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Bladder Cancer Landscape in Numbers: A focus on UC'-

Urothelial carcinoma accounts for > 90% of bladder cancers and is strongly associated with frailty and old age’-?

Deaths®

614,000 ~200,000
In 2022, worldwide

Median age?

5-year survival®

~73

years old

8%
In T4 UC

"[VALORl[V ALOR]

Histological subtypes of BC®
5%

B Urothelial Carcinoma
B Squamous cell carcinoma

M Adenocarcinoma
Others

Emergency department visit

Over 90% of patients with mUC experience at least one
hospitalisation during treatment’

ICU admissions

Over 50% of patients with mUC had at least one ICU admission
during treatment’

BC: bladder cancer; ICU: intensive care unit; mUC: metastatic urothelial carcinoma; PBC
platinum-based chemotherpay; T4: stage 4; UC: urothelial carcinoma

1. Grande E et al., Can Treat Rev 2025; 2. National Cancer Institute. "SEER cancer stat facts:
bladder cancer." 2019; 3. Tonni E et al., Int J Mol Sci 2024; 4. Cleveland Clinic (2023) A new
standard emerges in advanced urothelial carcinoma after decades of first-line chemotherapy.
Available at: https://consultqd.clevelandclinic.org/a-new-standard-emerges-in-advanced-
urothelial-carcinoma-after-decades-of-first-line-chemotherapy; Accessed: 23 April 2025; 5.
Bladder Cancer Advocacy Network. (n.d.). Survival rates for bladder cancer.

https://bcan.org/survival-rates-for-bladder-cancer/. Acessed on April 23, 2025; 6. Bilim V et al -

J Pers Med 2022; 7. Aly Aetal.,J hiled Econ 2015


https://consultqd.clevelandclinic.org/a-new-standard-emerges-in-advanced-urothelial-carcinoma-after-decades-of-first-line-chemotherapy
https://consultqd.clevelandclinic.org/a-new-standard-emerges-in-advanced-urothelial-carcinoma-after-decades-of-first-line-chemotherapy
https://bcan.org/survival-rates-for-bladder-cancer/

Access to 1L Systemic Therapy for mUC Patients Remains Inconsistent Across
the World*-1°

Percent of patients not receiving 1L treatment per country despite diagnosis

US — 23-54%7-°
Denmark

England PR 64%?
69%! N

The Netherlands

Japan — 9-57%?1°

Germany

60%"*

Hungary

g PR Korea — 17-36%*°
50% D,

= 1. Mahmoudpour SH, et al. Urol Oncol 2024; 2. Jensen JB, et al. ESMO 2021; 3. Richters A, et al. Cancer
D Treat Res Commun 2020; 4. Niegisch G, et al. Future Oncol 2024; 5. Maraz A, et al. Adv Ther 2023; 6.
*In-patient rates only. v Kearney M, et al. ISPOR 2023; 7. Geynisman DM, et al. Urol Oncol 2022; 8. Bilen M, et al. Oncologist
1L: first-line; mUC: metastatic urothelial carcinoma 2023; 9. Kearney M, et al. ASCO GU 2023; 10. Kearney M, et al. Future Oncol 2024. S



Still too few Patients are Receiving Systemic Treatment for mUC?

18,888 patients with mUC in the USA (not in clinical trials; Medicare fee-for service database)?

54.3% had no 1L treatment

12.2%

1.8% patients with mUC are enrolled in 37.6%
non-plat

clinical trials cisplatin

chemo

4,063 patients with advanced mUC in the USA (~280 cancer clinics)?
23.2% had no 1L treatment

37.4% 22.3%

0,
10 alone cisplatin + gemcitabine 19.4% other

42.5% received 2L treatment

3,206 patients with mUC in Denmark (~280 cancer clinics)*

64.4% had no 1L treatment

47.2% 15.1% 13.8%
cisplatin + gemcitabine gemcitabine other

35%* received 2L treatment

1. Kearney M et al., Fut Oncol 2023; 2. Bilen M, et al., The Oncologist, 2023, 28, 790-798. Advance access publication

1L: first line; 2L: second line; 10: immunotherapy; mUC: metastatic
11 July 2023; 3. Morgans AK et al., Ann Oncol 2021; 4. Jensen JB et al., Ann Oncol 2021

urothelial carcinoma



Proportion of Treatment Across Therapy Lines:
Historically high attrition rates

100%

Treatment patterns
across lines 7000
1
of therapy 6500 -

(US study; n=7260;
2011-2023) 6000

5500
5000 —
4500 —
4000 —

3500 —

Frequency

3000

2500

2000

1500 —

1000 —

500

~40%*

~12%

0 -

1L
(n=7260)

*37.4% of patients received 2L treatment (2714 out of 7260 patients).

