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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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KEYNOTE-905/EV-303 Study (NCT03924895)

Allocation to this treatment arm stopped Nov 2022

e Pembrolizumab 200 mg Pembrolizumab 200 mg
» Adults with MIBC IV Q3W 3 cycles IV Q3W 14 cycles

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

» 250% Urothelial histology N = 344 =174

» Cisplatin-ineligible per Galsky criteria® R1:1
or cisplatin-declining

« ECOG PS 0-2

Observatlonb

Enfortumab vedotin 1.25 mg/kg Enfortumab vedotin 1.25 mg/kg

d1 and d8 IV Q3W 3 cycles

d1 and d8 IV Q3W 6 cycles
+

Pembrolizumab 200 mg
IV Q3W 14 cycles

+
Pembrolizumab 200 mg
IV Q3W 3 cycles

n=170

Stratification Factors
» Cisplatin ineligibility (ineligible vs.
eligible but declining)
» Clinical stage (T2NO vs. T3/T4aNO vs. Primary endpoint: Event-free survival (EFS) by BICR

T1-4aN1) Key secondary endpoints: OS and pathological complete response (pCR; pTONO, i.e.
« Region (US vs. EU vs. Most of World) 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; 1V, intravenous; Q3W, every 3 weeks. @8Protocol-defined as having =1 of the following: impaired renal function (creatinine clearance 30-59 mli/min), ECOG PS 2,
gr 22 audiometric hearing loss, or NYHA class Ill heart failure; PAs of Nov 2022, adjuvant nivolumab was permitted when clinically indicated and regionally available.



Timeline of Study Design Development

2019

Study initiated with 2 arms:

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

* Randomized 1:1

2022

Inclusion criteria expanded to
include participants who are
cisplatin-eligible but decline
cisplatin-based chemotherapy

2020

Third arm added:

* Perioperative EV + pembro
with RC + PLND

* Randomization updated to
1:1:1

2022

Randomization to pembro with RC +
PLND arm stopped

Randomization updated to 1:1 to
perioperative EV + pembro with RC +
PLND (EV + pembro arm) vs. RC +
PLND (control arm)

Adjuvant nivolumab permitted in the
control arm when clinically indicated
and regionally available




Baseline Characteristics

Characteristic, n (%) EV + pembro (N =170)
Median age (range), years 74.0 (47-87)
265 to <75 years 63 (37.1)
275 years 78 (45.9)
Male 137 (80.6)

ECOG PS
0 102 (60.0)
1 47 (27.6)
2 21 (12.4)
Region
United States 21 (12.4)
European Union 78 (45.9)
Most of World 71 (41.8)
Cisplatin eligibility status (per Galsky criteria)
Ineligible 142 (83.5)
Eligible but declining 28 (16.5)
PD-L1 combined positive score (CPS) 2102 80 (47.1)

Tumor stage at baseline (centrally assessed using both
pathology of TURBT specimen and imaging)®

T2NO 30 (17.6)

T3/T4aN0 133 (78.2)

T1-4aN1 7(4.1)
Creatinine clearance

260 mL/min 68 (40.0)

230 and <60 mL/min 102 (60.0)

<30 mL/min 0
Pure urothelial carcinoma histology 152 (89.4)

TURBT, transurethral resection of bladder tumor. 2By PD-L1 IHC 22C3 pharmDx (Agilent, Carpinteria, CA); CPS = # PD-L1-staining cells (tumor cells, lymphocytes, and macrophages) +
total # viable tumor cells x 100. PBy 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.

Control (N = 174)

72.5 (46-87)
77 (44.3)
68 (39.1)
131 (75.3)

95 (54.6)
53 (30.5)
26 (14.9)

23 (13.2)
77 (44.3)
74 (42.5)

139 (79.9)
35 (20.1)
83 (47.7)

32 (18.4)
132 (75.9)
10 (5.7)

72 (41.4)
101 (58.0)
1(0.6)
161 (92.5)

