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Evolution of Frontline Treatments for
Metastatic Urothelial Carcinoma
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In Past, chemotherapy was main treatment
- Depending on the Cisplatin use

Cisplatin - Eligible Cisplatin - Ineligible

Dosedense M-VAC Gemcitabin/Cisplatin Gemcitabin/ Carboplatin
ORR 72 % ORR 49 % ORR 36 %
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years months years
HR: 0,76 (Cl: 0,58 - 0,99) HR: 1,09 (CI: 0,88 - 1,34), HR: 0,94
Log rank p = 0,042 Log rank p = 0,44; Wald's p = 0,66 Log rank p = 0,64

Cl = confidence intervall; CR = complete response; HR = hazard ratio; mOS = median overall survival; ORR = overall response rate

Plimack ER. ASCO 2020; Eur J Cancer 2006;42(1):50-54; J Clin Oncol 2005;23(21):4602-4608; J Clin Oncol 2012;30(2):191-199



DANUBE IMvigor-130 KEYNOTE -361

Durvalumab Atezolizumab < Pembrolizumab
Primary Endpoint
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DANUBE IMvigor-130 KEYNOTE -361

Primary Primary Primary
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0S-2: 0.85 X 0S:0.98 X 0S:0.86 X

Metastatic UC
Cisplatin-Eligible/Ineligible

CM-901 EV-302 JAVELIN 100
Primary Primary Primary
Endpoint Endpoint Endpoint

PFS: 0.72 v PFS: 0.45 v/ 0S:0.78 Vv
0S:0.78 0S:0.47




NCCN Guideline V 1.2025

National . . i ot
comprehensive NCCN Guidelines Version 1.2025 gy
AR Cancer Bladder Cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY

First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)
Preferred regimen Other recommended regimens Useful in certain circumstances (cisplatin-ineligible
» Enfortumab vedotin-ejfv'°:16 and « Gemcitabine and cisplatin® (category « Gemcitabine and carboplatin'® followed by
pembrolizumab (category 1) 1) followed by avelumab maintenance avelumab maintenance therapy (category 1)217
therapy (category 1)3’17  Pembrolizumab (for the treatment of patients
e Gemcitabine, cisplatin, and nivolumab with locally advanced or metastatic urothelial
(category 1) followed by nivolumab carcinoma who are not eligible for any platinum-
maintenance therapy'® (category 1) containing chemotherapy)<°
« DDMVAC with growth factor support®1? |« Atezolizumab?? (only for patients whose tumors
(category 1) followed by avelumab express PD-L1® or who are not eligible for any
maintenance therapy (category 1)3"I7 platinum-containing chemotherapy regardless of
PD-L1 expression) (category 2B)

» Atezolizumab and hyaluronidase-tqjs subcutaneous injection may be substituted for IV atezolizumab. Atezolizumab and hyaluronidase-
tqgjs has different dosing and administration instructions compared to atezolizumab for IV infusion.

* Nivolumab and hyaluronidase-nvhy subcutaneous injection may be substituted for IV nivolumab. Nivolumab and hyaluronidase-nvhy has
different dosing and administration instructions compared to IV nivolumab.

NCCN Version 1.2025



Treatment-naive advanced or Treatment-naive advanced or metastatic UC (stage IV) when E S M O
metastatic UC (stage IV) enfortumab vedotin—-pembrolizumab unavailable or contraindicated*

2024

Cisplatin-eligible
only

Cisplatin- or
carboplatin-eligible

Enfortumab vedotin—pembrolizumab [l, A; MCBS 4]2¢

Nivolumab—gemcitabine— Gemcitabine—cisplatin [l, A]
cisplatin [l, A; MCBS 2]° Gemcitabine—carboplatin [l, A]

Disease Disease No disease
progression progression progression

Pembrolizumab [l, A; MCBS 4] Maintenance avelumab
Atezolizumab [lll, B] [1, A; MCBS 4]°

Disease progression

Erdafitinib [1, A; MCBS 4]2°¢

Enfortumab vedotin [l, A; MCBS 4]° Disease
Platinum-based ChT [IV, B]° Sacituzumab govitecan [lll, B; MCBS 2] progression
Erdafitinib [IV, BJ° Vinflunine [ll, C] or taxanes [lll, C]*"!

Ann Oncol . 2024 Jun;35(6):485-490



EUA Guideline
- Definitions of Platinum-eligibility for mUC

Platinum-eligible Platinum-ineligible
Cisplatin-eligible Carboplatin-eligible
ECOG PS 0-1 and ECOG PS 2 or GFR 30—60 mL/min | Any of the following:
GFR > 50-60 mL/min and or not fulfilling other cisplatin- GFR < 30 mL/min
eligibility criteria
Audiometric hearing loss grade < 2 ECOG PS > 2
and
Peripheral neuropathy grade < 2 and ECOG PS 2 and GFR < 60 mL/min
Cardiac insufficiency NYHA class < Il Comorbidites > Grade 2

ECOG = Eastern Cooperative Oncology Group, GFR = glomerular filtration rate; NYHA = New York Heart
Association; PS = performance status.

https://uroweb.org/guidelines/muscle-invasive-and-metastatic-bladder-cancer



EUA Guideline

Combination therapy-ELIGIBLE

 (PS0-2, GFR > 30ml/min, adequate organ functions) Combination-INELIGIBLE
* (forcisplatin, GFR > 50 ml/min)

Not eligible for EV (or EV not available): ¥

or

Not eligible for CPI: v

https://uroweb.org/guidelines/muscle-invasive-and-metastatic-bladder-cancer
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EV-302: Ph3, Enfortumab Vedotin +
Pembrolizumab vs Chemotherapy in la/mUC

4 N
EV + Pembrolizumab - I.)ual. °1: endpoints: PFS by BICR; OS

Patient population No maximum treatment cycles for EV. 2: endpoints: ORR per RECIST v1.1 by BICR/IBA, safety
* Previously untreated maximum 35 cycles for P

la/mUC Exclusion Criteria of interest
« Eligible for platinum, N=886 Treatment until disease progression per

EV,and P (0N e LIRS T EeE L I+ Currently receiving systemic antimicrobial
« PD-(L)1 inhibitor toxicity, or completion of maximum cycles treatment

naive v’ High dose steroids
* GFR 230 mL/min® Chemotherapy® ¥ Uncontrolled diabetes
« ECOGPS <2° (Cisplatin or carboplatin + gemcitabine) v HbA1c =8%

sl v'HbA1c 7-8% + associated diabetes

symptoms (polyuria or polydipsia)

Stratification
factors:

Age=75 ECOG 0 ECOG1 Mets| Visceral Upper . g9 ©CiS- | opgqg

Mets Tract eligiable
EVP 23.1 50.5 46.2  95.2 71.9 30.5 43.7 54.3 58.0

Cisplatin eligibility
PD-L1 expression
Liver metastasis

Chemo 24.3 48.4 48.6 946 /1.6 23.4 421 54.5 57.9

N Engl J Med 2024;390:875-888



A Progression-free Survival
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N Engl J Med 2024;390:875-888; ASCO GU 2025



A Overall Survival
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N Engl J Med 2024;390:875-888; ASCO GU 2025



Patient population

* Previously untreated
la/mUC

» Eligible for platinum,
EV,and P

* PD-(L)1 inhibitor
naive

* GFR 230 mL/min@

« ECOG PS <2°

N Engl J Med 2024;390:875-888

Cis/Gem

Carbo/Gem

As per the patient
eligibility

Chemotherapy®
(Cisplatin or carboplatin + gemcitabine)
Maximum 6 cycles

,'
.‘““

Enfortumab
S/ x‘p Vedotin

Subsequent Line <

CR, PRor N Avelumab |
SD Maintenance B
n ’ 74 -

A
v
2™ line ICI n

ess\© Erdafatinib

Patients who remained on treatment 144 (32.6)

------------------------------------------------------- q--------------1--------------

Patlen’Fs who received subsequent anticancer 140 (31.7) 313 (70.5)
therapies | '

1 |
------------------------------------------------------- 1--------------1--------------

First subsequent systemic therapy 128 (29.0) 294 (66.2)

Platinum-based therapy

------------------------------------------------------- J--------------J--------------
1

PD-1/PD-L1 inhibitor-containing therapy 7 (1.6) 260 (58.6)
Maintenance therapy 143 (32.2)

' 135 (30.4)

Avelumab 0

Other therapy . 7(1.6) 117 (26.4)

