — 0.65 (0.41-1.02
PD-L1 CPS :

=10 43/233 74/230 —— 0.53 (0.36-0.77)

<10 43171 721173 - 0.54 (0.37-0.79)
Tumor stage by BICR :

T2NO 15/79 19/77 —— 0.76 (0.38-1.51)

T3/T4aNO 65/293 110/293 - ! 0.54 (0.40-0.73)

T1-4aN1 7/33 17/33 —_— 0.30(0.12-0.72)

r r r i r |
0.05 025 05 1.0 2.0 40
- >

Favors EV + pembro Favors cis + gem

Subgroup levels with <10 events across both treatment arms were not included in forest plots. Data cutoff date: 27 October 2023
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Key Secondary Endpoint: OS
ITT Population

100~ : :
%0 S :93.10/0 86.9%
. 80-  89.6% :
= 704 5  81.3%
- 5 ’
2 60- i ,
2 20+ : Cis + gem
= 40- : N = 405 N =403
m ]
5 30- : Events, n (%) 69 (17.0) 99 (24.6)
3 0 , | Median, mo (95% CI) NR (NR-NR)  NR (NR-NR)
0 HR 0.65, 95% CI 0.48—0.89,
10- ; ; 1-sided P =.0029"*
T T T T
0 6 12 18 24 30 36 42 48 54
No. at Risk Months
EV +pembro 405 396 377 361 325 215 142 90 34 0
Cis +gem 403 392 358 338 295 201 119 67 29 0

+ In total, 44/87 (50.6%) of pts with an EFS event in the EV + pembro arm and 86/146 (58.9%) of pts with an EFS event in the cis + gem
arm received any subsequent systemic therapy

NR, not reached. * denotes statistical significance (one-sided boundary 0.0038). Data cutoff date: 27 October 2025
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OS by Key Subgroups et o e
ITT Population

Events/Participants

EV + pembro Cis + gem HR (95% CI)

Overall 69/405 99/403 -, 0.65 (0.48-0.89)
Age ]

<65 years 19/158 33/156 —a—! 0.54 (0.31-0.96)

>65 years 50/247 66/247 - — 0.71 (0.49-1.03)
Sex !

Male 52/327 78/327 —— 0.63 (0.44-0.89)
Race !

White 58/329 83/314 - 0.62 (0.44-0.87)

All others 11/76 16/87 —r— 0.77 (0.36-1.66)
Region !

United States 6/59 11/59 — 0.50 (0.18-1.34)

European Union 38/206 60/205 ——, 0.59 (0.39-0.88)

Most of world 25/140 28/139 —— 0.87 (0.51-1.49)
PD-L1CPS :

>10 34/233 52/230 —— 0.61 (0.39-0.94)

<10 34/171 471173 —a— 0.69 (0.44-1.07)
Tumor stage by BICR :

T2NO 10/79 1177 — 0.87 (0.37-2.06)

T3/T4aNO 53/293 79/293 - 0.63 (0.44-0.89)

T1-4aN1 6/33 9/33 » 0.64 (0.23-1.81)

0.05 025 05 1.0 20 4.0
- -

Favors EV + pembro Favors cis + gem

Subgroup levels with <10 events across both treatment arms were not included in forest piots. Data cutoff date: 27 Oclober 2025
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Key Secondary Endpoint: pCR by Central Pathology Review

ITT Population

1007 Estimated difference?
23.4% (95% CI 16.7-29.8)
80 - 1-sided P <.0001*

PCR, % (95% Cl)

EV + Cis +
pembro gem

* denotes statistical significance (one-sided boundary 0.001).
2Based on stratified Miettinen and Nurminen method.

Cis + gem
N =403
PCR, n 226 131
PCR rate, % 55.8 32.5
(95% CI) (90.8-60.7) (28.0-37.3)

« pCR: defined as absence of viable tumor in examined
tissue from RC + PLND (pTONO)

* Pts who discontinued study therapy prior to definitive
surgery were classified as non-responders

* Qut of pts who underwent surgery, 226/351 (64.4%) in the
EV + pembro arm and 131/361 (36.3%) in the cis + gem
arm had pCR

Data cutoff date; 27 October 2025
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Toxicities
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Summary of AEs, All Phases of Treatment Summary of Treatment Exposure and Safety
Safety Analysis Population Safety Analysis Population