Data cutoff date: 6 June 2025




Primary Endpoint: EFS2 by BICR
ITT Population

EV + pembro Control
(N =170) (N=174)
100 ' Events, n (%)  48(28.2) 95 (54.6)
90 = : Median, mo NR 15.7
< 80 ' (95% Cl) (37.3-NR) (10.3-20.5)
§ 70 = HR 0.40, 95% CI 0.28-0.57,
S 60~ one-sided P <.0001*
® 504 :
@ \ . 29/174 pts (16.7%) in
& 40= ! : the control arm received
T 30m= ! ! 0 IJLLLLLI_I adjuvant nivolumab as
2 : : 39.4% of data cutoff per local
w20+ ' ' guidelines/prescribing
10 = : : information
0 L] L I L} L] : L L I L] L] ; L ] L I 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 170 140 116 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). 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



Key Secondary Endpoint: OS
ITT Population

EV + pembro Control
(N=170) (N=174)
Events, n (%) 38 (22.4) 68 (39.1)
100+ : Median, mo NR 41.7
90 = ! (95% ClI) (NR-NR) (31.8-NR)
1
< 07 , HR 0.50, 95% CI 0.33-0.74,
= 70= : ! one-sided P =.0002*
% 60= : . o i
5 504 ! ! * 8/170 pts (4.7%) in the
4 » " EV + pembro arm and
© 40= : : 46/174 (26.4%) in the
Q 30- ' | control arm received
O : : subsequent therapy for
20+ : : recurrent/metastatic
10 = I I disease
I 1
0 n L I | | ] ; | | I ] | ; ] n I ] n I n L] I n L] I n L] I n 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 o4 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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Primary Results From ASCENT-03: A Randomized Phase 3
Study of Sacituzumab Govitecan vs Chemotherapy in Patients

With Previously Untreated Metastatic Triple-Negative Breast
Cancer Who Are Unable to Receive PD-(L)1 Inhibitors
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Joohyuk Sohn'', Eriko Tokunaga'?, Adam Brufsky'?, Yeon Hee Park'4, Binghe Xu'5, Roberto Hegg's,
Mafalda Oliveira'’, Alessandra Fabi'é, Natalya Vaksman'®, Theresa Valdez'®, Xinrui Zhang'®,
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“Department of Medicine, UW Medicine, Clinical Research Division, Fred Hutchinson Cancer Center, Seattle, WA USA; ""Heidelberg University
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Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; 'University of Sdo Paulo, Sdo Paulo, Brazil; '7Vall d’Hebron
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CA, USA; 2Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA
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ASCENT-03: Study Design

ﬁltients with previously untreated, Iocallm
advanced inoperable or metastatic TNBC=:
+Not candidates for PD-(L)1 inhibitors:

— PD-L1 negative® tumors (CPS < 10)

— PD-L1 positive® tumors (CPS = 10) and
previously treated with a PD-(L)1 inhibitor
in curative setting

— Ineligible for a PD-(L)1 inhibitor due to a
comorbidity

> 6 months since treatment in curative
setting

+Previously treated, stable CNS metastases
were allowed

Stratification factors:

+ United States/Canada/Western Europe vs rest of the world
* De novo mTNBCE® vs recurrent within 6 to 12 months of treatment vs recurrent after > 12 months from treatment in curative setting

Treatment was continued until BICR-verified progression or unacceptable toxicity

Sacituzumab govitecan
10 mg/kg IV
(days 1 and 8 of 21-day cycles)
n=279

Chemotherapy
Paclitaxel 90 mg/m2 OR nab-Paclitaxel 100 mg/m?
(days 1, 8, and 15 of 28-day cycles) OR
Gemcitabine 1000 mg/m2+ Carboplatin AUC2
(days 1 and 8 of 21-day cycles)

n=279

End points
Primary
« PFSbyBICR?

Secondary

« 0S

« ORR, DOR,
TTR by BICRd

« Safety

+ QOL

-

\

/

Eligible patients were offered crossover to 2L SG provided
through the study following BICR-verified disease progression

ClinicalTrials.gov identifier: NCT05382299. ®TNBC status was centrally confirmed and determined according to standard American Society of Clinical Oncology-College of American Pathologists criteria. "PD-L1 CPS was centrally confirmed and defined using
the PD-L1 IHC 22C3 assay (Dako, Agilent Technologies). ®Up to 35% de novo mTNBC. 9Per Response Evaluation Criteria in Solid Tumors version 1.1. 2L, second line; AUC, area under the curve; BICR, blinded independent central review; CNS, central
nervous system; CPS, combined positive score; DOR, duration of response; IV, intravenous; mTNBC, metastatic triple-negative breast cancer; ORR, objective response rate; 08, overall survival; PD-1, programmed cell death protein-1; PD-L1, programmed cell

death ligand 1; PD-(L)1, PD-1 or PD-L1; PFS, progression-free survival; QOL, quality of life; R, randomization; SG, sacituzumab govitecan; TNBC, triple-negative breast cancer; TTR, time to response.