-




PFS OS

Enfortumab Vedotin—
Hazard Ratio for Disease Progression or Death (95% ClI) Pembrolizumab Chemotherapy

Enfortumab Vedotin—

Subgroup Pembrolizumab Chemotherapy Hazard Ratio for Death (95% ClI)

mo (no. of events/no. of patients) mo (no. of events/no. of patients)

Overall 12.5 (223/442) 6.3 (307/444) - 0.45 (0.38-0.54)  31.5 (133/442) 16.1 (226/444) i 0.47 (0.38-0.58)
Age

<65 yr 12.7 (75/144) 6.4 (88/135) —=—q 0.45 (0.32-0.62) NE (39/144) 19.7 (58/135) = i 0.46 (0.30-0.71)

65 yr 12.0 (148/298) 6.2 (219/309) =i 0.45 (0.36-0.56)  31.5 (94/298) 14.6 (168/309) b 0.48 (0.38-0.63)
Race

White 10.4 (168/308) 6.2 (207/290) —=— 0.48 (0.39-0.60)  26.1 (104/308) 15.3 (162/290) ] 0.47 (0.36-0.60)

Other 22.3 (55/134) 6.5 (100/154) ] 0.39 (0.27-0.55)  NE (29/134) 19.3 (64/154) b 0.46 (0.29-0.72)
Geographic region

North America 12.0 (58/103) 6.3 (55/85) 0.56 (0.38-0.82)  25.6 (40/103) 21.2 (42/85) —a 0.71 (0.44-1.12)

Europe 10.4 (94/172) 6.3 (144/197) —— 0.50 (0.38-0.66)  NE (56/172) 13.9 (110/197) —— 0.40 (0.28-0.56)

Rest of the world NE (71/167) 6.2 (108/162) —o— 0.35 (0.26-0.48)  NE (37/167) 16.4 (74/162) R 0.41 (0.27-0.61)
Sex

Ferale 10.4 (55/98) 6.1 (74/108) 0.49 (0.34-0.71)  25.4 (32/98) 14.6 (54/108) . 0.51 (0.32-0.80)

Male 14.6 (168/344) 6.3 (233/336) 0.44 (0.36-0.54) 315 (101/344) 16.6 (172/336) b 0.47 (0.36-0.60)
ECOG performance-status score

0 22.3 (93/223) 6.7 (146/215) —=— 0.36 (0.28-0.48)  NE (44/223) 18.4 (94/215) i 0.36 (0.25-0.53)

1or2 9.3 (130/219) 6.1 (161/227) 0.53 (0.42-0.68)  25.4 (89/219) 13.1 (131/227) p—u—| 0.54 (0.41-0.72)
Primary site of origin of disease

Upper tract 12.7 (69/135) 6.2 (70/104) ] 0.50 (0.35-0.71)  NE (38/135) 18.4 (45/104) T 0.53 (0.34-0.83)

Lower tract 12.5 (152/305) 6.3 (236/339) 0.44 (0.35-0.54)  31.5 (94/305) 15.6 (180/339) — 0.46 (0.36-0.59)
Liver metastases

Present 8.2 (66/100) 6.0 (78/99) —e— 0.53 (0.38-0.76)  19.1 (43/100) 10.1 (67/99) A 0.47 (0.32-0.71)

Absent 16.4 (157/342) 6.4 (229/345) 0.43 (0.35-0.52)  NE (90/342) 17.9 (159/345) ] 0.47 (0.36-0.61)
PD-L1 expression

Low (CPS <10) 10.5 (105/184) 6.3 (127/185) —— 0.50 (0.38-0.65)  NE (53/184) 15.5 (99/185) —— 0.44 (0.31-0.61)

High (CPS =10) 18.5 (116/254) 6.2 (176/254) i 0.42 (0.33-0.53)  31.5 (79/254) 16.6 (125/254) I 0.49 (0.37-0.66)
Cisplatin eligibility status

Eligible 14.6 (117/244) 6.5 (149/234) et 0.48 (0.38-0.62) 315 (69/244) 18.4 (106/234) —=— 0.53 (0.39-0.72)

Ineligible 10.6 (106/198) 6.1 (158/210) F—=— 0.43 (0.33-0.55)  NE (64/198) 12.7 (120/210) = 0.43 (0.31-0.59)
Site of metastasis

Visceral site 10.4 (176/318) 6.2 (238/318) 0.45 (0.37-0.55)  25.6 (108/318) 13.6 (182/318) = 0.47 (0.37-0.60)

Lymph node only NE (38/103) 8.3 (55/104) : 0.40 (0.26-0.62) NE (22/103) 27.5 (39/104) = - = 0.46 (0.27-0.78)
Renal function

Normal 18.7 (38/84) 6.7 (61/95) 0.46 (0.30-0.71)  26.1 (24/84) 18.4 (44/95) = - 1 0.51 (0.30-0.36)

Mild impairment 12.7 (79/165) 6.3 (114/162) —e—| 0.46 (0.34-0.62) NE (42/165) 16.4 (78/162) ——1 0.44 (0.30-0.65)

Moderate or severe impairment 10.5 (106/193) 6.2 (132/187) S—— 0.47 (0.36-0.61)  31.5(67/193) 13.3 (104/137) | = - 0.50 (0.37-0.69)

o.ll | o '1.0 510 0.1 1.0 5.0
- - - L

Enfortumab Vedotin—-Pembrolizumab Better Chemotherapy Better Enfortumab Vedotin—-Pembrolizumab Better Chemotherapy Better

N Engl J Med 2024;390:875-888



Treatment-Related Adverse Events

- Gr=3 events were in EVP and
EV+P (N=440) Chemotherapy (N=433)

Overall [97.0
Peripheral sensory neuropathy 50.0

95.6

Pruritus

Alopecia
Maculopapular rash
Fatigue

Diarrhea
Decreased appetite

Nausea
Anemia s 12 Crada 53 13.9 56.6
Neutropenia | Ev+p BE 9.1 48 416
Thrombocytopenia | “hemotherapy E 34 059E0) 342

r = &% & f ® ® 1T ¢t & ®#® T T ¥ T T ©T % T 1 1
100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100

Incidence (%)

in C/T

Serious TRAEsS:
o 122 (27.7%) EV+P
* 85(19.6%) chemotherapy

TRAEsS leading to death (per
investigator):
EV+P: 4 (0.9%)

Asthenia

*  Diarrhea

*  |Immune-mediated lung
disease

*  Multiple organ dysfunction
syndrome

Chemotherapy: 4 (0.9%)

*  Febrile neutropenia
*  Myocardial infarction
*  Neutropenic sepsis

*  Sepsis

Median number of cycles (range): 12.0 (1,46) for EV+P; 6.0 (1,6) for chemotherapy

Powles et al. ESMO 2023, Data cutoff: 08 Aug 2023



(A) Primary Disease Site of Origin in the Upper Tract
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(B) LN-Only Metastases
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(D) Presence of Liver Metastases

100
-
90 ‘ Median : Hazard ratlo
Events (months) 95% Cl (95% CI)
80
70 it 1 1 81 61,120 0.548
Chemotherapy 99 80 6.0 44,63 (0392 0766)
~ 60 L B
R N
b 50 Feccana k ---------------------------------------------------
V.
& 40 | .
f :
30 l.‘ i
' oF
20 E \ g : it .
! — et e :
10 : ? \—"‘-‘———o——:-o-—-o—————o ————— .
0 H
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Ti
No. at risk ime (months)

EVeP 100 81 69 57 45 41 35 29 25 23 19 16 14 12 5 5 3 1 1 1 1 0
Chematherapy 99 82 62 41 19 11 11 10 8 5 5 5 4 3 2 2 2 1 1 1 1 0




(A) Primary Disease Site of Origin in the Upper Tract (B) LN-Only Metastases T———