» Median (range) duration of neoadjuvant therapy in the EV + pembro arm (N = 167): 1.6 months (0.03-2.8)
— Median cycles of neoadjuvant EV + pembro: 3.0 (range, 1.0-3.0) _ . N =403 N = 306
+ Median (range) duration of adjuvant therapy in the EV + pembro arm (N = 100): 8.0 months (0.03—12.9) Median (range) total duration of therapy, months 10.2 (0.03-25.5) 3.5(0.03-16.8)
— Median (range) number adjuvant cycles of EV was 6.0 (1.0-6.0) and of pembro was 12.0 (1.0-14.0) W ez e, e e e N = 403 N = 306
Enfortumab vedotin 4.0(1.0-4.0 NA
E\(’; f‘:g’;’)m (ﬁ‘;":r;;') Pembrolizumab 4.0 E1.0—4.o; NA
Gemcitabine NA 4.0 (1.0-4.0)
Any grade TEAE? 167 (100) 103 (64.8) Cisplatin NA 4.0 (1.0-4.0)
Surgery phase only® 99/146 (67.8) 103 (64.8) Median (range) cycles, adjuvant phase N =262 NA
Grade 23 TEAE 119(71.3) 73 (45.9) Enfortumab vedotin 5.0 (1.0-5.0) NA
Surgery phase only 52/146 (35.6) 73 (45.9) Pembrolizumab 13.0 (1.0-13.0) NA
Serious TEAE 97 (58.1) 65 (40.9) 3 a1 _ N _
Surgery phase only 42/146 (28.8) 65 (40.9) (7 Wit =2 w(lE),
AE leading to surgery delay® 6/149 (4.0) 1/156 (0.6) Any-grade TEAE 395 (98.0) 389 (98.2)
TEAE Ieading to dose reduction of EV 28 (168) NA Grade 23 TEAE 305 (75.7) 266 (67.2)
TEAE leading to discontinuation of EV 69 (41.3) NA .
TEAE leading to discontinuation of pembro 57 (34.1) NA Serious TEAE 255(63.3) 190 (48.0)
TEAE leading to death 13 (7.8)* 9 (5.7) TEAE leading to death i 17 (4.2) 11 (2.8)
Surgery phase only 41146 (2.7) 9(57) Treatment-related AEs leading to death? 2 (0.5) 1(0.3)
TEAE. treatment-emergent adverse event. Data are n (%) when denominator matches header, and n/N (%) when denominator is different. Neoadjuvam phase TEAE lead ing to drug discontinuation 101 (25_1 ) 61 (15,4)
*Included 2 drug-related deaths (both during djuvant phase: n =1 myasthenia gravis and n = 1 toxic epidermal necrolysis).
Adjuvant phase TEAE leading to drug discontinuation, n/N (%) 75/262 (28.8) NA
2Collected up to 30 days after cessation of study treatment (serious AEs collected up to 90 days. or 30 days after if pt started a new anticancer therapy). ®Defined as time from date of surgery to 30 days post-

surgery for nonserious events (90 days for serious events) and prior to date of first postoperative study drug (if applicable). “Surgery delay defined as >8 weeks from last preoperative drug dose (or randomization

=Collected up to 30 days after cessation of study treatment (90 days for serious AEs); EV + pembro reporting window included necadjuvant, surgery, and adjuvant phases,
if no preoperative drug received) to surgery for the EV + pembro arm (18/149 pts: 12.1%): and >8 weeks from randomization to surgery for the control arm (25/156 pts; 16.0%). Data cutoff date: 6 June 2025

cis + gem reporting window included necadjuvant and surgery phases. PEV + pembro arm: multiple organ dysfunction syndrome (n = 2); cis + gem arm: pneumonia (n = 1) Data cutoff date: 27 October 2025
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AEs of Special Interest?
Safety Analysis Population, EV + Pembro Arm

AEs of Special Interest, Pembro®®

AEs of Special Interest?
Safety Analysis Population, EV + Pembro Arm

AEs of Special Interest, Pembro®® (N = 403)

Hypothyroidism 14.4% Severe skin reactions 17.1%
Severe skin reactions 13.8% Hyr:jothyrmdl;tm
neumonitis
Drug-related AEs of Special Interest, EV Hyperthyroidism 45% Drug-Related AEs of Special Interest, EV (N = 403) Hyperthyroidism
Pneumonitis 3.6% Hepatitis
= Colitis
Skin reactions 57.5% Hepatitis 3.6% Skin reactions 63.5% Adrenal insufficiency
Peripheral neuropathy 36.5% Thyroiditis 1~ 3.0% Peripheral neuropathy 36.0% Pancreatitis
Colitis 4| 2.4% ) Thyroiditis
Ocular disorders 17.4% Bl P Ocular disorders 23.3% Type 1 diabetes meliitus
St . i Gastritis

