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Objective
To provide long-term efficacy and safety results from the EV-302/KEYNOTE-A39 (NCT04223856) study in
subgroups of patients of clinical interest, including those defined by primary disease site of origin and metastatic site

Conclusions

EV+P continues to demonstrate superior efficacy versus chemotherapy across prespecified subgroups after a
median of =2.5 years of follow-up, with a magnitude of benefit aligned with the overall population

AE frequencies across subgroups were generally consistent with those in the overall population

These data reinforce EV+P as the standard of care for the 1L treatment of patients with la/mUC
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Background

* The pivotal, phase 3 EV-302 study demonstrated significant * Inthe EV-302 primary analysis, clinical benefit of EV+P was consistent

Figure 1. EV-302 Study Design’ EV+P®
No maximum treatment cycles for EV. Maximum 35 cycles for P Dual primary endpoints:
« PFS by BICR Subgroups of clinical interest:
« OS * Primary disease site of origin
Select secondary endpoints: LN-only disease

improvements in PFS, OS, and ORR for EV+P versus chemotherapy between the ITT population and all prespecified subgroups'’

. . . . ITT ient lati N=886
in patients with previously untreated la/mUC" e . )

* Previously untreated la/mUC
« Eligible for platinum, EV, and P

Treatment until disease progression by BICR, clinical progression,
unacceptable toxicity, or completion of maximum cycles

* Here, we present updated longer-term efficacy and safety analyses

* Results from EV-302 led to EV+P becoming the new 1L standard of in prespecified subgroups of clinical interest after a median of « PD-(L)1 inhibitor-naive Chemotherapy® . 835 per RECIST 1.1 by BICR and INV assessment Visceral metastases
. . . . . . ina isplati lati itabine). Maxi | * . i
care for la/muC23 =2 .5 years of follow-up, including those defined by primary disease GFR 230 mL/min (cisplatin or carboplatin + gemcitabine). Maximum 6 cycles . Safety Pz o linsies 6 ey i sieies

+ ECOG PS =2

Stratification factors:

* Cisplatin eligibility (eligible/ineligible)

* PD-L1 expression (high, CPS 210; low, CPS <10)
* Liver metastases (present/absent)

site of origin and metastatic site (lymph node—only disease, visceral

» Updated OS results from EV-302 after a median of =2.5 years of .
metastases, and liver metastases)

follow-up showed a median OS of 33.8 months in patients treated
with EV+P4

aPatients with ECOG PS of 2 were required to also meet additional criteria: hemoglobin 210 g/dL and GFR 250 mL/min but may not have NYHA class Ill heart failure.
bPatients received 3-week cycles of EV (1.25 mg/kg IV) on Days 1 and 8 and P (200 mg IV) on Day 1. <Cisplatin eligibility and assignment/dosing of cisplatin vs carboplatin were protocol defined.