Javier Cortés, MD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Progression-Free Survival by Investigator Assessment’

Free Survival (%)

Probability of Progression

SG (n=279) Chemo (n = 279)

No. at Risk (Events)

SG

Chemo

Data cutoff date: April 2, 2025. 2Sensitivity analysis.

100 Median PFS (95% CI), months 9.6 (8.3-10.6) 6.8(56-7.2)
90 Stratified HR (95% Cl) 0.64 (0.52-0.79)
80 - 6-month PFS rate (95% Cl), % 65 (59-70) 52 (46-58)
70 - 12-month PFS rate (95% Cl), % 38 (32-44) 22 (17-27)
60 -
50
I
40 - |
I
30 = 1
1
20 = : I
I |
10 . I . - = )
| |
O I I : I I : L] I I I L] I 1 I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
279(0)  240(28)  213(51)  164(93) M0 (114)  96(139)  66(154)  43(163) 27 (170)  19(174) 8 (181) 6 (181) 3(181) 3 (181) 1(182) 0 (183)
279(0)  223(44)  192(69)  120(125)  99(149)  5B(176)  39(191)  26(1%4)  13(199)  7(203) 3 (204) 1(204) 0 (204)

SG demonstrated improved PFS vs chemo by investigator assessment, consistent with the BICR analysis

Chemo, chemotherapy; HR, hazard ratio; PFS, progression-free survival; 8G, sacituzumab govitecan.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Javier Cortés, MD
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Exposure and Safety Summary

_ Chemo SG Chemo
Safety population (n = 276) TEAEs, n (%) (n=275) (n=276)
Any TEAE 273 (99) 269 (97)
Treatment ¢ T Gemcitabine/ Grade = 3 TEAEs 181 (66) 171 (62)
reatment componen AN Carboplatin Treatment-related 167 (61) 147 (53)
Treatment-emergent SAE 71(26) 67 (24)
_ Treatment-related 46 (17) 37 (13)
All treated patients, n 275 154 122 TEAEs leading to treatment discontinuation 10 (4) 33 (12)
TEAEs leading to dose interruption 181 (66) 171 (62)
Median duration of 8.3 6.3 58 lggz :::g::g :: g::fhred”c‘m“ 1071 (‘33)7) ! 12‘(‘<(‘;~;’)
treatment th <0.1-28.7 <0.1-24.2 <0.1-231
reatment, months (range) | ( )| | ) Treatment-related 6(2) 1(<1)

All treatment-related deaths with SG were due to infections; 5 infections were secondary to neutropenia. None of the 5 patients, who had risk factors
for febrile neutropenia, received prophylaxis with G-CSF

Rates of grade = 3 TEAEs and treatment-emergent SAEs were similar for both groups.

TEAEs leading to dose reduction or treatment discontinuation were lower with SG vs chemo

Data cutoff date: April 2, 2025. TEAEs were defined as any AEs that began or worsened on or after the first dose date of study drug up to 30 days after the last dose date of study drug or the initiation of subsequent anticancer therapy (including crossover
treatment), whichever occurs first.
AE, adverse event; chemo, chemotherapy; G-CSF, granulocyte-colony stimulation factor; SAE, serious adverse event; $G, sacituzumab govitecan; TEAE, treatment-emergent adverse event.