Median 5 Hazard ratio (95% Cl)
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(C) Presence of Visceral Metastases (D) Presence of Liver Metastases
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Survival Analysis:
Update with 1 year of additional follow-up
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d mo (95% Cl)  (95% CI) o - " EV+P2 23.3 (17.8, NE)
” CE:\!:;:\Ltherapy‘ 1386.;7((13(;.65'2';.E1)) (0.4%56‘.70) S 80 ] Ch th a 7.0 6 2 '9 0
:g: | é e\fo: 70 — .67.5% emotherapy .0(6.2, 9.0)
_ - = c 60— | 49.4°
% 50 EV+P g 8 50 — K ; ' /o EV+P
] i 2L 40— 35.1% B
:2: § 30 — o - ;24.0% Chemotherapy
; a2 e t—tte—t—e—i—4 H ——t
10 & 20 — :
0— 10 — _
rr ettt rrrrnn
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 0— :
I I I I I l l I l l l I I I l I I I l I l
T gpore) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
ST bttt R T S RN Time (months)
Cisplatin Ineliglble . Duration of Confirmed Complete Response
| Chemotherapy°12:7§11:0: 14:7; (0.3%. 0.64) T % 80 s 74.3% ) . u'EV+P1
10 — E : ; o . '
70— 08,. -8 60 — - 60.0% :
2 60— QO 6
2o 90— e
40— © 0 40— R S Ch th
30: llcniemome}rapyl g‘ 8 30 — Median DOCR, emo erapy
20 8 S 20 — mo (95% CI)
10— = 10— EV+PP NR (NE, NE)
R o S S S e e e e e e e e e e e 0 — Chemotherapy® 15.2 (10.3, NE) : :
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 4 : :
_ I T l I T I l T T l T T l l l T I I T T l
Time (months) O 2 4 6 8 1 0 1 2 14 1 6 1 8 20 22 24 26 28 30 32 34 36 38 40
E‘Zéj?:o:kmpy 210 199 164 160 139 126109 92 82 77 70 58 44 37 27 18 13 6 4 2 2 1 b kS Time (months)
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CheckMate 901: Ph3, Nivolumab + Gem/Cis vs
Gem/Cis in la/mUC

Overall study population NIVO+IPI vs chemotherapy

« Patients with untreated,
unresectable, or metastatic UC
enrolled

NIVO 480 mg Q4W until PD,

5 Y :
Q3W up to 4 cycles? 5 toxicity, V;/]rtg?lr;v;iltr?sf consent,

NIVO 1 mg/kg + IPI 3 mg/kg KRN -

Cisplatin-
Treatment assignment ineligible

Gem-cis (cisplatin eligible)

« Cisplatin-ineligible randomized
1:1 to NIVO+IPl and gem-platinum
arms only

« Cisplatin-eligible randomized

1:1:1:1 across all 4 arms Cisplatin-
eligible

OR gem-carbo (cisplatin
ineligible) Q3W X 6 cycles

NIVO+ gem-cis vs gem-cis’

Stratification factors 3 weeks

« Tumor PD-L1 expression
(2 1% vs <1%)

« Cisplatin eligibility

« Liver metastasis >

Database locks:

« OS for cisplatin-ineligible and all randomized Key endpoints for NIVO+IPI vs chemotherapy
patients: July 9, 2021 (interim analysis); Primary endpoints: OS in cisplatin-ineligible patients and in patients with
September 30, 2024 (final analysis) tumor PD-L1 > 1%

* 05 forPD-L1 2 1% patients: | Key secondary endpoints: OS in all randomized patients, PFS by BICR in
October 22, 2020 (interim analysis); cisplatin-ineligible patients
April 20, 2022 (final analysis)




CheckMate 901: Ph3, Nivolumab + Gem/Cis vs
Gem/Cis in la/mUC with Cisplatin-eligible

Stratification factors:

: (TST;;:B';—;)GXPFGSS"O" Combination phase Monotherapy phase
* Liver metastases
Key inclusion criteria esvs o) . NIV.O 360 mg on D1 NIVO 480 mg Q4w
N = 304 B Cl=T) (et 1) [ CIRD R VA A IR VD L 3 weeks — (until progression, unacceptable
* Age 2 18 years + Cisplatin 70 mg/m?2 on D1 toxicity, withdrawal, or
* Previously untreated unresectable Q3W (up to 6 cycles)b up to 24 months©)
or mUC involving the renal pelyvis, e

ureter, bladder, or urethra

. Cisplatin eligible Gemcitabine 1000 mg/m? on D1/D8

+ Cisplatin 70 mg/mz2 on D1

* ECOG PS of 0-1 N =304 Q3W (up to 6 cycles)®

- - Upper PD-

Age=65 | Asian ECOG 0 | ECOG 1 | Mets |Liver Mets Tract L1<1%
Nivo 50.7 23.7 53.3 46.1 85.9 21.1 10.9 63.5
Chemo 51.3 20.1 53.3 46.7 88.5 21.1 14.5 63.8

N Engl J Med . 2023 Nov 9;389(19):1778-1789.



A Overall Survival

100
P FS No. of Events/ Median Overall
9041 5 No. of Patients Survival (95% Cl)
_ y 70.2 (95% Cl,
w 380 mo
O S 2 64.6-75.1)
2 704 Nivolumab+Gemcitabine- 172/304 21.7 (18.6-26.4)
= ; :
o 60- Mo, 46.9 (95% Cl, .. Kisplatin
5 ! 40.7-52.8) Gemcitabine—Cisplatin 193/304 18.9 (14.7-22.4)
_ . . :
go 6?678(92?10, Ty Nivolumab+ Hazard ratio for death, 0.78
g 40 P00 | Bt gemcitabine— (95% Cl, 0.63—0.96)
§ 30~ | | cisplatin P=0.02
nq-) : 40.7 (95% CI, ““-IIIIIIIIllllllll.........
20- | 34.6-46.7) eppmmmeesssieas
10- | : Gemcitabine—'cisp'l'a'ti'n ."'~, Only 9% received "..‘
’ R 1i2 18 24 30 36 42 48 54 60 66 : Avelumab maintenance of ;
*... potential 71.3% (CR/PR/SD) ..-*
Months LI Pt
B Progression-free Survival
Median
100 :
No. of Events/ Progression-free
90+ No. of Patients Survival (95% Cl)
u 80- mo
c
2 70+ Nivolumab+Gemcitabine-  211/304 7.9 (7.6-9.5)
&  60- Cisplatin
S Gemcitabine—Cisplatin 191/304 7.6 (6.1-7.8)
o 90 34.2 (95% ClI, . . .
8o 40 28.6-40.0) Hazard ratio for disease progression
'.E N . . 23 5 (95% Cl Nivolumab+ or death, 0.72 (95% CI, 0.59—0.88)
@ - ’ b
U 30- 18.3-29.0) gemcitabine— P=0.001
2 50 | cisplatin
21. % Cl
10- 1681(3;?;): ’ - Gemcitabine—cisplatin
' “79.6 (95% Cl, 5.6—15.0) "~ '
0 | i | 1 | I ! |

0 6 12 18 24 30 36 42 48 54 60
Months

N Engl J Med . 2023 Nov 9;389(19):1778-1789.



Objective

Response Rate

Nivo + GC

N=304

Complete response

Median TTR (Q1-Q3), months = 2.1 (1.9-2.2) 2.1 (1.9-2.2)

ion From Baseline in Target Lesion (%)

Best Reduct

=i H ‘ H

Nivo C/T

ESMO 2023 LBA7, N Engl J Med . 2023 Nov 9;389(19):1778-1789.



Treatment-related AEs in all treated patients

NIVO+GC (n = 304)

GC (n = 288)
Treatment-related AE, %2 Any grade Grade > 3P Grade 2 3P

Any 97 62 93 52
Leading to discontinuation 21 11 17 8

Any grade

Anemia 57
Nausea 47
Neutropenia 31
Decreased neutrophil count 25
Fatigue 24
Decreased appetite 22
Decreased platelet count 22
Decreased white blood cell count 21

48
48

30
21

24
16
15
14

Vomiting

Asthenia
Thrombocytopenia
Pruritus

Constipation

Rash

Diarrhea

Hypothyroidism

Increased blood creatinine
Leukopenia

18

15

15

14

14
13
13
13
13 12
13 11

17
16
12

14

Grade 1-2

Grade > 3

60

40

20 0 20

Incidence, %

40 60

2ncludes events that occurred in treated patients between first dose and 30 days after last dose of study therapy. Tornado plot displays individual treatment-related AEs occurring at any

grade in > 10% of treated patients in either arm. POne grade 5 event occurred in each arm (sepsis in the NIVO+GC arm and acute kidney injury in the GC arm).

AE, adverse event.

ESMO 2023 LBA7



JAVELIN 100: Ph3, Avelumab as maintenance after
Platinum-based regimen with CR/PR/SD in mUC

All endpoints measured post randomization (after chemotherapy)

Unresectable locally advanced or Avelumab + BSC* Primary endpoint
metastatic UC n=350 e OS

Primary analysis populations
 All randomized patients

e PD-L1+ populationt
Secondary endpoints

< BSC* alone * PFS per RECIST 1.1
— Carboplatin + gemcitabine n=350 * Safety

CR, PR, or SD with standard 1L H1T=kva Until PD.