Figure 2. PFS by BICR in Subgroups of Interest

Patients
- A total of 886 patients were randomized: 442 to the EV+P arm and 444 to the chemotherapy arm (A) Primary Disease Site of Origin in the Upper Tract (B) LN-Only Metastases —— Hazard ratio
- At data cutoff (August 8, 2024), median follow-up was 29.1 months (95% CI, 28.5, 29.9) 100 100 - S . N X
— 54 patients (12%) remained on EV+P treatment, and no patients remained on chemotherapy 90 Median . Hazard ratio 04 * VAL U 50 221 15.3, NE 0.473
80 N Events  (months) % C (59 c)) 80 - Chemotherapy 104 60 83 62,131 (0317,0.704)
— 218 patients (49%) in the EV+P arm and 131 patients (30%) in the chemotherapy arm remained on study ‘»—\_‘_\1
70 EV+P 135 81 12.3 7.6, 16.4 0.542 70 i
Baseline characteristics - 60 Chemotherapy 104 70 6.2 6.1,69 (0.384,0.763) 60 - Ln LM_“K_
+ Baseline characteristics are shown in Table 1 o 50 \_L\—._"_ :"vﬁ 50 ‘-q,L _.11_'_1_“ s
L —_
. . - a a | W
Efficacy in prespecified subgroups 40 T . zz "
30 H i - 1
+ PFS by BICR, OS, ORR, and DOR continued to demonstrate sustained benefit of EV+P versus chemotherapy across prespecified subgroups after 20 00 T, Ny o
longer-term follow-up (Figures 1-3; Supplementary online content) e SR S N 10 '
10 : - |
Overa" TRAES across prespeCIfled SUbgroups 0 | | | | | | | | | | | | I I I I I I 0 | | | | | | | | | | | | | | | | I
+ TRAE frequencies across subgroups (Table 2) were generally consistent with the ITT population’ (Supplementary online content) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
— For EV+P, any-grade TRAEs occurred in 96.0%-98.5% and Grade =3 TRAEs in 53.4%-60.7% of patients across prespecified subgroups No. at risk Time (months) No. at risk Time (months)
EV+P 135 124 112 92 69 64 59 51 46 42 39 36 32 28 21 18 15 4 3 2 1 0 EV+P 103 101 90 78 72 64 60 55 52 48 43 42 39 31 27 26 20 11 7 5 2 0

— For chemo, any-grade TRAEs occurred in 94.8%-96.9% and Grade =3 TRAEs in 66.7%-74.0% of patients across prespecified subgroups
Treatment-related AESI for EV

Chemotherapy 104 86 65 51 26 18 13 11 10 10 10 9 8 5 3 2 1 1 0 0 0 0 Chemotherapy 104 95 76 52 37 29 26 23 18 15 14 14 13 10 5 5 3 2 2 2 0 0

(C) Presence of Visceral Metastases (D) Presence of Liver Metastases

* Inthe EV+P arm, treatment-related AESIs for EV were primarily low grade (Table 3) 100 - 100 -

i Median o Hazard ratio 90 - Median 0 Hazard ratio

Treatment-emergent AEOSI for P 90 N Bvents  (months) 3% ¢ (e5%c)) N Events o olthe)  95%Cl T ea ol

. . 80 - 80 -
+ In the EV+P arm, treatment-emergent AEOSIs for P were primarily low grade (Table 4) EV+P 318 203 104 83127 0.477 EV+P 100 74 81 61,120 0.548
70 \ Chemotherapy 318 242 6.2 6.0,63 (0:393,0.579) 70 Sy 68 80 6.0 44,63 (0392, 0.766)
Table 1. Key Baseline Demographics and Disease Characteristics < 60 : < 601
Upper tract Lower tract LN-only mets Visceral mets present Liver mets present Liver mets absent @ 50 @ 50 A \
. .. o _ o 4o 4
Characteristic Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy Chemotherapy EV+P Chemotherapy 40 l‘
n=104 n=305 n=339 n=103 n=104 n=318 n=318 n=99 n=342 n=345 30 - M 30 - -2 .
N :
1 i
Median (range), 68.0 68.0 69.0 69.0 68.0 69.0 69.0 69.0 69.0 69.0 69.0 69.0 10 4 . L L 10 4 akand W
years (40, 84) (45, 86) (37,87) 22,91) (37,87) (35, 91) (40, 86) (22, 87) (40, 86) (22, 86) (37,87) (32, 91) : o T e * B e s i e -

Sex, n (%) oO+—T—T"T—TTTTTT T T T T T T T T T T o r——T——T—"TTTTT T T T T T T T T T T T T T
Male 88 (65.2) 70 (67.3) 254 (83.3) 265 (78.2) 80 (77.7) 76 (73.1) 246 (77.4) 246 (77.4) 82 (82.0) 82(82.8) 262 (76.6) 254 (73.6) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Female 47 (34.8) 34 (32.7) 51 (16.7) 74 (21.8) 23(22.3) 28 (26.9) 72 (22.6) 72 (22.6) 18 (18.0) 17 (17.2) 80 (23.4) 91 (26.4) No. at risk Time (months) No. at risk Time (months)

