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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Background

» 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 MIBC'2

» Nearly 50% of patients with MIBC are ineligible for cisplatin (per Galsky criteria)3-®
-~ These patients have no neoadjuvant options and tend to be older, frailer, and have more comorbidities

» 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

* The randomized, open-label, phase 3 KEYNOTE-905 study compared perioperative EV + pembro with
RC + PLND versus RC + PLND alone in participants with MIBC who are ineligible for or declined
cisplatin-based chemotherapy
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KEYNOTE-905/EV-303 Study (NCT03924895)

Pembrolizumab 200 mg
IV Q3W 14 cycles

Enfortumab vedotin 1.25 mg/kg
d1 and d8 IV Q3W 6 cycles

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 Enfortumab vedotin 1.25 mg/kg
1 | I

« ECOG PS 0-2 d1 and d8 V+03W 3 cycles

Pembrolizumab 200 mg
Stratification Factors IV Q3W 3 cycles

+

Pembrolizumab 200 mg
IV Q3W 14 cycles

aN7d + O

+ 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
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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

* 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 +
199 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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Statistical Considerations

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
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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

167 Started neoadjuvant phase
144 Completed
23 Discontinued

149 Underwent surgery®
147 Complete resection®

- 21 Did not undergo surgery

100 Started adjuvant phase
43 Completed
11 Ongoing
46 Discontinued

49 Did not start adjuvant phase

4

174 to control

156 Underwent surgery

149 Complete resection® Reasons for no surgery
13 Participant withdrawal
18 Did not undergo surgery w4 3 Adverse event

1 Lost to follow-up
1 Physician decision

Time from randomization to data cutoff date (June 6, 2025):
median 25.6 months (range, 11.8-53.7)




Baseline Characteristics
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Characteristic, n (%)

Median age (range), years
265 to <75 years
275 years
Male
ECOG PS
0
1
2
Region
United States
European Union
Most of World
Cisplatin eligibllity status (per Galsky criteria)
Ineligible
Eligible but declining
PD-L1 combined positive score (CPS) 210*
Tumor stage at baseline (centrally assessed using both
pathology of TURBT specimen and imaging)®
T2NO
T3/T4aNO
T1-4aN1
Creatinine clearance
260 mL/min
230 and <60 mL/min
<30 mL/min
Pure urothelial carcinoma histology

EV + pembro (N = 170)
74.0 (47-87)

63 (37.1)
78 (45.9)
137 (80.6)

102 (60.0)
47 (27 6)
21(124)

21 (12.4)
78 (45.9)
71 (41.8)

142 (83.5)
28 (16.5)
80 (47.1)

30 (17.6)
133 (78.2)
7(4.1)

68 (40.0)
102 (60.0)
0
152 (89.4)

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)




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
2 80 : 74.7% (95% ClI) (37.3-NR) (10.3-20.5)
'*;5- 70 ; ' [HR 0.40, 95% CI1 0.28-0.57, J
' 1 .
'S one-sided P <.0001*
s 60 y :
@ 50 ; |
$ ' ' * 29/174 pts (16.7%) in
o~ 40 : . the control arm received
t 30 ' ' |-|| Ll J adjuvant nivolumab as
S ; ; of data cutoff per local
w 20 - : guidelines/prescribing
10 : : information
0 ; } R UN r . L) ‘ Ll L) ]’ L L) t L Ll ' L - t ' Ll 1 L o ;. o l
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
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EFS by BICR in Key Subgroups
ITT Population