1L, first-line; 2L, second-line; 3L, third-line; 10, immunotherapy; RW, real-world; Tot, total.

2L
(n=2714)

3L
(n=857)

Patients (%)

RW rate of systemic therapies and attrition rates?

(Five RW studies from the US and Netherlands with study periods between 2004 and 2017)
100

80 -
60 -
40 -

20 H

Tot 1L 2L 3L Tot 1L 2L Tot 1L 2L 3L Tot 1L 2L 3L

Flannery et al. Galsky et al. Aly et al. Richters et al.
2019 2018 2019 2020
[ Carboplatin [ Cisplatin B Immunotherapy 7 Others/unknown [l Total

Patients receiving

Patients receiving

Total patients with Patients receiving 2L therapy 3L therapy
newly diagnosed 1L therapy
advanced/metastatic
bladder cancer
1. Thomas WM, et al. JAMA Network Open 2024;7:€249417; 2. Swami U, et al. Cancer 7

Treat Res Commun 2021;27:100325.



Se‘\'/eral factors may be relevant when personalizing 1L treatment for
patients with advanced UC'-10

Efficacy and safety of Patient or physician

: Disease characteristics Patient characteristics

1L treatment options preferences

- OS - Higher or lower tumor burden « Fit or frail * Preference to avoid toxicity
: : . and maintain quality of life
 PFS * Visceral or nonvisceral * Clinically relevant o
metastases comorbidities - Preference to maximize
* Response rates efficacy
. Treatment-related AE + Eligible or ineligible for
eatmentielaedats cisplatin and/or carboplatin * Preference for a 1L treatment

« PROs and quality of life option that retains the

possibility of 2L options with
demonstrated efficacy

1L, first line; AE, adverse event; OS, overall survival; PFS, progression-free survival; PRO, patient-reported outcome; UC, urothelial carcinoma.

1. Powles T, et al. Ann Oncol. 2024;35(6):485-90; 2. Cathomas R, et al. Eur Urol. 2021:81:95-103; 3. Benjamin DJ, et al. Nat Rev Urol. 2023;20:513-14; 4. Vuky J, et al. J Clin Oncol. 2020;38(23):2658-66;

5. Balar AV, et al. Lancet. 2017;389(10064):67-76; 6. Nassar AH, et al. Br J Cancer. 2020;122(4):555-63; 7. Hemenway G, et al. Am Soc Clin Oncol Educ Book. 2024;44(3):e432054; 8. Brown JR, et al.

Eur Urol Focus. Published online May 5, 2024; 9. Vogl UM, et al. Eur Urol Focus. Published online April 5, 2024; 10. Benjamin DJ, et al. Eur Urol Oncol. 2024;7(3):313-15. 8
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Long-term follow-up of the JAVELIN Bladder 100 trial continues to show prolonged OS with avelumab 1L maintenance?.2

Chemotherapy Avelumab

Decrease the tumor burden to Immunotherapy is more effective

achieve disease control and increase in patients with reduced tumor

the immunogenicity of the tumor burden and a high mutational
microenvironment'%2 burden like UC'*%2

The cytotoxic and immunogenic effects of platinum-based chemotherapy provide
the opportunity to enhance clinical efficacy with ICI maintenance therapy'®

1. Powles T, et al. N Engl J Med 2020;383:1218-1230; 2. Powles T, et al. J Clin Oncol 2023;41:3486-3492; 3.
Grivas P, et al. ESMO Open 2023;8:6102050.
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Long-term follow-up of the JAVELIN Bladder 100 trial continues to show prolonged OS with avelumab 1L maintenance?.2

TR
“&

OS from start of randomization* Exploratory post hoc analysis of OS from the start of 1L PBC
(primary endpoint) (in patients without PD after PBC)*3
mOS (95% CI) mOS (95% CI)

100 - . . 100 -
9 . (19.9-28.8) | (13.5-18.2) 90 | . .
80 - (25.2-34.0) § (19.0-23.5)
80 - HR 0.76 (95% CI 0.63-0.91)
70 4 70
o HR 0.77 (95% CI 0.64-0.92)
60 49.8% s 601
s o W 50
. 504 9 1
(7))
© 40 ' 40 1
30 - X 30 1
1 20 A
20 - 1 : 0
1 1 10 1
10 1 1
1 1 0
0 T T T T T : T T : T T T T T 1 Categoryl
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Months
Months
No. at risk No. at risk
Q;télumab+ 350 318 274 237 216 183 164 140 99 74 53 31 13 4 1 0 IB\;glumab+ 350 350 334 288 247 220 191 171 145 114 8 58 36 17 7
BSCalone 350 304 243 190 158 131 121 103 82 62 46 27 10 7 O BSC alone 350 349 317 255 207 168 141 125 111 89 68 54 33 12 8