ECOG PS, n (%) EV+P 318 287 251 211 170 148 129 118 112 103 93 80 64 48 33 30 2 11 7 5 2 0 EV+P 100 81 69 57 45 41 35 29 25 23 19 16 14 12 5 5 3 1 1 1 1 0
0 74 (54.8) 49 (47.1) 148 (48.5) 166 (49.0) 58 (56.3) 63 (60.6) 156 (49.1) 139 (43.7) 46 (46.0) 41 (41.4) 177 (51.8) 174 (50.4) Chemotherapy 318 263 201 144 77 49 36 29 27 22 20 18 15 11 9 8 5 3 2 1 1 0 Chemotherapy 99 82 62 41 19 11 11 10 8 5 5 5 4 3 2 2 2 1 1 1 1 0
1 59 (43.7) 52 (50.0) 145 (47.5) 164 (48.4) 42 (40.8) 39 (37.5) 150 (47.2) 168 (52.8) 48 (48.0) 53 (53.5) 156 (45.6) 163 (47.2) Censored observations are indicaied by 8 “+* symbol.

2 2(15) 3(29) 12 (3.9) 7@2.1) 3(29) 1(1.0) 12(3.8) 10(3.1) 6 (6.0) 5(5.1) 9(26) 6(1.7)
. : 0 . .

Primary tumor location, n (%) Figure 3. OS in Subgroups of Interest
Upper tract 135 (100.0) 104 (100.0) 0 0 20 (19.4) 19(18.3) 109 (34.3) 82 (25.8) 31(31.0) 23(232) 104 (30.4) 81(23.5)

Lower tract 0 0 305 (100.0) 339 (100.0) 82 (79.6) 85 (81.7) 208 (65.4) 235 (73.9) 69 (69.0) 75 (75.8) 236 (69.0) 264 (76.5) (A) Primary Disease Site of Origin in the Upper Tract (B) LN-Only Metastases — —

Metastatic category, n (%) N Evenis edian 95% ClI azard ratio
VEer] 109 (80.7 82(78.8 208 (68.2 235 (69.3 0 0 318 (100.0 318 (100.0 100 (100.0 99 (100.0 218 (637 219 (635 N Events  Median = g5 ¢y  Hazardratio e —
metastases L) ) (&) 2] (oo (Ieedy ey (fIE2R0) e (eel) 100 _H"j'\l-ﬁ__‘_‘ (months) ° (95% ClI) 100 —-—=..__.“__‘\_‘ EV+P 103 34 NE 39.3, NE 0.512
N0 | men | eee | e : ; Y I I T T o MU e s BN 05 oo T I e N N
Liver | . d 75 (22. 4 . i I . (0.371, 0.781) L
Lung 66 (48.9) 50 (48.1) 104 (34.1) 107 (31.6) 0 0 170 (53.5) 157 (49.4) 40 (40.0) 39 (39.4) 130 (38.0) 118 (34.2) 80 Y, "“'wit_liimerapy " ; - e 80 - 1_._HL“‘1_HM
Id_leec:sIZ 20 (14.8) 19 (18.3) 82 (26.9) 85 (25.1) 103 (100.0) 104 (100.0) 0 0 0 0 103 (30.1) 104 (30.1) 70 e 70 N T

= -
*LN-only disease is defined as participants with metastatic disease only in the lymph nodes. Due to the limitation of AJCC staging, patients with bladder cancer that have LN-only disease will have a specific M1a stage, but patients with UC from other primary disease sites may have different M/N stages. — 60 — "'_‘_ P‘-‘_‘-\“V\H — 60 — -‘-‘-_'\
X - F\'—+-Ii—.;...|#r RN —'-.-b_.“. L
7 50 Ty 2 50 e,
- Y
Table 2. Overall Summary of TRAEs Across Subgroups © 40 4 R © 40 e P
Upper tract Lower tract LN-only mets Visceral mets present Liver mets present Liver mets absent 30 L+ e — e — 30 4
EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy 20 20 -
n=135 n=97 n=303 n=335 n=103 n=102 n=316 n=309 n=99 n=96 n=341 n=337 0 0