4-10 weeks
chemotherapy (4-6 cycles) unacceptable

~ Cisplatin + gemcitabine toxicity, or withdrawal

Stratification
e Best response to 1L chemotherapy (CR or PR vs SD)
* Metastatic site when initiating 1L chemotherapy (visceral vs nonvisceral)

— CR
1st-line Platinum-based : 2nd-line Therapy
PR @ Avelumab 1L Maintenance Ther
Chemotherapy elumab aintenance Therapy or BSC
The aim of induction therapy The aim of maintenance therapy is to extend disease
is to gain control of disease spD control achieved by induction therapy+°

I

N Engl J Med . 2020 Sep 24;383(13):1218-1230



Characteristics of the Patients at Baseline

PD-L1-Positive population

Overall population

Avelumab (n=350) BSC (n=350) Avelumab (n=189) BSC alone (n=169)

Age - yr

Median 68 69 70 70

Range 37-90 32-89 37-90 32-84
Site of primary tumor - no. (%)

Upper tract 106 (30.3) 81 (23.1) 44 (23.3) 35 (20.7)

Lower tract 244 (69.7) 269 (76.9) 145 (76.7) 134 (79.3)
Site of baseline metastasis before chemotherapy - no.(%)

Visceral site 191 (54.6) 191 (54.6) 88 (46.6) 79 (46.7)

Non-visceral site 159 (45.4) 159 (45.4) 101 (53.4) 90 (53.3)
PD-L1 status — no. (%)

Positive 189 (54.0) 169 (48.3) 189 (100) 169 (100)

Negative 139 (39.7) 131 (37.4) 0 0

Unknown 22 (6.3) 50 (14.3) 0 0
First-line chemotherapy regimen — no. (%)

Gemcitabine plus cisplatin 183 (52.3) 206 (58.9) 101 (563.4) 98 (58.0)

Gemcitabine plus carboplatin 147 (42.0) 122 (34.9) 74 (39.2) 54 (32.0)

Gemcitabine plus cisplatin or carboplatin 20 (5.7) 20 (5.7) 14 (7.4) 15 (8.9)

Not reported 0 2 (0.6) 0 2 (1.2)
Best response to first-line chemotherapy - no. (%)

Complete response or partial response 253 (72.3) 252 (72.0) 139 (73.5) 128 (75.7)

Stable disease 97 (27.7) 98 (28.0) 50 (26.5) 41 (24.3)

N Engl J Med . 2020 Sep 24;383(13):1218-1230




Post-hoc exploratory analysis: OS from start of 1L CT

A Overall Population

Median Overall Survival

B PD-L1-Positive Population

Median Overall Survival

100+
B 100 mmma, e R
NN Avelumab 214 o NS Avelumab .~ NE
N ....BSG i...143 s0- ..BSC . 171
£ :: 0.69 (0.56-0.86), p=0.001 a2 0.56 (0.40-0.79), p<0.001
.ég 50 :_% 507 Avelumab
‘2 | Avelumab 5 501
£ ' P oo T o
30- Control & 30+
20+
" Overall - PD-L1+
10
LRI I T I I T S R R N N TR
onths
:\qo.lat R:JSk 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0 No. at Risk o
C\cﬁltl::)r;a 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 0 é‘(’;'t“rgl‘ab }gg igg i;; igg ﬁg lgg 1% 2; gi Z(s) ;‘-; gg ;g g? ig g 2 ; i g
100 . _ BAVENCIO + BSC BSC alone
(n=350) (n=350)
1[O] mOS, months (95% CI)
- 29 7 29.7 (25.2, 34.0) 20.5 (19.0, 23.5)
months HR (95% Cl)
S 0.77 (0.636, 0.921)
e Q-
O |
mOS This is a post-hoc exploratory
! analysis of OS data calculated
-h‘_‘_ﬁ—l_. . .
29 20.5 L.' from the start of 1L CT in patients who
months , were progression-free following 1L CT,
B BAVENCIO + BSC B BSCalone and there are limitations to the
0 i | interpretation of these data.
0 15 30 45 60

N Engl J Med . 2020 Sep 24;383(13):1218-1230; Sridhar SS, et al. Abstract No. 508

Times (months)

. Presented at the 2023 ASCO GU



Long-term exploratory analysis: PFS from randomization

A Overall Population

\} ____________________ Median PFS - B PD-L1-Positive Population o e Median PFS
Avelumab =~ 3.7 ol | N 1 4. Avelumab @ 57
82‘ OVera"  BSC 20 30- PD'L1 + BSC 2 1
ot T LB e T T T S
g 0.62 (0.52-.75) 2 0.56 (0.43-0.73)
ko 5 el
g 40- g w0
30 Avelumab & 20, Avelumab
20— ' “1 * 20+ l‘_ﬁ_‘
10 Control 10 . C?ntrol
ST T T S S S S A A A A PR AR T S - "r""T"TF T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
No. at Risk Manths Months
Av‘;:ma:)s 350 198 145 118 90 72 59 49 45 34 27 25 17 9 4 2 1 1 0 :o'l at R:)Sk
Control 350 144 87 52 39 31 24 20 17 16 10 10 7 3 2 1 1 0 C‘(’;:’rg'l'a igg 121;3 g? ;g ;i ‘;-; ig ig ig 28 1; 1; 1§ ; % ‘1’ Lo
100
I B BAVENCIO + BSC B BSC alone BAVENCIO + BSC BSC alone
(n=350) (n=350)
" mPFS, months (95% CI)
5.5 (4.2,7.2) 2.1(1.9, 3.0)
g Stratified HR (95% CI)
Cuf_J 50 0.54 (0.46, 0.64)
+ reduction in risk of
disease progression or death
, 23.4%
° : 15.9%
g S 4eo
7.1% | 5.3% Yo
0 l :
0 14 28 42 56

Months

N Engl J Med . 2020 Sep 24;383(13):1218-1230; J Clin Oncol. 2023;41(19):3486-3492.



OS and PFS by 1L Platinum

- Gem/Cis vs Gem/Carbo

A

0S, %

oS

Gem/Cis

Median Overall Survival —

No. at risk

Avelumab + BSC 183
BSC alone 206

B
100 -

90
80 -
70 -
60
50 -

PFS, %

PFS

40 A
30
20 -
10 -
0

0.69 (0.50-0.93)

—

2 = 6 8 10 12 14 16 18 20 22 24 26 28

180 169 157 141 122 103 89 77 66 49 38 32 22 14
199 182 165 142 116 92 76 63 48 42 34 23 17 1

Median PFS

Avelumab

BSC

0

No. at risk

Avelumab + BSC 183
BSC alone 206

7. 4 6 8 10 12 14 16 18 20 22 24
Months

112 85 67 49 40 34 27 26 23 18 17 13
88 58 39 28 22 17 14 12 1 7 7 -

Eur Urol . 2023 Jul;84(1):95-108

C

100 ~
Gem/Carbo
80
70 4
60 4

- . .

8 ... Median Overall Survival
o Avelumab
20 BSC _
b 0.64 (0.46-0.90)
06 2 4 6 8 10 12 14 16 18 20 22 24 26

Months
No. at risk

Avelumab + BSC 147 142 130 119 102 88 78 68 59 48 32 21 16 14
BSC alone 122 114 104 91 72 57 52 42 36 29 20 15 13 12

D
100 -
90 .
= Median PFS
70 - Avelumab
60 - BSC
X
v 50 4
w
o
40 -
30 = -
20
10 1 —
0 1 1 1 1 1 1 | I
0 2 4 6 8 10 12 14 16
Months
No. at risk
Avelumab + BSC 147 72 48 41 33 = 20 18 16
BSC alone 122 42 22 8 7 D 5 4 3



PFS

OS and PFS by Response

- CRvs PR

A

CR

100

90
80

70 4 LI_I

60
0 S sl  Avelumab BSC
= (n=90) (n=89)

0S, median months

0S, %

30 -

o NR NR
N HR (95% Cl)

i 0.80 (0.46, 1.37)

0 2 - 6 8 10 12 14 16 18 20 22 24 26 28

Months
No. at risk

Avelumab + BSC 90 90 85 79 70 63 53 41 35 31 24 18 14 13 10
BSC alone 89 89 86 79 69 57 51 46 38 31 26 22 14 12 3