Events/Participants
EV + pembro Control HR (95% ClI)
)
gvorall 48/170 95/174 - 0.40 (0.28-0.57)
o |
g<65 years 3/29 16/29 = - 0.13 (0.04-0.46)
~65 to <75 years 21/63 44/77 e 0.41 (0.24-0.70)
75 years 24/78 35/68 —l— : 0.50 (0.30-0.84)
Sex '
Male 371137 721131 —— 0.40 (0.27-0.59)
Female 11/33 23/43 S 0.37 (0.18-0.79)
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 1726 e SN 0.19 (0.07-0.52)
Region '
United States 6/21 11/23 g TR 0.47 (0.17-1.27)
European Union 2178 4177 —f— 0.38 (0.23-0.65)
Most of World 211 43174 —— 0.41 (0.24-0.69)
Cisplatin eligibility X
Ineligible 41142 81/139 - ' 0.37 (0.26-0.54)
Eligible but declining 7128 14/35 _— 0.58 (0.23-1.44)
PD-L1CPS -
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/T4aNO 411133 75/132 —— 0.43 (0.29-0.63)
T1-4aN1 37 7110 s N 0.35 (0.09-1.40)
Creatlnino clearance o '
mbL/min 16/68 / — 3
mHmtn 32/102 59/102 —— 8 4?) &8 53—8 ’?8*
v . . T
0.05 025 05 10 2. 0 4. 0
Subgroup levels with <10 events across both Favors EV + pembro Favors con trol Data cutoff date: 6 June 2025

treatment arms were not included in forest plots.
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Key Secondary Endpoint: OS
ITT Population

L EV + pembro Control
(N = 170) (N =174)
Events, n (%) 38 (22.4) 68 (39.1)
100+ 1 86.3% X Median, mo NR 417
90 = ! 1 79.7% (95% Cl) (NR-NR) (31.8-NR)
' 1
i , HR 0.50, 95% CI 0.33-0.74,
= 7049 ' : one-sided P =.0002*
> 60« : 75.7% '
g i : ' 63.1% « 8/170 pts (4.7%) in the
Bt ' ' EV + pembro arm and
w 40- : ' 46/174 (26.4%) in the
S 30 ' ' control arm received
> | [
@) ' ' subsequent therapy for
20~ : : recurrent/metastatic
10 = ' ' disease
' I
g o S N g O o e o e e S N o GEEE AN N E e o e
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

(&) PharmaDets



Key Secondary Endpoint: pCR by Central Pathology Review
ITT Population
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PCR, % (95% CI)

100 —

o
o
|

)
o
|

»
o
|

)
o
]

o
|

Estimated difference?
48.3% (95% CI 39.5-56.5)
one-sided P <.000001*

I I

EV + Control
pembro

EV + pembro Control
(N =170) (N=174)
PCR, n 97 15
pCR rate, % 571 8.6
(95% ClI) (49.3-64.6) (4.9-13.8)

« 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




EFS by pCR Status
ITT Population

100 =

188.4% E87 - Status: pCR
90 = et
EV + pembro Control
80 = - : (n=97) (n=15)
3 - 185.7% :?7.3"/: '
s ' : ' Events, n (%) 16 (16.5) 5 (33.3)
£ o : : Median, mo NR 412
® 50 : E (95% ClI) (NR-NR) (12.7-NR)
$ 40 = ' | HR (95% Cl) 0.43 (0.16-1.16)
E 30 - : : — Status: No pCR
w ) )
20 = ' '
) |}
10~ : :
' '
0= Events, n (%) 32 (43.8) 90 (56.6)
0 6 12 18 24 30 36 42 48 54 60 Median, mo 26.1 14.2
No. at Risk Months (95% Cl) (101-412)  (10.1-19.5)

Control (pCR) 15 12 12 6 6 3 2 1 0 0 0
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Summary of AEs, All Phases of Treatment
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)

* Median (range) duration of adjuvant therapy in the EV + pembro arm (N = 100): 8.0 months (0.03-12.9)
- Median (range) number adjuvant cycles of EV was 6.0 (1.0-6.0) and of pembro was 12.0 (1.0-14.0)