i 0,
Hyperglycemia 9.6% Nephritis 2.4% Hyperglycemia 13.2% Nephr!tls
Infusion-related reactions 4 1.2% : s Infusion-related reactions 4 2.0% Uveitis
o Adrenal insufficiency 4 0.6% —_ Hypophysitis
0O 20 40 60 8 100 Myssihenic sypdrome:-) 0.67% 0 20 40 60 80 100 Myositis
Incidence, % Myocarditis 4 0.6% Incidence, % EMYOC:MI!:_'S
- ncephalitis
Any grade AEs = Grade 23 AEs Myositis 4 0.6% Any grade AEs mm  Grade 23 AEs Exocrine pancreatic insufficioncy
F T T T T 1 Myasthenic syndrome
0 20 40 60 80 100 Sarcoidosis
o
Incidence, % Vasculitis
Any grade AEs mm Grade 23 AEs k T T T 1
Based rat fied lists of preferred terms (grouped) of ki ks jated with EV and 3 10 15 20
4 ; . - 5% 3Based on separate prespecified lists of preferred terms (group of known risks associated wi an Incidence “/
Based °"[59§a;ate p’”pec'ied”:'ﬁ.s of pr.Efe”Edqwf'm.s (9'°”‘:ed) of k"°‘r"t’“d”5ks asf°|°'ate‘1 W‘thfvf"f %eg,}"f’ o Z;P;u ed 'ﬁ° of 4 Data cutoff date: 6 June 2025  Pembro treatment. *Considered regardiess of attribution to study treafment by the investigator. cinfusion v
BT, yane 9 nfusion reactions, reported separately, occurred in 1 pt (0.6%); no grade 23 infusion reactions occurre reactions, reported separately, occurred in 12 pt (3.0%); grade >3 infusion reactions occurred in 3 (0.7%) Any grade AEs mm Grade >3 AEs

Data cutoff date: 27 October 2025
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EFS and OS across MIBC Trials

2 Year EFS

=0 Fidurva | Mo chemo EVP | GG EVP ) LE GC-duva | Mo chemo EVP | GG EVP
NIAGRA | KN-DD5 ' KN-B 15 NIAGRA | KN-DD5 ' KN-B15
Iy EFS Iy 08
HR 0.68 HR 0.53 HR 0.75 HR 0.65
i@ median 42 months i@ median 33 months i@ median 46 months i@ median 33 months
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Complete Pathologic Response Across Trials

1007 Ectimated difference®
23.4% (95% Cl 16.7-29.8)
gg_| 1-sided P <0001

Of those who
underwent
surgery:
64% vs 36%

|
56%

PCR, % (95% CI)

EWV +
permbro

Cis +
Qe

.
=]

=]
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Pathologic Complete Rate Across MIBC Trials
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How many cycles of EV/P? Not answered by et g e
Is the Adjuvant Portion Necessary? these studies

~E
VﬂLGAwﬁ

T

L 3
| ¥ ¥ N § F NV}

1 -
I Future studies
- Bl PR necessary to define the
KN-B15 i role of adjuvant portion
=
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ctDNA detection and clearance with neoadjuvant
therapy

Post-HAT

HCRN GU16-257

M with ciDNA available B2
% ctDMA positive at baseline
% ctDNA clearance at restaging

Among cCR, % ciDMA negative at restaging

Chigatkey, ixl il PPLAS 20008 Wl 138 Mo & 2835844010

..:!EC-F:I:' itcurinary £OU2E i Jorualean Woght, MO M5 Fass AS.{:{:: e

T T P P R T i - e




J. Wright et al. ASCO GU 2026

JO
BMUC

13" Belgian Multidisciplinary
Meeting on Urological Cancers

RETAIN-1/2
ctDNA after neoadjuvant therapy identifies metastatic risk

 ctDNA negative at restaging
Mt = 1329 = gxcellent 2-year MFS — §5% in active

5% L1 L BE-TT. 5

Pt D201 surveillance patients

= Similar to ctDMNA negative cystectomy
patients

B

=
£
=
=
E
[
o
5
o
-
5
=
=

= ctDNA positive at restaging
= High metastatic risk

o (% develop metastasis within 1 year dezpite
cystectomy

W3, gl rigk
AS cffAnooathve 35 35 32 31 27 22 17 11 T 1
[ [ ] L
Cr.cONAnegale 37 37 33 20 26 24 16 13 & 3 ciDMA posifive after MAT may require systemic
infensification rather than local consolidation
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CiDNA does not reliably monitor the bladder
compartment