Any TRAE, n (%) 133 (98.5) 92 (94.8) 293 (96.7) 321 (95.8) 100 (97.1) 98 (96.1) 307 (97.2) 295 (95.5) 95 (96.0) 93 (96.9) 333 (97.7) 321 (95.3) 0 — — — — — T T T T T T 0 — — — — -

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

?“Rxgr:‘:fb)z"‘ 82 (60.7) 69 (71.1) 170 (56.1) 231 (69.0) 55 (53.4) 68 (66.7) 185 (58.5) 219 (70.9) 55 (55.6) 71 (74.0) 197 (57.8) 230 (68.2) No. at risk Time (months) No. at risk Time (months)

EV+P 135 131 126 123 116 106 103 95 91 89 86 77 57 50 41 32 25 13 7 2 1 0 EV+P 103 102 100 96 94 91 88 85 81 79 77 70 61 52 46 34 30 21 13 7 5 2 0 0 o0

TA"RXE":"‘:;’S) 39 (28.9) 13 (13.4) 90 (29.7) 71(21.2) 26 (25.2) 18 (17.6) 95 (30.1) 64 (20.7) 32 (32.3) 16 (16.7) 97 (28.4) 69 (20.5) Chemotherapy 104 97 89 83 72 67 61 53 50 48 44 37 32 25 21 13 7 6 3 1 1 0 0 Chemotherapy 104 101 96 92 83 77 74 65 62 60 54 47 39 32 26 20 15 9 9 7 4 2 1 1 0