*Data cut-off: June 4, 2021. Median follow-up was 38.0 months with avelumab + BSC and 39.6 months with BSC alone (=2 years in all patients); tIn select patients treated with
avelumab 1L maintenance following no PD on 1L PBC. Median follow-up of 238 months. OS data calculated from the start of 1L CT is inclusive of 4-6 cycles of platinum-containing
CT, 4-10 weeks of treatment-free interval, randomized study treatment with avelumab + BSC or BSC alone, and subsequent therapy. This is an exploratory, post hoc analysis of OS
data calculated from the start of CT, and there are limitations to the interpretation of these data.

1L, first-line; Ave, avelumab; BSC, best supportive care; CI, confidence interval; CT, chemotherapy; HR, hazard ratio; (m)OS, (median) overall survival; PBC, platinum-based
chemotherapy; PD, progressive disease.

1. Powles T, et al. N Engl J Med 2020;383:1218-1230; 2. Powles T, et al. J Clin Oncol 2023;41:3486-3492; 3. Grivas P, et al. ESMO Open 2023;8:6102050.
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JAVELIN Bladder 100 long-term follow-up results show

maintained OS benefit for avelumab + BSC vs BSC alone across

No. Events/No. Patients
Avelumab plus BSC BSC Alone

Subgroup

No. Events/No. Patiants

Avelumab plus BSC BSC Alone

HR for 05 (95% I}

Subgroup

HR for 0S (35% CI)

All patients {stratified'} 215/350
Al patients {unstratified) 215/350
Best response to 1L chemotherapy

CR 43/90

PR 1081163

sD 64/97
Metastatic disease site when initiating 1L chemotherapy

Visceral 1301391

Nonvisceral 85/159
Age, years

<65 85/129

265 130/221
Sex

Male 163/266

Female 52/34
Race

White 151/232

Asian 4175

Other 23/43
Pooled geographic region

Europe 136214

North America mnz

Asia 4073

Australasia 23f34

Rest of the world 917

237/350
237/350

54/89
1171163
66/98

130191
107/159

711107
166/243

189/275
48(75

162/238
55/81
20/31

146/203
14/22
49/74
18/37
10114

e —

0.125 0.250 0.500 1.000 2.000

Favors BSC Alone

Favors Avelumab Plus BSC

0.76 (0.63 to 0.91)
0.75 (0.63 to 0.91)

0.72 (0.48 to 1.08)
0.70 (0.54 to 0.91)
0.84 (0.60 to 1.19)

0.911(0.71to 1.16)
0.60 (0.45 to 0.80)

0.89 (0.65 to 1.22)
0.68 (0.54 to 0.86)

0.74 (0.60 to 0.91)
0.84 (0.57 to 1.25)

0.78 (0.63 to 0.97)
0.70 (0.46 to 1.04)
0.80 (0.44 to 1.47)

0.71(0.56 to 0.89)
0.82 (0.33 to 2.03)
0.73 (0.48t0 1.11)
1.29 (0.70 to 2.40)
0.42 (0.16 to 1.08)

4.000

-
>

PD-L1 status at baseline
Positive
Negative
Unknown
1L chemaotherapy regimen
Gemcitabine plus cisplatin
Gemcitabine plus carboplatin
Gemcitahine plus carboplatin or cisplatin

ECOG PS5
0

z1

Creatinine clearance at baseline, mL/min
260
=60

Liver lesions at baseline

Yes
Mo

Lung lesions at baseline
Yes
Mo

102189
101139
12/22

108183
97147
10/20

125213
901137

11313
101168

3343
1821307

59/83
166/267

108/169
10013
29/50

134/206
91122
11/20

14121
96/139

125/196
1091148

3344
204/306

57/83
180/267

0.69 (0.5310 0.91)
0.83 (0.6310 1.10)
0.82 (0.4210 1.81)

0.78 (0.6110 1.01)
0.70 (0.52 to 0.93}
0.69(0.2910 1.54)

—
—_—

0.72 (0.56 to 0.91}
0.81(0.6110 1.08}

0.34 (0.6510 1.09)
0.64 (0.49 1o 0.85)

0.95 (0.58 10 1.54)
0.73 (0.60 1o 0.89)

— 0.95 (0.66 10 1.36)

0.70 (0.56 0 0.87)

0.125 0.250 0.500 1.000 2.000 4.000

Favors Avelumab Plus BSC

Favors BSC Alone

Results were maintained with =2-year follow-up data across all protocol-specified and prespecified subgroups?