B
100 - Avelumab BSC
(n=90) (n=89)
90 - .
o PFS, median months
7.4 3.8
e HR (95% ClI)
_ 60+ 0.65 (0.44, 0.95)
o~
o 50 -
w
o
40 1
30 i :
——
20 -
10 -
0 1 1 1 1 1 1 1 1 I
0 2 4 6 8 10 12 14 16 18
Months
No. at risk
Avelumab + BSC 90 61 49 42 30 26 20 18 17 10
BSC alone 89 50 38 27 21 19 15 15 13 12

Eur Urol . 2023 Jul;84(1):95-108

PR

€ — Avelumab BSC
(n=163) (n=163)
o 0S, median months
i 19.2 12.1
N HR (95% ClI)
Rt 0.62 (0.46, 0.84)
;\; 50 4 _\_L‘_|_"|_\_L_
(@)
40
30 -
20
10
0 1 1 1 1 1 1 1 1 1 1 |l 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months
No. at risk

Avelumab + BSC 163 161 151 138 123 103 87 77 70 59 45 32 26 18 12
BSC alone 163 155 140 115 96 79 60 45 40 30 26 19 16 13 10

D
100 - Avelumab BSC
(n=163) (n=163)
90 A
. PFS, median months
] 3.1 1.9
a HR (95% ClI)
5 P 0.58 (0.45, 0.76)
:n' S0 4
a
40
30 ~
20 4
10 A
0 I 1 1 1 1 I I 1 1 1 I
0 2 4 6 8 10 12 14 16 18 20 22
Months
No. at risk
Avelumab + BSC 163 84 56 44 36 28 26 20 19 16 1 11
BSC alone 163 52 28 12 8 5 - 2 2 2 2 2




CheckMate 901

Nivolumab + cisplatin-based

EV-302 JAVELIN Bladder 100

Enfortumab vedotin
+ pembrolizumab

Platinum-based chemotherapy followed by
avelumab 1L maintenance in patients without disease progression

chemotherapy in
cisplatin-eligible patients

Treatment regimen
(experimental arm)

¥+ Wi

-+

J

Enfortumab Pembrolizumab Cis + gem Nivolumab Cis/carbo + gem Avelumab Best supportive

vedotin ICI Chemotherapy ICI Chemotherapy ICI care

ADC
3-week cycle 3-week cycle then 4-week cycle 3-week cycle 2-week cycle
D1 D8
EV g EV vao Gem N|vo Cls/carbo Gem Avelumab
pembro ¥ + gem
cis/gem Until PD or

Until PD or unacceptable toxicity Up to 6 cycles unacceptable toxicity 4-6 cycles Avelumab: until PD or unacceptable toxicity

Pembro: maximum 2 years (maximum 2 years) Best supportive care: per investigator

Control arm

3 3 ¥ » g

Cis/carbo + gem Cis + gem Cis/carbo + gem Best supportive
Chemotherapy Chemotherapy Chemotherapy care
3-week cycle 3-week cycle 3-week cycle

D1 D8 D1 D8 D1 D8
Cis/carbo Gem Cis Gem Cis/carbo Gem
+ gem + gem + gem
4-6 cycles Up to 6 cycles 4-6 cycles Per investigator

Cancer Treat Rev . 2025 Mar:134:102900



Difference in Study Population Criteria

A a5V ER E A BE 2L
SlidefE /5 (& &4l

EV-302 CheckMate-901 JAVELIN Bladder 100

v GFR = 30 ml/min2 v GFR = 60 ml/min2 v ECOG =1

v ECOG=2 v  ECOG = 1 v Eligible for Platinum

v Eligible for Platinum v Eligible for Cisplatin v CR/PR/SD after 4-6

v For Carboplatin cycles of Gemcitabine/
v' GFR =z 30 to <60 ml/min2 Cisplatin or Carboplatin
v ECOG =2
v Hearing loss =z Gr2
v NYHA Fc I

Special Exclusion Criteria

v Neuropathy z Gr2 v Uncontrolled adrenal ¥ In previous 6 months: Ml,

v Uncontrolled diabetes insufficiency symptomatic CHF, stroke,

v Receiving systemic v'NYHA Fc llI/IV DVT, or symptomatic
antibiotic for active pulmonary embolism
infection

N Engl J Med . 2024 Mar 7;390(10):875-888; N Engl J Med . 2023 Nov 9;389(19); N Engl J Med . 2020 Sep 24;383(13):1218-1230.



Difference in Study Population Criteria

CheckMate-901

242 (54.5)

CT

N=304

40 (13.2)

304 (100)

A B B Bl A BE B LEER
SlidefE /5 (& &4l

JAVELIN Bladder 100

CT

N=350
Median age 69
Asian 81(23.1)
ECOG=0 213 (60.9) 211 (60.3)
ECOG=1 136(389) 136 (38.9)
Upper Tract 81(23.1)
LNOnly 51(14.6)
Visceral | 191 (54.6) 191 (54.6)
LiverMets
Cor=60 | 181(51.7) 196 (56.0)

N Engl J Med . 2024 Mar 7;390(10):875-888; N Engl J Med . 2023 Nov 9;389(19); N Engl J Med . 2020 Sep 24;383(13):1218-1230.



Survival Result in 3 Trials

CheckMate-901

AEEERE A BEH 1ZLEE
Slide{Z H{ERE i

100 —
90 —
80 —
70 —
60 —
50 —
40 —
30 —
20 —
10 —

PFS (%)

Median PFS, Stratified HR

mo (95% ClI) (95% Cl)
EV+pP2 12.5(10.4, 16.6) 048
Chemotherapy? 6.3 (6.2,6.5) (0.41,0.57)

Nominal two-sided P-value <0.00001®

Chemotherapy

IR T T 3 i I
T T T T

100 —
90 —
80 —
70—
60 —
50 —
40 —
30 —
20 —
10 —

0S (%)

Illilllllllll
18 20 22 24 26 28 30 32 34 36 38 40 42

Time (months)

I [ I I

I
8 10 12 14 16

Median 1-yr 2-yr

21.7%

Median OS,  Stratified HR

mo (95% Cl) (95% Cl)
EV+P3 33.8 (26.1, 39.3) 0.51
Chemotherapys 15.9 (13.6,18.3)  (0.43, 0.61)

Nominal two-sided P-value <0.00001

Chemotherapy

r——rr—1+—1T T 1T 17T 1T 17T "1T T "1 1T T T T T T T T T"1
8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50

Time (months)

1-yr

Median

B Progression-free Survival

A Overall Survival

Percentage of Patients

Percentage of Patients

100+,
90+
80+
70
60
50+
40+
30
20+
10+
0

21.8 (95% ClI,
16.1-27.9)
T

Median
No. of Events/ Progression-free
No. of Patients Survival (95% Cl)

mo

Nivolumab+Gemcitabine— 211/304 7.9 (7.6-9.5)
Cisplatin

Gemcitabine—Cisplatin ~ 191/304 7.6 (6.1-7.8)

34.2 (95% Cl,

28.6-40.0) Hazard ratio for disease progression

or death, 0.72 (95% Cl, 0.59-0.88)
P=0.001

Nivolumab+
gemcitabine—
cisplatin

23.5 (95% Cl,
18.3-29.0)

‘ Gemcitabine—cisplatin
’) 9.6 (95% Cl, 5.6-15.0]
T 1 T T I

0

100

6

62.7 (95% CI"

12 18 24 30 36 42 48 54 60
Months

Median

—_—t
<
S

No. of Events/ Median Overall
No. of Patients Survival (95% Cl)

70.2 (95% ClI,
mo

64.6-75.1)

Nivolumab+Gemcitabine— 172/304 21.7 (18.6-26.4)
‘ 46.9 (95% Cl, _ . Cisplatin
Gemcitabine—Cisplatin 193/304 18.9 (14.7-22.4)

Hazard ratio for death, 0.78
(95% Cl, 0.63-0.96)
P=0.02

Nivolumab+
gemcitabine—
cisplatin

56.8-68.1)

40.7 (95% Cl,
34.6-46.7)

Gemcitabine—cisplatin

6

1
1
1
1
1
1
1
1
1
T

12 18 24 30 36 42 48 54 60 66
Months

Median 1

PFS (%)

Avelumab Plus BSC BSC Alone

(n=350) (n = 350)
Events, No. (%) 268 (76.6) 287 (82.0)
PFS, median 55 2.1
(95% Cl), months (4.2 to 7.2) (1.9 to 3.0)
(s;;,”/:'g;“ - 0.54 (0.46 to 0.64)
2-sided P <0001

