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« Effective therapies are critically needed for previously treated patients with locally advanced
or metastatic urothelial carcinoma (la/mUC), particularly those considered hard-to-treat with
poor prognostic factors, including the presence of liver metastasis, advanced age, upper
tract disease, and nonresponse to prior programmed cell death protein-1 or programmed
death-ligand 1 (PD-1/L1) inhibitor'>

« Enfortumab vedotin (EV) is an antibody-drug conjugate comprised of a fully human
monoclonal antibody directed against Nectin-4, and monomethyl auristatin E (MMAE), a
microtubule-disrupting agent, attached to the antibody via a protease-cleavable linker®

* In the confirmatory, randomized, phase 3 EV-301 trial (NCT03474107), EV showed superior
overall survival (OS) compared with standard chemotherapy (SC) in patients with previously
treated la/mUC’

* Subsequently, in July 2021, EV received regular approval from the United States Food and
Drug Administration for the treatment of adults with la/mUC who have previously received
a PD-1/L1 inhibitor and platinum-containing chemotherapy and is under accelerated
assessment by the European Medicines Agency based upon the global EV-301 trial®®®

« To evaluate the efficacy and safety of EV compared with SC for patients from the EV-301
study with advanced la/mUC who are considered “hard-to-treat”

* In this open-label, phase 3 trial, la/mUC patients previously treated with platinum-based
chemotherapy and a PD-1/L1 inhibitor were randomized to EV or investigator’s choice of SC
(Figure 1)

— The study design has been described in a previously published article’

Figure 1. EV-301 Study Design
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Key eligibility criteria:

« Histologically/cytologically 1.25 mg/kg
confirmed UC, including with on Days 1, 8, and 15
squamous differentiation or of each 28-day cycle
mixed cell types

Primary endpoint: Overall survival

Secondary endpoints:
* Progression-free survival

e Disease control rate
 Overall response rate ——

o Safety

1:1 randomization

» Radiographic progression with stratification?
or relapse during or after
PD-1/L1 treatment for
advanced UC

Investigator-
— assessed per

Preselected RECIST v1.1
chemotherapy

(N=307)°

* Prior platinum-containing
regimen for advanced UCP

*ECOGPSOorl

Docetaxel 75 mg/m? or
Paclitaxel 175 mg/m? or
Vinflunined 320 mg/m?
on Day 1 of each
21-day cycle

4Stratification variables were ECOG performance status (0 or 1), regions of the world (United States, western Europe, or rest of world), liver
metastasis (yes or no). °If used in the adjuvant/neoadjuvant setting, progression must be within 12 months of completion. °Investigator selected prior to
randomization. °In countries where approved; overall proportion of patients receiving vinflunine capped at 35%.

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance status; PD-1/L1, programmed cell death protein-1/programmed death-
ligand 1; RECIST, Response Evaluation Criteria in Solid Tumors; UC, urothelial carcinoma.

« Subgroup analyses were prespecified for the primary endpoint of OS and secondary
endpoints of investigator-assessed progression-free survival (PFS) and overall response rate
(ORR) per RECIST v1.1

« The following subgroups were characterized as the “hard-to-treat” subgroups, including
those with poor prognostic factors:

— Age 265 years
— Presence of liver metastasis
— Primary upper tract disease
— Nonresponse to prior PD-1/L1 inhibitor
« Statistical analyses included the following:
— Kaplan-Meier analyses and log-rank test to compare OS and PFS
— Cox proportional hazards model to estimate hazard ratios

— Cochran-Mantel-Haenszel test to compare response and disease control rates between
groups

Efficacy
 Atotal of 301 patients were randomized to EV and 307 patients to SC in EV-301; median follow-up was 11.1 months

« OS benefit for EV was retained across the majority of subgroups; for primary upper tract disease, the median OS was
longer for EV versus SC and consistent with the median OS for the overall population (Table 1, Figure 2)

Table 1. Subgroup Analysis of Overall Survival

Enfortumab Vedotin Chemotherapy
N=301 N=307

Events Median _ Events  Median

Subgroup n/N % (months) n/N % (months) HR (95% ClI)

Al 134/301 44.5 . 167/307 0.702 (0.556, 0.886)

Age =65 years 85/193 44.0 : 101/196 0.745 (0.558, 0.995)

Presence of liver metastasis 53/93 57.0 . 63/95 0.660 (0.456, 0.957)

Primary upper tract disease 44/98 449 . 52/107 0.848 (0.567, 1.269)

Nonresponse to prior PD-1/L1 inhibitor ~ 100/207 48.3 . 120/215 0.757 (0.580, 0.988)

Data analyzed in all randomized patients.
Abbreviations: Cl, confidence interval; HR, hazard ratio; PD-1/L1, programmed cell death protein-1 or programmed death-ligand 1.