*At data cut-off (June 4, 2021), the median follow-up was 38.0 months and 39.6 months for avelumab + BSC vs BSC alone treatment arms,

respectively; THRs and CIs were calculated using a Cox proportional hazards model.

1L, first-line; BSC, best supportive care; CI, confidence interval; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group
performance status; HR, hazard ratio; OS, overall survival; PD-L1, programmed death-ligand 1; PR, partial response; SD, stable disease.

1. Powles T, et al. J Clin Oncol 2023;41:3486-3492.
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CheckMate 901 substudy: nivo + gem/cis vs gem/cis in la/mUC%2

Phase III, international, open-label, randomized trial to evaluate the efficacy and safety of nivo plus gem/cis vs
gem/cis for previously untreated unresectable UC or mUC

Combination phase Monotherapy phase
_ . 3 weeks _ Nivo N
Gem/cis + nivo S Until PD, unacceptable toxicity,

withdrawal, or <24 months

Previously untreated
cis-eligible la/mUC

(N=608)

. Primary endpoints: OS, PFS per BICR
Gem/cis* Key secondary endpoints: OS and PFS by PD-L1 >1%, HRQoL
Exploratory endpoints: ORR per BICR, safety

11% (32/304) of'patients received
1L avelumab maintenance following
a response to platinum-based CT

*Patients who discontinued cisplatin could be switched to gem + carboplatin for the remainder of the platinum doublet cycles (<6 total).

1L, first-line; BICR, blinded independent central review; cis, cisplatin; CT, chemotherapy; gem, gemcitabine; HRQoL, health-related quality of life;
la/mUC, locally advanced/metastatic urothelial carcinoma; nivo, nivolumab; ORR, overall response rate; OS, overall survival; PD, progressive disease;
PD-L1, programmed cell death protein-ligand 1; PFS, progression-free survival; R, randomization; UC, urothelial carcinoma.

1. Van der Heijden MS, et al. ESMO 2023 (Abstract No. LBA7 - presentation); 2. Van der Heijden MS, et al. N Engl J Med 2023;389:1778-1789.
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‘ ORIGINAL ARTICLE

Nivolumab plus Gemcitabine—Cisplatin
in Advanced Urothelial Carcinoma

Table 2. Objective and Best Overall Responses and Time to Response.*

Nivolumab plus Gemcitabine-Cisplatin
Gemcitabine—Cisplatin Alone
Variable (N=304) (N=304)

Objective response — % (95% Cl) 57.6 (51.8-63.2) 43.1 (37.5-48.9)

Confirmed best overall response — no. (%)

Complete response 66 (21.7) 36 (11.8)
Partial response 109 (35.9) 95 (31.2)
Stable disease 77 (25.3) 86 (28.3)
Progressive disease 29 (9.5) 39 (12.8)
Unevaluable 23 (7.6) 48 (15.8)

M.S. van der Heijden, et al. N Engl J Med 2023;389:1778-89

Of the patients enrolled into Nivo +
Gem-Cis or Gem-Cis

~10% patients have PD

Is there a benefit of upfront 10 addition ??7?

13
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CheckMate 901 substudy: OS, PFS, and TRAE outcomes - overall population?

oS PFS by BICR

OS benefit was seen mOS (95% CI) mPFS (95% CI)

after 6 months?2

(18.6-26.4) | (14.7-22.4)

90 @
X Y 70.2 (_95% CI HR 0.78 (95% CI 0.63-0.96); HR 0.72 (95% CI 0.59-0.88);
80 %, 64.6-75.1) p=0.02 p=0.001
S 70
) 60 46.9 (95% CI
9 | 40.7-52.8)
g °0 62.7 (95% CI ' Nivolumab + gem/cis
s 407 56.8-68.1)
o _ |
30 I 40.7 (95% CI
20 X 34.6-46.7)
. .
10 X X Gem/cis
0 1 : 1 : 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66
Time (months
No. at risk ( )
Nivolumab + gem/cis 304 264 196 142 97 69 48 25 15 7 2 0
Gem/cis 304 242 166 122 82 49 33 17 13 4 1 0

Nivolumab + gem/cis was associated with
improved OS (+2.8 months) and PFS (+0.3 months) vs gem/cis

*One grade 5 event occurred in each group (sepsis in the nivolumab plus gemcitabine-cisplatin group and acute kidney injury in the
gemcitabine-cisplatin group).