Javier Cortés, MD
congress
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m ngress
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GMMG-HD10/DSMM-XX/MajesTEC-5:
Study Design

Key eligibility Induction (6 x 28-day cycles)? Maintenance®< (x 18 cycles) Primary endpoints:
criteria: A A * AEs, SAEs
rm A (n=10):
- TE NDMM Tec (1.5 mg/kg QW)-DR Select secondary
*« ECOG PS score endpoints:
of 0-2 Arm A1 (n=20): + MRD negativity

» Aged 18-70 years Tec (3 mg/kg Q4W)-DR (10-% and 10-%)

+ ORR

« 2CR

- - 2VGPR
+ Stem cell yield

C1 | €2 | €3 | ¢4 | C5 | C6 A\ VRD 105 via NGF

A vrD A vrD A\ VRD 10-¢ via NGS

Tec (Cycle 1): Tec step-up dosing (0.06 and 0.3 mg/kg on Days 2 and 4) + 1.5 mg/kg on Days 8 and 15¢
- Tec (Cycles 2-6): 1.5 mg/kg QW on Day 1 (Arm A); 3 mg/kg Q4W on Day 1 (Arm A1 and B)

D: 1800 mg SC per label (QW for Cycles 1-2; Q2W for Cycles 3-6)

V: 1.3 mg/m? SC QW

R: 25 mg PO daily starting in Cycle 2 (Days 1-21)

« d: 20 mg (PO or IV) in Cycles 1-4 (Arm A) or Cycles 1-2 (Arm A1/B) only

aStem cell collection was planned after 3 cycles of induction. ®Following maintenance therapy, patients could receive additional SoC maintenance treatment per institutional standard and local investigator decision. “Maintenance treatment

can be discontinued when 12 months of sustained MRD negativity (10-5) have been observed, beginning in induction. 9Planned maintenance treatment in Arm A was Tec-DR. A protocol amendment permitted patients initially assigned to Tec-DR

maintenance to receive Tec-D maintenance per investigator's choice (patients who started Tec-DR may have discontinued R to receive Tec-D per investigator's choice). ®Patients in Arm A received an additional dose of Tec 1.5 mg/kg on Day 22.

AE, adverse event; ASCT, autologous stem cell transplant; CR, complete response; D, daratumumab; d, dexamethasone: DSMM, Deutsche Studiengruppe Multiples Myelom: ECOG PS, Eastern Cooperative Oncology Group performance status;
GMMG, German-speaking Myeloma Multicenter Group; HDT, high-dose therapy: MRD, minimal residual disease; NDMM, newly diagnosed multiple myeloma; NGF, next-generation flow cytometry; NGS, next-generation sequencing; ORR, overall
response rate; QW, weekly; Q2W, every 2 weeks; Q4W, every 4 weeks; R, lenalidomide; SAE, serious adverse event; SoC, standard of care; TE, transplant-eligible; Tec, teclistamab; V, bortezomib; VGPR, very good partial response.

Presented by MS Raab at the Annual Meeting of the German, Austrian, and Swiss Associations of Hematology and Medical Oncology (DGHO); October 24-27, 2025; Cologne, Germany




GMMG-HD10/DSMM-XX/MajesTEC-5:
MRD Negativity (10-°)2in the MRD-Evaluable Analysis Set

+ MRD-evaluable population: all patients with an available MRD test (positive or negative)P

— Only 1 patient was not evaluable for MRD throughout induction (Cycle 3 or 6) due to discontinuation before Cycle 3

Arm A: Tec (QW)-DR Arm A1: Tec (Q4W)-DR Arm B: Tec (Q4W)-DVR
100 -
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MRD-evaluable patients (%)

Cycle 3 Cycle 6 Cycle 3 Cycle 6 Cycle 3 Cycle 6

With completion of induction, 100% MRD negativity (10-°) continues to be observed in
MRD-evaluable patients, regardless of depth of response

aMRD-negativity rate was defined as the proportion of patients who achieved MRD negativity (10-°) per NGF, regardless of response (ie, not all patients achieved CR). ®Excluding those who were not tested, indeterminate, or had no
baseline clone detected (NGS). “One patient was not tested. 9One patient had discontinued after completing Cycle 3. ®One patient was not tested, and 1 had discontinued before completing Cycle 3. fOne patient had discontinued
before completing Cycle 3, and 1 had an indeterminate result. CR, complete response; D, daratumumab; DSMM, Deutsche Studiengruppe Multiples Myelom; GMMG, German-speaking Myeloma Multicenter Group; MRD, minimal

residual disease; NGF, next-generation flow cytometry; NGS, next-generation sequencing; QW, weekly; Q4W, every 4 weeks; R, lenalidomide; Tec, teclistamab; V, bortezomib. 13
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Disitamab vedotin (DV) plus toripalimab (T)
versus chemotherapy (C) in first-line (1L)
locally advanced or metastatic urothelial
carcinoma (la/mUC) with HER2-expression