Figure 2. Kaplan-Meier Estimates of Overall Survival by Subgroup
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 PFS benefit for EV was retained across the majority of subgroups; for primary upper tract disease, the median PFS was
longer for EV versus SC and consistent with the median PFS for the overall population (Table 2, Figure 3)

Table 2. Subgroup Analysis of Progression-Free Survival

Enfortumab Vedotin Chemotherapy
N=301 N=307

Events Median _ Events  Median

Subgroup n/N % (months) n/N % (months) HR (95% ClI)

Al 201/301 66.8 . 231/307 0.615 (0.505, 0.748)

Age =65 years 126/193 69.3 . 151/196

0.616 (0.485, 0.781)

Presence of liver metastasis 71/93 76.3 . 75/95

0.597 (0.428, 0.833)

Primary upper tract disease 63/98 64.3 . 74107 0.716 (0.511, 1.003)

Nonresponse to prior PD-1/L1 inhibitor ~ 146/207 70.5 . 160/215 0.697 (0.556, 0.873)

Data analyzed in all randomized patients.
Abbreviations: Cl, confidence interval; HR, hazard ratio; PD-1/L1, programmed cell death protein 1 or programmed death-ligand 1.

Figure 3. Kaplan-Meier Estimates of Progression-Free Survival by Subgroup
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Events Per Patient-Year

 The overall response rate was consistently higher for EV relative to SC across all subgroups (Figure 4)
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Figure 4. Subgroup Analysis of Overall Response Rate (Response-Evaluable Population)

Age =65 years Presence of liver metastasis Primary upper tract disease Nonresponse to prior PD-1/L1

Inhibitor

mEV [sC Absolute Difference %, (95% CI)

117/288 40.6 (34.90, 46.54)

All - 17.9 (13.71, 22.76) — 22.7(14.70, 30.56)

Subgroup

Abbreviations: EV, enfortumab vedotin; PD-1/L1, programmed cell death protein-1 or programmed death-ligand 1; SC, standard chemotherapy.
75/184 40.8 (33.59, 48.23)

38/191 19.9 (14.48, 26.27)

Age =65 years

20.9 (10.75, 30.61)

 The incidence of grade 23 treatment-related AEs that were reported at a rate of >5% in either treatment arm in each subgroup
was similar to that of the overall EV-301 safety population (Table 3)

Presence of liver BEkIEk]
metastasis | 1k

35.5 (25.83, 46.09)

24.7 (9.96, 38.70)

10.8 (5.28, 18.89)
Table 3. Incidence of Grade 23 Treatment-Related Adverse Events?® (Safety Population)

Primary upper REEILE]
tract disease | “lAliE

43.9 (33.87, 54.27)

19.0 (12.04, 27.87) 24.8 (11.07, 37.80)

Nonresponse
to Prior PD-1/L1

Nonresponse to prior [egEJEEL
PD-1/L1 inhibitor | <7

39.7 (32.85, 46.86) Presence of Primary Upper

Liver Metastasis Tract Disease Inhibitor

=Y EV
Adverse Event N=296 = = = = N—92 N=202

Maculopapular rash 22 (7.4) 14 (7.4) 8 (8.9) 10 (10.4) 0 19 (9.4) 0

22.3 (12.67, 31.68)

17.4 (12.49, 23.25)

Age 265 Years

Overall Response Rate, % (95% CI)

Data analyzed in all randomized patients with measurable disease at baseline. Numbers in white indicate patients with complete or partial response (numerator) of all randomized patients with
measurable disease at baseline (denominator). Absolute differences favor EV.
Abbreviations: Cl, confidence interval; EV, enfortumab vedotin; PD-1/L1, programmed cell death protein-1 or programmed death-ligand 1; SC, standard chemotherapy.

Safety/Tolerability
« QOverall rates of adverse events (AEs) were similar between EV vs SC among subgroups

— Age 265 years: 97.4% vs 98.9%
— Presence of liver metastasis: 97.8% vs 96.7%

Decreased
neutrophil count

Febrile neutropenia  2(0.7) 16(55) 2(1.1) 11(59 2(22) 665 221 769 2(1.0) 10(5.0)

18 (6.1) 39(13.4) 14(7.4) 26(13.8) 5(56) 7(76) 9(94) 18(17.6) 10(5.0) 27 (13.4)

— Nonresponse to prior PD-1/L1 inhibitor: 97.5% vs 99.5%
« Treatment-related AEs were comparable between treatments across subgroups (Figure 5)

Figure 5. Treatment-Related Adverse Events (Safety Population)

%Events occurring in at least 5% of patients in either treatment group from the total EV-301 safety population.

Abbreviations: EV, enfortumab vedotin; PD-1/L1, programmed cell death protein-1 or programmed death-ligand 1; SC, standard chemotherapy.
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Proportion of patients, % (n/N)

Evaluated in all patients who received any amount of trial drug.
Abbreviations: EV, enfortumab vedotin; PD-1/L1, programmed cell death protein-1 or programmed death-ligand 1; SC, standard chemotherapy.
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