T 1§ T T 1

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Median

1 1
Ll 1 T Ll T T T 1 T T

Time (months)

2-yr

0S (%)

Avelumab Plus BSC BSC Alone

(n=350) (n=350)
Events, No. (%)  215(61.4) 237 (67.7)
0S, median 238 15.0
(95% CI), months (19.9 to 28.8) (13.5t0 18.2)
Stratified HR

(95% C) 0.76 (0.63 t0 0.91)

2-sided P

.0036

1 T T L] T

T T T T 1 T T T T

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Median

Time (months)

2-yr

ASCO GU 2025; N Engl J Med . 2023 Nov 9;389(19):1778-1789; J Clin Oncol . 2023 Jul 1;41(19):3486-3492.
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Treatment Response In 2 Irials

CheckMate-901 JAVELIN Bladder 100

GC

EVP Nivo




A a5V ER E A BE 2L
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Difference in Study Adverse Events

EV-302 CheckMate-901 JAVELIN Bladder 100

v Skin reaction v Hematologic AE v’ Skin reaction

v Peripheral neuropathy v Gastrointestinal AE v Hypothyroidism

v Fatigue v Fatigue v Fatigue

v Gastrointestinal AE v Skin reaction v Gastrointestinal AE
v Ocular disorder v Hypothyroidism

v Hematologic AE

v Hyperglycemia

v Hypothyroidism

v Pneumonitis

Grade 23 TRAEs Serious TRAEs Grade 23 TRAEs Serious TRAEs Grade =23 TRAEs Serious TRAEs

J \ ) N »
56% 28% 62% NR 19% 10%

From the start of
avelumab/best supportive care

70% ’ 20% 52% ’ NR 0% 0%

Cancer Treat Rev . 2025 Mar:134:102900
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AR R SRS R BRI (PD-1/PD-L1)EB RS (H1ae | SABAVENCO

bR R IR B HE RS (TAUE (112.10.01)
1. FESERCEEERIERTMIRE LRERAZS - BEFS MIRGZ—:

1) CTCAE(the common terminology criteria for adverse events) v4.0 grade = 2 audiometric hearing loss
2) CTCAE v4.0 grade = 2 peripheral neuropathy
3) CIRS(the cumulative iliness rating scale) score >6

2. FCHIE(ERE platinum JR{E2aBEXMERRZCNE R EAVIFR BRI KRE LRBERAZE -

3. | BR avelumab FIRIERE—R S HLEIEHE 4 £ 6 ({FEE%E - BRAEIL - BESDERE (PR)IFEFEZIREM
= 1y 5 — =

HE D) &k F it t 111) shEERZ MM ER R (staqge IV)EE A BB 3E 7 i L o

|OfF AR {14
1. WMABENKIRE (ECOG 1) -
2. WAZIODAMEFEINGERRE NIIFRBERG
1) NYHA(the New York Heart Association) Functional Class 15|l
2) GOT<60U/L K& GPT<60U/LGPT<60U/L » B » HT-bilirubin<1.5mg/dL (% EA T 40 B e % A B SR L i5%44)
3) BEINEE : (MEAB AAREE R A n] RBFRUCIFM) (109/4/1)(109/4/1)
IWPRIE FRRESE—43 A% ¢ eGFR>30mL/min/1.73 m 2 H <60mL/min/1.73 m2 o
WRIE F RS 43 FH%E ¢ eGFR>30mL/min/1.73 m2 o
JhPRIE BT 8E(112/10/1) eGFR>30mL/min/1.73m 2
- HfthyZRl : Creatinine<1.5mg/dL H eGFR>60mL/min/ 1.73m 2 -
3. MWMAZEYIMECRIR : bR avelumab ARE AR Jb » BRI ZEmERE ¥IE 2 5 =FREEIINZENEEZIM (class Il i
Az PD L1 RIREFETE TR




L o BAVENCIO
;Mﬁ(ta E?.'é?—\n diEl 1_.|-PD-L1 *EAIEIAIJ*E/:E. ﬁ aveltumakl)for?g/me o

Atezolizumab
48 (4 5 Pembrolizumab (Ventana SP142) Nivolumab Avelumab
) (Dako 22C3)  *E@mp2024/0851%:%E (Dako 28-8) (Ventana SP263)
BE
« TC =25%
CPS =10 IC =5%
R R - . IC 2 25% (BICIEREBEE>1% )
i RIS LIS FKaaft
{EEREEE {EEREEE + IC =100% (BICHIEEET=1%)

HIFEE

'MffJ_ZEZE CPS =10 IC = 5% TC = 5% P

e |1/,

A

CPS, combined positive score; TC, tumor cell; IC, immune cell; ICP, immune cell presence o o (L i BB 44 AT 7 (112.10.01)




| G2 BAVENCIO
. . . 5 : ) 20mafmL
Treatment Landscape in a/mUC in Taiwan R/ Reimbursement

ICIs: only for PD-L1+ pts

EV: only for pts who had
treated with plt CT and IClIs

Locally advanced or metastatic UC

Platinum

Cisplatin ineligible but carboplatin
eligible

Cisplatin eligible ineligible

Any PD-L1 Any PD-L1

2 /55
,&@‘ %9,

PD-L1 p

@J\—

ositive

Pembrolizumab\d/4
or Atezolizumab

Pembrolizumab
+ EV

Pembrolizumab Nivolumab +

+ EV Gem/Carbo

Pembrolizuma\d/y
or Atezolizumab
or Nivolumab

: PD
or Atezolizumab

or Nivolumab

 PIt Chemo
« Erdafitinib

* Plt Chemo EV
* Erdafitinib - Erdafitinib
 Chemotherapy

Chemotherapy

Chemotherapy

* Chemotherapy




What treatment would you choose for your patients with la/m
UC? What Goal do you prefer?

Treatment

: Adverse Events Care System Extend Survival
Experience

Quality of Life Response Rate




Preference of Patients / Oncologist in US

Oncologists Patients preferred
had strong a better treatment
preference experience,

for treatments with lesser TRAES

and lower medication
frequencies

that improve
overall survival

Regimen label Regimen profile Composite treatment experience Frequency Overall
survival (months)
1L chemotherapy Treatment like 1L chemotherapy r1) One medication taken for 4 months with moderate Q1W 12
grade 3/4 TRAEs
. 1L ICI monotherapy Treatment like 1L ICl monotherapy  r2) One medication until disease progression or Q3w 16
unacceptable toxicity with low grade 3/4 TRAEs
1L ICl combination Treatment like 1L ICl and r3) Two medications for 4 months — one medication Q1W — Q3w 16
therapy chemotherapy together followed by until disease progression or unacceptable toxicity with
ICl maintenance high — low grade 3/4 TRAEs
1L ICI maintenance Treatment like 1L chemotherapy r4) One medication for 4 months — one medication until Q1W — Q2W 24
therapy followed by 1L ICI maintenance disease progression or unacceptable toxicity with
therapy moderate — low grade 3/4 TRAEs

Future Oncol. 2023;19:369-383



ATTRIBUTES AND LEVELS IN THE DCE

Oncologist preference weights Patient preference weights

Preference weights

@ @ @ @ Q1W Q2w Q3W Q6w 12 16 24 iﬁ‘;}iﬁ"?ﬁ' @ @ @ Q1W Q2W Q3W Q6w 12 16 24
Regimen type Treatment Median OS, Regimen type Treatment Median OS,

and AEs Frequency months and AEs Frequency months
Administration Median OS, months Incidence of grade 3/4 TRAEs

" Moderate
= s Low
r3 Q1W > Q3W High > low

rd Q1W - Q2W Moderate - low

Future Oncol. 2023;19:369-383



Clinician Preferences in Five European Countries
- 498 clinicians(343 oncologists / 155 urologists)

4.8% 3.5% 4.2% 1.2%
Survival
class 17.6% 5.5% 81.7% 12.9%
(Nn=141)
2.5%
2.9% 4.5% 1.9% 0.1%
Trade-off
class 33.0% 57.0% 98.0%
(n=105)
No strong
preference -
class 19.9% 18.8% 10.7% 10.8%
(N=192)
. 1.6% 1.7% 1.8%
Aggressive
treatment -
class ‘° )
(n=31)
0% 20% 40% 60% 80% 100% 0% 20% 40% 60% 80% 100%
m Overall survival » Treatment course/TRAES m 1L chemotherapy + ICI maintenance therapy
m Progression-free survival ~ mInduction frequency ® 1L ICl combination therapy

» 1L ICI monotherapy

m Maintenance frequency m 1L chemotherapy

Pharmacoeconomics . 2024 Aug;42(8):895-9009.