(C) Presence of Visceral Metastases (D) Presence of Liver Metastases

- : 100 — Median Hazard ratio 100 - Median Hazard ratio
Table 3. Treatment-Related AESIs for EV in the EV+P Arm \\\ N Events o the)  95%C " oav o) 00 | 5 N Events o they 9% C T osv o)
Upper tract Lower tract LN-only mets Visceral mets present Liver mets present Liver mets absent 90 \s\ EV+P 318 163 257 238 33.8 G 7] - EV+P 100 68 19.1 14.5,24.3 -
(n=135) (n=303) (n=103) (n=316) (n=99) (n=341) 80 - \ \ © 412 0.619) 80 At © 39§ 0.776)
A Ch th 318 235 13.5 11.8, 15.6 : 9 b £ Ch th 99 82 101 7.9,11.8 : » Y
Any grade Grade 23 Any grade Grade =3 Any grade Grade 23 Any grade Grade 23 Any grade Grade 23 Any grade Grade 23 70 '\\ \\—Hemo erapy 70 ,‘\ emotherapy
Peripheral neuropathy, n (%)? 89 (65.9) 10 (7.4) 193 (63.7) 23 (7.6) 72 (69.9) 9 (8.7) 196 (62.0) 22 (7.0) 53 (53.5) 6 (6.1) 230 (67.4) 27 (7.9) 60 \\ 60 —
Sensory events 88 (65.2) 8 (5.9) 178 (58.7) 13 (4.3) 67 (65.0) 7 (6.8) 185 (58.5) 13 (4.1) 49 (49.5) 4 (4.0) 218 (63.9) 17 (5.0) 9 7 ‘s 1 \“\ g
Motor events 8 (5.9) 2 (1.5) 37 (12.2) 12 (4.0) 16 (15.5) 2(1.9) 28 (8.9) 11 (3.5) 9 (9.1) 3(3.0) 36 (10.6) 11 (3.2) o 90 4 M 2 50 1
Skin reactions, n (%) 96 (71.1) 28 (20.7) 199 (65.7) 42 (13.9) 78 (75.7) 14 (13.6) 203 (64.2) 54 (17.1) 64 (64.6) 12 (12.1) 232 (68.0) 58 (17.0) O 40 i 40 —
Rash 92 (68.1) 27 (20.0) 182 (60.1) 40 (13.2) 68 (66.0) 14 (13.6) 193 (61.1) 51 (16.1) 59 (59.6) 11 (11.1) 216 (63.3) 56 (16.4) 30 \"‘m ——t 30 -
Hyperglycemia, n (%) 13 (9.6) 8 (5.9) 47 (15.5) 20 (6.6) 17 (16.5) 7 (6.8) 39 (12.3) 19 (6.0) 9 (9.1) 6 (6.1) 51 (15.0) 22 (6.5) 7] "‘M 20
Ocular disorders, n (%) 29 (21.5) 0 65 (21.5) 0 24 (23.3) 0 65 (20.6) 0 20 (20.2) 0 75 (22.0) 0 20 T — e — —— —
Dry eye 24 (17.8) 0 59 (19.5) 0 21 (20.4) 0 57 (18.0) 0 16 (16.2) 0 68 (19.9) 0 10 — 10 +
Corneal disorder 3(2.2) 0 8 (2.6) 0 4 (3.9) 0 7(2.2) 0 3(3.0) 0 8 (2.3) 0 0 0
Blurred vision 2l 0 ) 0 Al 0 ey 0 gle 0 Ul 0 0 2 46 8 1012 1416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 0 2 4 6 8 1012 14 16 16 20 22 24 26 28 30 32 34 36 38 40 42 44
Infusion-related reactions, n (%) 2 (1.5) 0 8 (2.6) 0 3(2.9) 0 6 (1.9) 0 1(1.0) 0 9 (2.6) 0 _ i
aPeripheral neuropathy standardized MedDRA queries (broad scope). No. at risk Time (months) No. at risk Time (months)
EV+P 318 303 288 277 261 247 231 218 205 198 188 169 133 100 80 66 47 30 18 11 6 4 1 1 1 0 EV+P 100 91 87 82 76 71 66 61 55 51 46 42 34 26 17 13 9 4 3 2 2 1 0

Chemotherapy 318 301 276 244 214 194 170 150 135 121 107 86 68 58 44 33 24 14 8 5 5 3 1 1 0 Chemotherapy 99 95 83 74 58 50 40 35 30 28 26 19 13 12 9 7 6 2 1 1 1 1

Table 4. Treatment-Emergent AEOSIs for P in the EV+P Arm

Censored observations are indicated by a “+” symbol.

Lower tract LN-only mets Visceral mets present Liver mets present Liver mets absent

Upper tract

(n=135) (n=303) (n=103) (n=316) (n=99) (n=341) Figure 4. ORR in Prespecified Subgroups
Any grade? Grade=3 Anygrade?® Grade=3 Anygrade? Grade=3 Anygrade?® Grade=3 Anygrade? Grade=3 Anygrade? Grade 23 90 - 77.5%

Adrenal insufficiency, n (%) 4 (3.0) 0 5(1.7) 2(0.7) 2(1.9) 1(1.0) 6 (1.9) 1(0.3) 2(2.0) 1(1.0) 7(2.1) 1(0.3) 80 41 67.7% 67.5% [ 63.5% 70.0%

Arthritis, n (%) 1(0.7) 0 2(0.7) 0 1(1.0) 0 2(0.6) 0 1(1.0) 0 2(0.6) 0 70 - ] I 534, 8% 59.0% I

Colitis, n (%) 2(1.5) 1(0.7) 10 (3.3) 6 (2.0) 1(1.0) 0 10 (3.2) 6(1.9) 3(3.0) 2(2.0) 9(2.6) 5(1.5) i 60 | 07 59 I