AE, adverse event; BICR, blinded independent central review; CI, confidence interval; cis, cisplatin; gem, gemcitabine; HR, hazard ratio; mo,
months; (m)0S, (median) overall survival; (m)PFS, (median) progression-free survival; TRAE, treatment-related adverse event.
1. Van der Heijden MS, et al. N Engl J Med 2023;389:1778-1789; 2. Dr Birtle. Personal opinion/experience.
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EV-302: EV+pembro vs PBC in la/mUC1.2

A Phase III open-label study of EV+pembro in untreated la/mUC!.2

EV+pembro Dual primary endpoints
« PFS by BICR; OS

Until PD, unacceptable

Previously untreated la/mUC toxicity, or completion Key secondary endpoints

(N=886) : of maximum cycles - ORR per RECIST v1.1 by BICR
Gem/cis (<6 cycles)* and investigator assessment
or « Safety
Gem/carbo (=<6 cycles)*

32.2%0 (143/444) received
1L avelumab maintenance following
a response to platinum-based CT

*Maintenance therapy could be used following completion or discontinuation of platinum-containing therapy - this amendment to the protocol was made late
in the enrollment period.

1L, first-line; 2L, second-line; BICR, blinded independent central review; carbo, carboplatin; cis, cisplatin; CT, chemotherapy; EV, enfortumab vedotin; gem,
gemcitabine; la/mUC, locally advanced/metastatic urothelial carcinoma; ORR, overall response rate; OS, overall survival; PBC, platinum-based
chemotherapy; PD, progressive disease; pembro, pembrolizumab; PFS, progression-free survival; R, randomization; RECIST, Response Evaluation Criteria
in Solid Tumors.

1. Powles T, et al. ESMO 2023 (Abstract No. LBA6 — presentation); 2. Powles T, et al. N Engl J Med 2024;390:875-888;
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EV-302: OS and PFS outcomes!

A,
Qﬁﬂﬁ
’/ \‘
5

OS*t1 PFS by BICR'!
mOS (95% CI) mPFS (95% CI)
100 100
90 - (25.4-NE) J(13.9-18.3) 90 - (10.4-16.6)
2 78.2 X
~ 80+ HR 0.47 (95% CI 0.38-0.58); p<0.001 <~ 80 HR 0.45 (95% CI 0.38-0.54); p<0.001
2 2
'E 70 - § 70 —
® 60 ® 60
Q Q
® 50- e 504 43.9
p 0 EV+pembro
o 40 - EV+pembro o 404 """“-H-'ﬂ
L] I 1]
T 30- T 30-
Q Q
E 20 - CT E 20 -
& & 21.6 \M cT
10 10 R, S E— L ,
11.7 ) o )
0 T T T 1 1 T T T T T T T T 1 0 T T T T T T T T T T T T T T |
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk Months No. at risk Months
EV+pembro 442 426 409 394 376 331 270 222 182 141 108 67 36 22 12 8 1 1 1 EV+pembro 442 409 361 303 253 204 167 132 102 73 45 33 17 6 3 1
CT 444 423 393 356 317 263 209 164 125 90 60 37 25 18 12 7 6 2 1 CT 444 380 297 213 124 78 56 41 30 19 8 6 5 3 2 1 1

EV+pembro vs CT demonstrated increased OS and PFS outcomes

*Median follow-up: 17.2 months; tData cut-off: August 8, 2023.

BICR, blinded independent central review; CI, confidence interval; CT, chemotherapy; EV, enfortumab vedotin; HR, hazard ratio; mo, months;
NE, not estimable; (m)OS, (median) overall survival; pembro, pembrolizumab; (m)PFS, (median) progression-free survival.

1. Powles T, et al. N Engl J Med 2024;390:875-888.
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EV-302: response rates!?