Phase Ill RC48-C016 study

Xinan Sheng, Gonggian Zeng, Cuijian Zhang,
Qingyun Zhang, Jiasheng Bian, Haitao Niu, Jun
Li, Yanxia Shi, Kai Yao, Bin Hu, Ziling Liu, Hong ’,
Liao, Zhixian Yu, Baiye Jin, Lu Zhang, Beisong

Liu, Jianmin Fang, Zhisong He, Aiping Zhou,
Jun Guo
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RC48-C016 Study Design (NCT05302284)

Dual primary endpoints:
« PFS assessed by BIRC

Key Inclusion criteria . . L.
NEPYE] Disitamab vedotin + Toripalimab
» No prior systemic treatment for »

unresectable locally advanced or no set maximum cycles . 0OS

metastatic UC Secondary endpoints:
+ Central lab-confirmed HER2 IHC

14,2+, or 3+ « PFS assessed by investigators

+ Measurable disease per RECIST « ORR (per RECIST v1.1), DCR, and

v1.1 DoR assessed by BIRC and
« Eligible  for  ciscplatin  or investigators
carboplatin N=241> . Safety

« ECOGPSOor 1 _ _
« Qol, PK, and immunogenics

Stratification factors -Treatment continued until disease progression/death, intolerable toxicity, or consent

_ S o withdrawal.
+ Cisplatin-eligibility (eligible vs . . . . '
ineligible) -In the Chemo group, assignment of cisplatin or carboplatin was protocol-defined. Chemo was
administered for a maximum of 6 cycles.
» HERZ2 expression status (1+ vs 2+/3+) o ) ] _ )
—Statistical plan for analysis: the first analysis was planned to be performed after approximately

« Visceral metastases (present vs absent) 278 PFS (final) and 183 OS events (interim).

DV (2.0 mg/kg) and toripalimab (3.0 mg/kg) were administered intravenously (IV) every 2 weeks. Gemcitabine (1000mg/m2 d1, d8) and cisplatin (70mg/m2, d1)/Carboplatin (AUC=4.5, d1) were administered IV every 3 weeks. DV

dose cited here is based on calculations using BSA-bas ctinction coefficient (EC) implemented in China. Outside of China, DV dose calculation is bas n DV EC which is equivalent to 1.07 (BSA-based EC) + 1.41 (DV-based EC)
X BSA-based EC dose. Equivalent to dose cited outside of China of 1.5 mg/kg derived by DV-based EC. Abbreviations: ECOG PS: Eastern Cooperative roup performance status; R: randomized; BIRC: Blinded Idependent

ncolc

Review Committee; RECIST v1.1:Response Evaluation Criteria in Solid Tumors version 1.1; OS: overall survival; DCR: disease control rate; DoR: duration of response; QoL: Quality of life.
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Progression-free Survival according to BIRC
Clinically meaningful reduction in the risk of progression or death by 64% with DV+T

100 -
Median PFS |Stratified HR | 2-sided
(95% Cl), mo (95% CI) P
80 = DV+T 243 126 13.1 (11.1-16.7)
5 S s6) <0.0001
; Chemo 241 149 6.5 (5.7-7.4) ’ :

9
‘; 60 -
% 18-m rate
0
o . 38.4%
o 40 - :
v
L.
& i

55 16.2% | DV+T

| 7.5%
i 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 74 4 1 1 0
Chemo 241 181 143 86 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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OS probability (%)

Overall Survival
Clinically meaningful reduction in the risk of death by 46% with DV+T
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79.5%

62.5%

12-m rate

Chemo 241 117 16.9 (14.6-21.7)

Median OS Stratified HR 2-sided
N |Events | 950, cl), mo | (95% Cl) p

DV+T 243 81 31.5(21.7-NE) 0.54

(0.41-0.73) <0-0001

Median follow-up: 18.2 months
24—m rate

| 52.8%

18-m rate

s 64.6%

48.1%

T T T T
14 16 18 20

Time (months)
127 102 78 64
03 73 61 45

— DV+T
0,
39.4% Chemo
T T T T T T T
22 24 26 28 3000 32 34
41 31 19 12 6 2 0
38 24 13 8 5 3 0
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