Patient profiles as drivers of physician choice for
1st-line Tx in la/mUC: perspectives from a US study

B Avelumab B EVP ~ Nivo B Other
100
z
33
75
50
25
0

Liver Visceral Liver mets Frail Pre-existing Diabetes Only Low tumor High tumor
Disease elderly  peripheral LN mets burden burden
neuropathy

J Clin Oncol 43, 2025 (suppl 5; abstr 719)



(B) LN-Only Metastases

Medi ° Hazard rati
EV- 3 O 2 P FS 100 Svens (mcemlt::) 95% Cli a(;g% (r;al)lo

90 - EV+P 103 50 501 15.3, NE 0473
80 - Chemotherapy 104 83 6.2,13.1 (0.317,0.704)

o-.llll:llillillilllllll]l
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

No. at risk Time (months)

EV¢#P 103 101 90 78 72 64 60 55 52 48 43 42 39 31 27 26 20 11 7 § 2 O
Chemotherapy 104 95 76 52 37 29 26 23 18 15 14 14 13 10 5 5 3 2 2 2 0 O

(B) LN-Only Metastases Median

ORR (95% Cl, %)

EV+P Chemotherapy

Hazard ratio

0
Events nonths) 2 C1 95y ci)

PR

R - - EVER Chemotherapy OS o

LN-only mets

EV+P 103 34 NE  39.3,NE 0.512
Chemotherapy 104 54 244 183, N (0.332,0.789)

EV+P Chemotherapy
n=102 n=103 : : :
ORR, n (%) 79 (77.5) 55 (53.4) 40 — o —
DOR, median (95% CI), NE 12.4 5 : : :
months (19.9, NE) (8.6, 24.9)

OS (%)
S
|

]

— ) w—  p— — p— —

30 -
20 -
10 =

EViP , Not | owered by 0

’ t. bl* | | l | | ' | | l | | | | | | | | | | | | | | |
Sttt bttt -~ estimable 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

(V)
Chemo _ 24.4 months or longer 49 /0 No. at risk Time (months)

EV+ 103 102 100 96 94 91 88 85 81 79 77 70 61 52 46 34 30 21 13 7 5 2 0 0 0O
Chemotherapy 104 101 96 92 83 77 74 65 62 60 54 47 39 32 26 20 5 9 9 7 4 2 1 1 0

ASCO 2025 Abstract 4571



Progression-free survival per BICR

CheckMate-901 ®

100- Events/ Median PFS
Treatment patients (95% CI), mo
ORR (95% Cl) CREN 90- NIVO + GC 27154 30.5 (9.56-NE)
All randomized patients LN only patients PREN 80- GC 31/56 8.84 (7.52-10.9)
90 - 81.5% 70- HR (95% CI), 0.38 (0.22-0.66)
(68.6-90.7) g =
80 -
70 57.6% iy g3 iy
. .6% (50.4-76.6) [ 1 l
60 - (51.8-63.2) 8..% 50 |_\_
_ 43.1% S5 40-
€ 07 (37.5-48.9) F 20
c 40 - 4
5 30 - g 20-
20 - T - a 10-
10 - 18.5% 0 0 . . . . . ; ; ; .
0 - 0 6 12 18 24 30 36 42 48 54
SD 25.3% 28.3% SD 9.3% 25.0% W Months from randomization
PD 9.5% 12.8% PD 3.7% 5.4% NIVO + GC 54 25 23 17 13 v a ;
UE 7.6% 15.8% UE 5.6% 5.4% GC 58 28 7 . 0 0 0 0 0 0
NIVO+GC GC NIVO+GC GC A Overall survival
(n = 304) (n = 304) (n = 54) (n = 56) Events/ Median OS
an
Pelvic LN Retroperitoneal LN Distant LN - 100 Treatment patients (95% Cl), mo
9 - 79.4% 76.7% 80.0% £ 90 NIVO+GC 22554 46.3 (24.0-NE)
(62.1-91.3) Y 73.5% (28.4-99.5) ® 80- GC 33/56 24.9 (21.4-29.9)
. iz (5.6-87.1) 66.7% < HR (95% Cl), 0.58 (0.34-1.00)
70 1 (29.9-92.5) § 70- = :
. 51.7% @
= (32.5-70.6) = 60-
» 50 - g 50-
S 40 - 3 e
£ 39 - 5 40
20 - g 30-
10 - 17.6% g 20-
0 - & 10-
SD 8.8% 31.0% 10.0% 17.6% 22.2%
PD 5.9% 6.9% 3.3% 2.9% 0 11.1% 00 1'2 1'8 2'4 3'0 3'6 4'2 4'8 5'4 6'0 6'6
UE 5.9% 10.3% 10.0% 5.9% 0 0 A "m fl'om mmm
YOG > WIYO+GE Ge MYOHGG . NWVO+GC 54 49 41 35 24 18 13 6 5§ 2 1 0
(n = 34) (n=29) (n = 30) (n = 34) (n=D5) (n=9) an 58 54 41 32 20 10 8 3 2 0 0 0

ASCO 2024 Abstract 4509,



JAVELIN Bladder 100: Progression-Free Survival

Non-Visceral Lymph Node Only Pelvic/Retroperitoneal
. Metastasis o Metastasis . LN Only Metastasis
0.8 0.8 0.8
% 0.5 Z: 0.5 % 00
o o 36.6% -
H-Iﬁ_l_,l i
0.3 : :18.1% 0.3 | i20.0"/? — 0.3 I"-l_l 24.4:A>._|+
6.7% 5.6%  6.8% 6.5%, o 7.3% 7.3%
—+H —+— ' ' : T
- o 4 8 12 16 20 2|4 26 32 36 40 44 48 e 0 4 8 12 16 20 24 28 32 3I6 40 44 48 - O 4 8 12 16 20 2:4 28 32 36 40 44 48
Months Months Months

Avelumab Avelumab BSC Avelumab BSC
(n=159) (n=51) (n=51) (n=42) (Nn=35)
Median PFS, months (95% CI) Median PFS, months (95% CI) Median PFS, months (95% CI)
9.0 (5.7, 12.6) 3.3(2.0, 3.7) 8.7 (5.4, 24.7) 3.7 (2.0, 6.0) 7.5(4.2,12.0) 3.7 (1.9,5.7)
Stratified HR (95% CI) Stratified HR (95% ClI) Stratified HR (95% CI)

0.45 (0.35, 0.59) 0.51 (0.31, 0.84) 0.44 (0.24, 0.79)

ASCO 2024 Abstract 4566



JAVELIN Bladder 100: Overall Survival

Non-Visceral
Metastasis

1.0 e

0.9

mOS

31.4

months

0S (%)

0.1

Lymph Node Only
Metastasis

mOS

31.9

months

0S (%)

0.1

0.0

Time (months)

Avelumab

0.0

60 0 15 30 45

Time (months)

Avelumab BSC

60

0S (%)

1.0 4

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

Pelvic/Retroperitoneal
LN Only Metastasis

mOS

31.2

months

mOS

20.2

months

0 15 30 45 60

Time (months)

Avelumab BSC

(n=159)
Median OS, months (95% CI)

31.4(26.1,36.8)  17.1(13.7, 21.3)

Stratified HR (95% Cl)
0.60 (0.45, 0.79)

(n=51) (n=51)
Median OS, months (95% CI)

31.9 (26.1,44.5)  22.7 (16.5, NE)

Stratified HR (95% Cl)
0.86 (0.51, 1.47)

(n=42) (n=35)
Median OS, months (95% CI)

31.2(23.8,44.5)  20.2 (13.7, NE)

Stratified HR (95% Cl)
0.72 (0.39, 1.31)

ASCO 2024 Abstract 4566



Pt with Age =75 y/o had less favorable ECOG PS at baseline

compared with younger Pts and overall population

265 to <75 years =275 years =280 years Overall population
BAVENCIO + BSC BSC alone BAVENCIO + BSC BSC alone BAVENCIO + BSC BSC alone BAVENCIO + BSC
(n=136) (n=163) (n=8%5) (n=80) (n=28) (n=27) (n=350)