EV+pembro CT
(n=437) (n=441)

100, 82(::/ Confirmed overall response,* 67.7 44.4
90 -6% DCR % (95% CI) (63.1-72.1) (39.7-49.2)
801 1?; 78.3% p value <0.001
0. ' Confirmed best overall
SD response, n (%)
~ 601 33.8% CR 127 (29.1) 55 (12.5)
X PR 169 (38.7) 141 (32.0)
~ 501 SD 82 (18.8) 149 (33.8)
5 40. PD 38 (8.7) 60 (13.6)
Pt Could not be evaluated® 0 4 (0.9)
301 No assessment* 21 (4.8) 32 (7.3)
20 mDoR,* months (95% CI) NR (20.2-NE) 7.0 (6.2-10.2)
101 : )
“— Median time to response, 2.1 (1.3-12.3) 2.1 (1.6-8.3)
0- months (range)

EV + pembro CT
Treatment arm

DCR rate: EV+pembro vs CT, 86.6% vs 78.3%

*Qverall response and DoR, as assessed by blinded independent central review according to the RECIST v1.1, were evaluated in all the patients in the ITT population who had
measurable disease at baseline according to RECIST v1.1; tPatients had a post-baseline assessment of response, but the best overall response could not be evaluated according to

RECIST v1.1; #Patients had no post-baseline assessment of response.

CI, confidence interval; CR, complete response; CT, chemotherapy; DCR, disease control rate; EV, enfortumab vedotin; ITT, intention-to-treat; (m)DoR, (median) duration of
response; NE, not evaluable; NR, not reported; PD, progressive disease; Pembro, pembrolizumab; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors;
SD, stable disease.

1. Powles T, et al. N Engl J Med 2024;390:875-888.
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EV-302: PROs show no observed detriment in overall QoL in either arm?!.2

Time to pain progression

No statistically significant
difference between
EV+pembro vs CT

HR 0.92
(95% CI 0.72-1.20)

Change in worst pain
(BPI-SF)

Predefined clinically
meaningful thresholds were
not met in either arm

Numerically greater
improvements in

€ 4

\ EV+pembro vs CT arm /

EV+pembro treatment-related toxicities

BPI-SF, brief pain inventory short-form; CI, confidence interval; CT, chemotherapy; EORTC QLQ, European Organisation for Research and Treatment
of Cancer, quality of life questionnaire; EV, enfortumab vedotin; HR, hazard ratio; HRQoL, health-related quality of life; pembro, pembrolizumab; PRO,

patient-reported outcome; QoL, quality of life.

1. Gupta S, et al. ASCO 2024 (Abstract No. 4502 - presentation); 2. Takavorian S. ASCO 2024 (Abstract No. 4502 - discussant).

Change in worst pain and
HRQoL in patients with

moderate-to-severe pain
(BPI-SF and EORTC QLQ-C30)

Clinically meaningful
improvements in both arms

Numerically greater
improvements in
EV+pembro vs CT arm

< 4

« More research is needed to assess PRO endpoints further to include impact of
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EV-302: safety outcomes — TRAEs!/?

Peripheral sensory neuropathy
Pruritus

Alopecia

Maculopapular rash

Fatigue

Diarrhea

Decreased appetite

Nausea

Anemia

Neutropenia

Thrombocytopenia

EV+pembro (N=440) CT (N=433)

50.0 Grades | Grade
1/2 >3
39.8 EV+pembro [l ||
CT [ |

36.0
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Incidence (%)

Patients with any grade AE
« EV+pembro: 427 (97%)
« CT: 414 (95.6%)

TRAESs leading to discontinuation
« EV+pembro: 154 (35%)
« CT: 80 (18.5%)

TRAEs leading to interruption
« EV+pembro: 299 (68%)
« CT: 229 (52.9%)

TRAESs leading to dose reduction
« EV+pembro: 179 (40.7%)
« CT: 164 (37.9%)

TRAESs leading to death
« EV+pembro:* 4
- CT:"4

« Grade 1/2 events occurred more frequently with EV+pembro vs CT
EV+pembro was associated with a high incidence of AEs, treatment

Data cut-off: August 8, 2023. TRAEs are any grade by preferred term in >=20% of patients for any grade in either arm.
*Per investigator, and cause of EV+pembro deaths included asthenia, diarrhea, immune-mediated lung disease, multiple organ dysfunction syndrome. tCause

interruption, dose reduction, and discontinuation

of CT deaths included febrile neutropenia, myocardial infarction, neutropenic sepsis, sepsis.
AE, adverse event; CT, chemotherapy; EV, enfortumab vedotin; pembro, pembrolizumab; TRAE, treatment-related adverse event.
1. Powles T, et al. ESMO 2023 (Abstract No. LBA6 - presidential symposium); 2. Powles T, et al. N Engl J Med 2024;390:875-888.