2 Compariment Approach

» RETAIN-1/2 surveillance cohort
= 52% developed local recurrence
= <10% were ctDMNA positive

= All metastatic events preceded /“f 1
by local recurrence :, - e
A
i

Cystoscopy and imaging required for
bladder surveillance

_.:lSC-Fﬁ:' it any reeswrpe e Jonalin Wright, MO M5 FAGS . hS{:ﬂ i
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Urine tumor DNA: Clonal mutations in normal bladders

L ]

5w il wmoking ias intse wlecron of
somatic muiaciors in haman bladder

Clonal mutafions in normal urothelium increase with age Cncogenic mutations in urine from HEALTHY controls
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HCRN GU16-257: urine tumor DNA at Restaging

Bladder Intact Survival based on
utDNA presence in cCR patients

"

utDNA collected after neoadjuvant therapy

-
WA
-

(L)

No clinical CR clinical CR: YES
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RETAIN-1/2 Surveillance Cohort
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EFS in the baseline ctDMA+ population that
did or did not claar ctONA pra-cyetectomy (combined ams)

« |n NIAGARA, the addition of perioperative durvalumab =

to NAC demonstrated: 7 = R oo
w . _..‘-_""l-.l_n.u_‘.u.'_.-_hn A
« Statistically significant improvement in 3 rlearanca
« EFS: HR, 0.68 (95% CI, 0.56-0.82), P<0.0001 5 ) e PR

» 08 HR, 0.75 (95% CI, 0.59-0.93), P=0.0106
» 10% improvement in pCR rate’

o1 B 3 11 'S 17 M O OIT O OINDOMOIZ T o4 4n In Moo
Mo o pesar sk e
e e I A il id ET i Ed d2 TR OO n: I: st =] ‘_:- I
1a "a R

1H I e 1 fT 0l BS EE T
Fedmanolils W M O TH W 40 M I W B o4 & o4& 3w o4 1

cEDNA clearance va pereistent clDNAY  HE, 0.3 (95% CI, 0.22-0.47)

* |n prior exploratory analysis, plasma ctDNA- status after

H 1 ] Pre-RC ctOMA— Pre-RC ciDiA#
neoadjuvant t_reatment was not associated with pCR but Combine ms, K315 (755 Combines arms, Nesd (225
was prognostic for EF52 " e
F. I:
) . . Hon-pCR pCR HonplR &
» Here, we expanded the analysis to assess potential ufility % e WR
of utDNA testing in MIBC management 1
SR
Froportion of petianks | %) Froportion of pefiani= %)
PrafC ADNA- EEF and had RC PraRC cADMA+ EEP and Fad AC
ciDHA- status was not associzted with pCR ctDNAY status was highly comrelated with non-pCR
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NIAGARA: Study Design and ctDNA/utDNA Analysis

Neoadjuvant Adjuvant
Durvalumahb arm QaW, 4 cycies QAW  Gyules

Study population e A Al Durvalumab 1500 mg i Primary endpoints
. Adults Gemcitabine + cisplatin « EFS
+ Cisplatin-eligible MIBC _ -. (i * KGR

{cT2-T4aNi MO Bazeline Pre-RC E Post-RC Key secondary endpoint
» UC or UC with [

. . n=462 = i + 05

divergent differentiaion . a n=461) 3;,, =345 .

or histologic subtypes e = EIB|DE'[D:I’I].I' a:nalyms
* Evaluated and E—. = +  Association nf ciDNA

confirmed for RC n=205 — Eﬂl utl]f'-lf:dvﬂdﬂ_'l -
» CrCl of =40 mL/min pag;ln:t:rs mnica

Mo treatment

8 Gemcitabine + cisplatin
Comparator arm

N=330

* Baseline characteristics were generally similar between the BEP and ITT populations
«  CiDNA/UDNA assessed using Signatera™ assay (Natera, Inc, Austin, TX, USA)
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NIAGARA Neoadjuvant: utDNA Clearance Was 11% Higher In

the Durvalumab Arm and Appears to Be Prognostic for EFS

EFS in the baseline utDNA+ population

UtDNA clearance from baseline to pre-RC with or without ttDNA clearance pre-RC {combined arms)