Gastritis, n (%) 2 (1.5) 0 7(2.3) 0 3(2.9) 0 6 (1.9) 0 1(1.0) 0 8 (2.3) 0 O 40.8% 45.4% ' 40.4% 45.3%

Hepatitis, n (%) 4 (3.0) 2 (1.5) 11(3.6) 7 (2.3) 4(3.9) 2(1.9) 11 (3.5) 7(2.2) 4(4.0) 2(2.0) 11 (3.2) 7(2.1) § S0 1

Hyperthyroidism, n (%) 5(3.7) 0 16 (5.3) 1(0.3) 6 (5.8) 0 14 (4.4) 1(0.3) 5 (5.1) 0 16 (4.7) 1(0.3) vy 40

Hypophysitis, n (%) 1(0.7) 0 2(0.7) 0 1(1.0) 0 2(0.6) 0 0 0 3(0.9) 0 x 30

Hypothyroidism, n (%) 17 (12.6) 2(1.5) 36 (11.9) 1(0.3) 17 (16.5) 1(1.0) 30 (9.5) 2(0.6) 7(7.1) 0 46 (13.5) 3(0.9) EV+P Chemotherapy 20

Infusion reactions, n (%) 1(0.7) 0 6 (2.0) 0 2(1.9) 0 4 (1.3) 0 0 0 7(2.1) 0 PR 10

Myocarditis, n (%) 1(0.7) 0 2(0.7) 1(0.3) 0 0 3(0.9) 1(0.3) 2(2.0) 1(1.0) 1(0.3) 0 R . . 0

Myositis, n (%) 2(1.5) 1(0.7) 2(0.7) 0 0 0 3(0.9) 1(0.3) 0 0 4(1.2) 1(0.3) EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy

Nephritis, n (%) 107 0 3(1.0) 103 3(29) 100 103 0 0 0 401.2) 103 Upper tract Lower tract LN-only mets Visceral mets present Liver mets present Liver mets absent

FEIEIEEUR S, () () 1 ({2-09) DL 2 (7 1 ({40) il {42 O3 3 (i43) = (6 ) 3 (2) L) EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy EV+P Chemotherapy

Pneumonitis, n (%) 14 (10.4) 6 (4.4) 31 (10.2) 11 (3.6) 11 (10.7) 2(1.9) 32 (10.1) 14 (4.4) 4 (4.0) 2 (2.0) 41 (12.0) 15 (4.4) n=133 n=103 n=302 n=337 n=102 n=103 n=315 n=318 n=100 n=99 n=337 n=342

Sarcoidosis, n (%) 5 3 2(07) 1(0.3) 1(1.0) 1(1.0) 1(0.3) 5 3 3 2(06) 1(0.3) ORR, n (%) 90 (67.7) 42 (40.8) 204 (67.5) 153 (45.4) 79 (77.5) 55 (53.4) 201 (63.8) 125 (39.3) 59 (59.0) 40 (40.4) 236 (70.0) 155 (45.3)
DOR, median (95% CI), 23.3 6.2 23.9 7.0 NE 12.4 20.2 6.1 12.9 5.0 34.2 8.4

Severe skin reactions, n (%) 22 (16.3) 17 (12.6) 56 (18.5) 37 (12.2) 19 (18.4) 8(7.8) 57 (18.0) 45 (14.2) 18 (18.2) 13 (13.1) 60 (17.6) 41 (12.0) months (12.6, NE) (4.9, 12.5) (17.3, NE) (6.2, 10.2) (19.9, NE) (8.6, 24.9) (14.7, 25.6) (5.4,6.9) (8.4,20.2) (4.3,6.2) (21.5, NE) (6.6, 10.4)

a0ccurring in 21% of patients in at least one subgroup.
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Supplementary Results
EV-302 : LO n g -te rm s u bg ro u p a n a Iys is Table S1. Overall Summary of TRAEs in the ITT population

from the phase 3 global study of
enfortumab vedotin in combination
with pembrolizumab (EV+P) vs R e
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