M University of ]C);V;Sézrll of
“ N 111
{/\\“ Sh@fflﬁld Medicine

EV-302: safety outcomes — TRAEs of special interest*?!.2

TRAEs of special EV+pembro (n=440) CT (n=433) 2 TRAEs of special interest for pembro

interest for EV,

n (%) Any grade | Grade =3 | Any grade | Grade =3 « Severe skin reactions

- - @ o Any grade, 17.0%
Skin reactions 294 (66.8) 68 (15.5) 60 (13.9) 1(0.2) o Grade >3, 11.8%
Peripheral
neuropathy 278 (63.2) 30 (6.8) 53 (12.2) 0
Ocular disorders 94 (21.4) 0 12 (2.8) 0 @ Serious TRAES
Hyperglycemia 57 (13.0 27 (6.1 3 (0.7 0

YPEray (13.0) (6-1) (0-7) @ EV+pembro: 122 (27.7%)
Infus!on—related 9 (2.0) 0 9 (2.1) 0 - CT: 85 (19.6%)
reactions

« Skin reactions and peripheral neuropathy were the most common TRAE of special interest with EV

A higher rate of serious TRAEs was observed with EV+pembro vs CT

*There are differences in the rates of skin reactions reported for EV treatment-related AESIs and pembro TEAEs of special interest because these
adverse events were reported via different methodologies developed for EV and pembro monotherapies, respectively.

AESI, adverse events of special interest; CT, chemotherapy; EV, enfortumab vedotin; pembro, pembrolizumab; TEAE, treatment-emergent adverse
event; TRAE, treatment-related adverse event.

1. Powles T, et al. ESMO 2023 (Abstract No. LBA6 - presidential symposium); 2. Powles T, et al. N Engl J Med 2024;390:875-888.
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Future perspectives: Biomarker developmenti-©

Biomarkers predictive of response are under investigation
to individualize treatment for each patient with la/mUC

NECTIN-4

HER2/3

Trastuzumab
. deruxtecan Sacituzumab Enfortumab
Erdafitinib (US only) and govitecan vedotin

disitamab vedotin

ADC, antibody drug conjugate; FGFR, fibroblast growth factor receptor; HER2/3, receptor tyrosine-protein kinase erbB-2/3; la/mUC, locally advanced metastatic urothelial carcinoma; TROP2, trophoblast cell surface antigen 2.
1. Dr Grande, personal opinion; 2. Witjes J, et al. European Association of Urology Guidelines on Metastatic Urothelial Carcinoma. 2024. Available at: https://uroweb.org/guidelines/muscle-invasive-and-metastatic-bladder-
cancer (last accessed September 2024; 3. Meric-Bernstam F, et al. ASCO 2023 (Abstract No. LBA3000 - presentation); 4. Kliimper N, et al. J Clin Oncol 2024;42:2446-2455; 5. Vranic S and Gatalica Z, Bosn J Basic Med Sci
2022;22:14-21; 6. The FDA has granted a priority review designation to a supplemental Biologics License Application (sBLA) for trastuzumab deruxtecan (Enhertu) for the treatment of adult patients with unresectable or
metastatic HER2-positive solid tumors—including bladder cancer—who have received prior treatment or who have no satisfactory alternative treatment options. Available at: https://www.urologytimes.com/view/fda-fast-
tracks-trastuzumab-deruxtecan-for-her2-tumors-including-bladder-cancer (last accessed September 2024).
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1L treatment choices should be based on discussions between
HCP and the patient, as well as family/caregivers

Va o L) =

Treatment attributes Patient characteristics Disease characteristics Access & cost
» Efficacy * Ineligibility criteria « Site of metastases » Regulatory approval
« Safety/toxicity « Comorbidities  High/low tumour  Local reimbursement
« Effects on QoL * Frailty burden « Healthcare and/or
« Treatment regimen « Patient priorities « Biomarkers personal costs
(number/frequency of ¢ Social factors (e.g. « Histology
infusions) caregiver support, * Treatment for earlier

urban/rural location) disease stages

-m

1L, first-line treatment; HCP, healthcare professional; QoL, quality of life.
Grande E, et al. Cancer Treatment Reviews. 2025;134:102900 22
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Balancing risks and benefits

( )

Treatment-related deaths
and AEs in comparison to

Improved overall _
platinum-based CT?

survival rates'’

Extended treatment course’

Side effects’:3
Disease Control Rate’

Quality survival
(what other options
do we have?)

" 1,3
Rapid disease control Increased cost

required - /

Y Y Y
N2 N A

How do we manage patients with severe symptoms/high tumor burden compared to those who are less
symptomatic/ have low tumor burden?

AE: Adverse events; CT: Chemotherapy

1. Benjamin D et al., Eur Urol Oncol. 2024;7(3):313-315 (editorial); 2. Vogl UM, et al. Eur Urol Focus. 2024:52405-
4569(24)00049-X; 3. Niegisch et al., N Engl J Med. 2024 7;390(10):944-946
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HCP treatment goals are driven by OS whilst patients prioritize their treatment experience’

P
PN

Distinct preference between oncologists and patients when considering
1L treatment options for aUC!