11% diffaranze
- | I ‘"]:|_
o 43 - DA
& 40 - g e clearanca
E 35 S ﬁi:
- ‘B
. 30 4 271 = a0 Paraizfant
Z 254 - uiDMA#
] g ]
3 20 A o
£ 15 o
= I E R EEEEEEEEEEEEEEE
E 10 Morths b mvend or cansoe
£ 3 Mo of patiants b risk
a .1:¢{&G'=='525§§33:3§?3332EEEAEEIB:HE.TF?-1-3|]
PesisbertedDMo+ &7 55 B3 55 52 46 43 49 40 35 35 2% XM & 13 1 11 10 & 5§ 1
Cweealurnab armn Comparator arm
=32} (P35

ufDMA claarance va parsiztant utDMA+ HR, .24 (23% CI, 0.08-0.62)

Inciudes all patients who wers WiDMA+ 3t baseline
and kad pre-RC uiDMNA samples

= Similar results were also observed with plasma ctDNA clearance!
+ 85% of patients were utDNA positive at baseline, which reduced to 55% following neoadjuvant treatment (combined arms)
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NIAGARA Pre-cystectomy: utDNA- Status Is Associated [l e e
With pCR

Pre-RC utDMA- Pre-RC utDNA®
n=r6 (444%) n=36 (55%)

oCR

18%

Non-pCR
Mon-pCR CR
8% — ?‘H, §2%
Proportion of patients [33) Proparion of patiznts. (%)
Pre-RC wiDNA- EEF and kad RC Pre-RC utliMa+ BEF and had RC
utDNA- status at pre-RC is associated utDNA* status at pre-RC is associated
with higher likelihood of pCR with higher likelihood of non-pCR

» In contrast, 51% of patients with plasma ctDNA- status after neoadjuvant treatment had pCR!
Pre-RC BEP with recorded pCRnon-pCR result, n=172 patients
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NIAGARA Pre-cystectomy: utDNA and ctDNA Status Is

Differentially Associated With Disease Stage at Cystectomy

Combined pre-RC ctDNA and utDNA status
and association with disease stage at RC

1040 4 —
o0 |
3 - » UtDMA+ status is associated with a higher frequency
™ = FTONOND of non-invasive disease (<pTZNOMO), consistent with
z o] " <pTENIIE detection of local residual disease
K EpTZNIKD
" i: ™ GTjany) e » ciDNA+ status is associated with a higher frequency
2 of invasive disease (=pT2NOMD) and nodal
10 involvement (N+), reflecting systemic spread
’ ciDNA—ADNA~  ciONG—iDNG- cONA+DONA- dON&+uDMA+
in=73] [r=E) [n=5] in=33)
Plazra - - + +
Unne - + - +

Pre-RC BEP with ctDNA and utDNA results, n=1792
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NIAGARA: 24-Month EFS Was Highest for Patients With |

Dual-Negative Status at Pre-cystectomy

EFS by combined pre-RC ctDMA/utDNA status (combined arms)

1004 hlﬂ_ﬂ_"‘—tj‘—\—p_‘_h 90 §26% CL, B2-497)
M
. — ME#ELM ctDMA- utDNA-
E |
5 _‘_I_'ﬁ—\_mmmun—?ﬂ b s CIONA- uiDNA+
%‘ H+ ctDMA+ utDNAS
T
]
b 2 & & b 45 b A & F BH o3 H B oo 45 L M M A M

Yonima o mvent or caraor
Mo, of petients =l rmk

dDMi-Me- 74 73 B2 B B BS BS B B2 35 55 5 & N OB T g 4 3 D
sOMe-ulMe- B4 B3 B2 B2 B5 42 4 4 43 42 3@ N X H O H» T OB T B OB A
cOWfeiIME-= 7 7 B 3 4 4 3 2 2 22 22 2 2 2 2 2 A7 1 1 1 i
ciOMG-dlMO» 3 33 32 OB XM M@ O1F %% 1w % w1 OB oM 8 B OB 3 2 02 1
ctOMNA— uiDNA— vs ctDMNA— utDNA+ HR, 0.48 {93% CI, 0-23-0.85)
ctDMA— utDMNA— vs ctDMA+ utDN A+ HR, 0.23 {03% CI, 0.12-0.48]
ctOMA— utDNA+ vs ctDNA+ utDMA+ HR, 0.3 {93% CI, $-27-0.93)

Pre-RC BEP with ctDNA and utDNA rezults, n=179
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MUSCLE INVASIVE BLADDER CANCER (POLL)

- The number of cystectomy’s will increase: agree / disagree
- Radiochemotherapy of the bladder will increase: agree / disagree

- Active surveillance will increase: agree / disagree




Looking forward in MIBC...

Systemic therapy should come first, with the
locoregional approach to be discussed later.

- Vulsteke C
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