EV + pembro Control
(N = 167) (N =159)
Any grade TEAE? 167 (100) 103 (64.8)
Surgery phase only® 99/146 (67.8) 103 (64.8)
Grade 23 TEAE 119 (71.3) 73 (45.9)
Surgery phase only 52/146 (35.6) 73 (45.9)
Serious TEAE 97 (58.1) 65 (40.9)
Surgery phase only 42/146 (28.8) 65 (40.9)
AE leading to surgery delay® 6/149 (4.0) 1/156 (0.6)
TEAE leading to dose reduction of EV 28 (16.8) NA
TEAE leading to discontinuation of EV 69 (41.3) NA
TEAE leading to discontinuation of pembro 57 (34.1) NA
TEAE leading to death 13 (7.8)" 9(5.7)
Surgery phase only 4/146 (2.7) 9(5.7)

TEAE, freatment-emergent adverse event. Data are n (%) when denominator matches header, and n/N (%) when denominator is different.
*Included 2 drua-ralated deaths (both dunna necadiuvant phasa: n = 1 mvasthenia aravis and n = 1 toxic enidarmal necrolvsis).
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Common TEAEs? (Incidence 215%), All Phases of Treatment

Safety Analysis Population

Control (N = 159) EV + pembro (N = 167)
Total - 64 8% 100%
Pruritus < 0 47.3%
Alopecia + 0 34.7%
Diarrhea 3.1% 34.1%
Fatigue 4 4.4% 32.3%
Anemia - 11.9% 30.5%
Decreased appetite - 1.9% 28.1%
Dysgeusia - 0 28.1%
Constipation + 8.2% 27.5%
Nausea 7.5% 25.7%
Rash - 0.6% 25.1%
AST increased - 0 24.0%
Urinary tract infection = 12.6% 24 0%
Weight decreased 3.1% 19.8%
ALT increased = 1.3% 19.2%
Asthenia + 1.9% 17.4%
Rash maculopapular - 0 16.2%
Dry skin < 0.6% 15.0%
| | 1 1 1 l ) L] L] I L} 1 L] L L] - LJ
100 80 60 40 20 0 20 40 60 80 100
Incidence, %
Any grade AEs mm Grade 23 AEs Any grade AEs mm Grade 23 AEs
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TEAEs During Surgery Phase
Safety Analysis Population; Incidence 23.0%
Control (N = 159) EV + pembro (N = 146)

Total4 648% 67.8%
Anemia -

Prostate cancer +

Urinary tract infection
Constipation 4

Hypokalemia

Nausea 4

Procedural pain -
Abdominal pain <

Post procedural urine leak
Weight decreased =

lleus <

Vomiting +

Diarrhea <

Fatigue <

Urosepsis =

Insomnia

Pyelonephritis 4

Blood creatinine increased

L) L} L AJ

40 60

T
60

Incidence, %
Any grade AEs mm Grade 23 AEs Any grade AEs mm Grade 23 AEs
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AEs of Special Interest@
Safety Analysis Population, EV + Pembro Arm

Drug-related AEs of Special Interest, EV

Skin reactions

57.5%

Peripheral neuropathy 36.5%
Ocular disorders - 17.4%
Hyperglycemia 4§ 9.6%
Infusion-related reactions 4 1 2%
0'2'0‘4'0'6'0'8'0'160
Incidence, %
Any grade AEs mm Grade 23 AEs
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AEs of Special Interest, Pembro®*¢

Hypothyroidism
Severe skin reactions

Hyperthyroidism -
Pneumonitis <
Hepatitis
Thyroiditis -
Colitis

Gastritis 4

Nephnitis -

Adrenal insufficiency =
Myasthenic syndrome <
Myocarditis -

Myositis =

14.4%
13.8%

4.8%
3.6%
3.6%

3.0%

2.4%

2.4%

2.4%
0.6%
0.6%
06%
0.6%

0

Any grade AEs

ad

T T v L T v

1] T 1
20 40 60 80 100
Incidence, %

mm Grade 23 AEs




Summary and Conclusions
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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

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

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
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