Oncologists’ preference weights Patients’ preference weights Oncologists’ preference shares Patients’ preference shares
0.9 1%
10 11%
. 19% 27%
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. & 050 * Oncologists had strong + Patients preferred a better
preference for treatments treatment experience,
that improve overall survival with lower TRAEs and lower
medication frequencies
-1.0
1 r2 3 r4 QW QW Q3W QW 12 16 24 1 r2 3 4 QIW Q2W Q3W QW 12 16 24 One medication taken for 4 months with moderate grade 3—4 TRAE,
\ | | | | | \ | | | | | 12 months of survival, Q1W.
Regimen Frequency Overall Regimen Frequency Overall [ One medication until disease progression or unacceptable toxicity

with low grade 3—4 TRAE, 16 months of survival, Q3W.

[ Two medications for 4 months then one medication until disease progression
or unacceptable toxicity with high then low grade 3-4 TRAE,
16 months of survival, Q1W and Q3W.

B One medication for 4 months then one medication until disease progression
or unacceptable toxicity with moderate then low grade 3—4 TRAE,

R1: One medication taken for 4 months with moderate grade 3/4 TRAESs; r2:0ne medication until disease progression or 24 months of survival, Q1W and Q2W.

unacceptable toxicity with low grade 3/4 TRAEs; r3: Two medications for 4 months then one medication until disease progression or
unacceptable toxicity with high then low grade 3/4TRAEs; r4: One medication for 4 months then one medication until disease
progression or unacceptable toxicity with moderate then low grade 3/4 TRAEs.

1L: first-line; aUC: advanced urothelial carcinoma (includes locally advanced or metastatic UC); HCP: healthcare professional;
OS=overall survival; Q#W: every # weeks; r=regimen; TRAE: treatment-related adverse event. 1. Grivas P, et al. Future Oncol. 2023;19:369-383.
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Managlng AEs: Multidisciplinary Team (MDT) Approach

MDTs can facilitate comprehensive treatment planning, ensuring that patients receive optimal, individualized care

g ) i i ) } ) Perceived barriers to implementation of MDT include?:
Patients discussed in MDT meetings are more likely to .
receive curative treatments °
N\ N 60% 58%
« Changes in diagnosis in 23% and changes in treatment in
44% of BC patients’ 50%
41% 40%
+ Treatment with curative intent was more often given to patients 1o 399%
discussed in a MDTM compared to those not discussed 30%
©  67% Vs 26%?2 23%
. Y, 20%
. . 3 10% 8% 4%
MDT approach is often required to manage AEs . °
0% |
9 Limited space Funding Lack of staff Time Others Differences in Confidence in
D D A constraints colleague  solo approach
O]
@ — styles
Medical Social workers
oncologists Lack of access to members of an MDT may impact
Radiation Dieticians selection and safe delivery of cancer therapies®:
oncologists : _— :
_ e.g. management of skin toxicities from emerging cancer drugs
Surgical Sub-specialist Nurses without a dermatologist may negatively impact clinical care
oncologists physicians

_—

o 1. Harshman LC et al., Clin Genitourin Cancer 2018; 2. Kurpad R et al., Urol Oncol 2011; 3. Taberna M et al. Front 2
AEs: Adverse events; BC: bladder cancer; MDT: Multidisciplinary team Oncol. 2020:20:10:85 9
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Age and Other Criteria Influencing Non-Treatment of Patients with

Locally Advanced or Metastatic Urothelial Carcinoma
Results of a Physician Survey in Five European Countries (France, Germany, ltaly, Spain, UK) - ASCO 2024

« Most commonly reported factors influencing decisions on whether to treat a patient with 1L systemic treatment

Advanced age Poor performance Status Poor renal function

® ~
{ﬁ/\ ?A Y (-\

The majority of physicians (78.1%) reported having an age threshold for not offering systemic treatment. The
mean age threshold (=75 years) is relatively low compared with the senior age profile of the la/mUC population

Physicians who reported using an explicit age threshold may be inappropriately excluding otherwise eligible
patients from treatment; this could be a driver of underutilization of systemic treatment in la/mUC, resulting
in poor patient outcomes

Gupta , et al., Abstract presentation, American Society of Clinical Oncology (ASCO) Annual Meeting,
Chicago, IL, Fri, May 31 — Tues, June 4, 2024. 26
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