Age, median (range), years 81.0 (80.0-90.0) 82.0(80.0-89.0)

Sex, n (%)

Male
Female

Pooled geographic region, n (%)

Europe

North America
Asia

Australasia

Rest of the world

ECOG performance status, n (%)

PD-L1 status, n (%)

Positive
Negative
Unknown

Best response to 1L chemotherapy, n (%)

CR or PR
SD

Site of metastasis at start of 1L chemotherapy, n (%)

Visceral
Non-visceral

ESMO 2023, 2371P

70.0 (65.0-74.0)

108 (79.4)

28 (20.6)

83 (61.0)
5 (3.7)
30 (22.1)
14 (10.3)
4 (2.9)

84 (61.8)
52 (38.2)

72 (52.9)
57 (41.9)
7 (5.1)

96 (70.6)

410 (29.4)

78 (57.4)
58 (42.6)

70.0 (65.0-74.0)

137 (84.0)
26 (16.0)

96 (58.9)
7 (4.3)
39 (23.9)
14 (8.6)
7 (4.3)

100 (61.3)
63 (38.7)

73 (44.8)
63 (38.7)
27 (16.6)

118 (72.4)
45 (27.6)

95 (58.3)
68 (41.7)

77.0 (75.0-90.0)

67 (78.8)
18 (21.2)

55 (64.7)
27 (31.8)
3 (3.5)

61 (71.8)
24 (28.2)

5 (52.9)

4
40 (47.1)

78.0 (75.0-89.0)

62 (77.5)
18 (22.5)

42 (52.5)
4 (5.0)
16 (20.0)
14 (17.5)
4 (5.0)

44 (55.0)
36 (45.0)

47 (58.8)
28 (35.0)
5 (6.3)

55 (68.8)
25 (31.3)

38 (47.5)
42 (52.5)

21 (75.0)
7 (25.0)

14 (50.0)
0
5(17.9)
7 (25.0)
2 (7.1)

12 (42.9)
16 (57.1)

20 (71.4)
8 (28.6)
0

20 (71.4)
8 (28.6)

16 (57.1)
12 (42.9)

21 (77.8)
6 (22.2)

15 (55.6)
2 (7.4)
4 (14.8)
4 (14.8)
2 (7.4)

15 (55.6)
11 (40.7)
1(3.7)

20 (74.1)
7 (25.9)

12 (44.4)
15 (55.6)

68.0 (37.0-90.0)

266 (76.0)
84 (24.0)

214 (61.1)
12 (3.4)

73 (20.9)
34 (9.7)
17 (4.9)

213 (60.9)
137 (39.1)

189 (54.0)
139 (39.7)
22 (6.3)

253 (72.3)
97 (27.7)

191 (54.6)
159 (45.4)

BSC alone

(n=350)
69.0 (32.0-89.0)

275 (78.6)
75 (21.4)

203 (58.0)
22 (6.3)
74 (21.1)
37 (10.6)
14 (4.0)

211 (60.3)
139 (39.7)

169 (48.3)
131 (37.4)
50 (14.3)

252 (72.0)
98 (28.0)

191 (54.6)
159 (45.4)




OS from randomization in older age subgroups
- The trend to old age

>65 to <75 years >75 to <80 years >80 years
100 100 100 .
75 75 75
mOS - mOS
S 28.7 S S 24.9
0 )J EEEEEEEEEREEREEN Sk T EEEEEE months N 50 e N 50 months
O O O .
mos |
A . 135 = o mes
months months 100 |
- months
’ 0 3 6 9 12 15 I18 21 24 27 130 333 42 48 54 60 ’ 0 3 6 9 121518 21 24 27 30 33 36 42 48 54 60 ° 0 3 6 91 12 15 18 21 2|4 27 30 3336 42 48 54 60
Months Months Months

Avelumab BSC Avelumab BSC Avelumab BSC
(n=136) (n=163) (n=85) (n=80) (n=28) (n=27)
mOS, months (95% CI) mOS, months (95% CI) mOS, months (95% CI)

28.7 (20.9, 35.1) 17.1 (12.9, 21.3) 24.0 (18.6, 37.0) 13.5 (8.6, 18.5) 24.9 (14.1, NE) 10.0 (7.0, 26.9)
Stratified HR (95% CI) Stratified HR (95% CI) Stratified HR (95% CI)
0.73 (0.543, 0.974) 0.59 (0.401, 0.877) 0.57 (0.284, 1.155)

ESMO 2023, 2371P



PFS from randomization in older age subgroups
- The trend to old age
>65 to <75 years >75 to <80 years >80 years

100 100 o

100

75 75 75

:7\)/ 50 t % 50 (-4)-- . :7\)/ 50 (-
L L L : months
mPFS mPFS | |
2.8 . 2.2 i  mPFS
25 months 25 -\11_|_\ months 25 1 9
B months
| i | |
00\:36I9121518212427303336 42 48 54 60 00I36$I3121518212427303336 42 48 54 60 OOI36912l1518212427303336 42 48 54 60
Months Months Months
Avelumab BSC Avelumab BSC Avelumab BSC
(n=136) (n=163) | (n=85) (n=80) _ (n=28) (n=27) _
mOS, months (95% ClI) mOS, months (95% CI) mOS, months (95% CI)
7.4 (3.7, 11.2) 2.8 (1.9, 3.7) 9.2 (5.6, 13.3) 2.2 (1.9, 3.7) 13.8 (5.7, 30.3) 1.9 (1.7, 3.7)
Stratified HR (95% CI) Stratified HR (95% CI) Stratified HR (95% CI)
0.51 (0.389, 0.666) 0.38 (0.266, 0.554) 0.27 (0.129, 0.560)

ESMO 2023, 2371P



PFS

OS and PFS by Response

- CRvs PR

A

CR

100

90
80

70 4 LI_I

60
0 S sl  Avelumab BSC
= (n=90) (n=89)

0S, median months

0S, %

30 -

o NR NR
N HR (95% Cl)

i 0.80 (0.46, 1.37)

0 2 - 6 8 10 12 14 16 18 20 22 24 26 28

Months
No. at risk

Avelumab + BSC 90 90 85 79 70 63 53 41 35 31 24 18 14 13 10
BSC alone 89 89 86 79 69 57 51 46 38 31 26 22 14 12 3

B
100 - Avelumab BSC
(n=90) (n=89)
90 - .
o PFS, median months
7.4 3.8
e HR (95% ClI)
_ 60+ 0.65 (0.44, 0.95)
o~
o 50 -
w
o
40 1
30 i :
——
20 -
10 -
0 1 1 1 1 1 1 1 1 I
0 2 4 6 8 10 12 14 16 18
Months
No. at risk
Avelumab + BSC 90 61 49 42 30 26 20 18 17 10
BSC alone 89 50 38 27 21 19 15 15 13 12

Eur Urol . 2023 Jul;84(1):95-108

PR

€ — Avelumab BSC
(n=163) (n=163)
o 0S, median months
i 19.2 12.1
N HR (95% ClI)
Rt 0.62 (0.46, 0.84)
;\; 50 4 _\_L‘_|_"|_\_L_
(@)
40
30 -
20
10
0 1 1 1 1 1 1 1 1 1 1 |l 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months
No. at risk

Avelumab + BSC 163 161 151 138 123 103 87 77 70 59 45 32 26 18 12
BSC alone 163 155 140 115 96 79 60 45 40 30 26 19 16 13 10

D
100 - Avelumab BSC
(n=163) (n=163)
90 A
. PFS, median months
] 3.1 1.9
a HR (95% ClI)
5 P 0.58 (0.45, 0.76)
:n' S0 4
a
40
30 ~
20 4
10 A
0 I 1 1 1 1 I I 1 1 1 I
0 2 4 6 8 10 12 14 16 18 20 22
Months
No. at risk
Avelumab + BSC 163 84 56 44 36 28 26 20 19 16 1 11
BSC alone 163 52 28 12 8 5 - 2 2 2 2 2




Outline

. Case sharing




Take Home Message

* 1st-line treatment for la/mUC , we can choose regimen as below:
 Enfortumab Vedotin/Pembrolizumab (EV-302)

* Nivolumab/Gemcitabine/Cisplatin (CM-901)
* Avelumab maintenance (JB-100)

 Under NHI, Avelumab maintenance is only choice in la/mUC with PD-L1+

 \Who was feasible for Avelumab
* Contra-indication for EV-302: Diabetes with poor control...
* Old age, Lymph node only

* Well discussion with patient/family is very important




