» Patients with locally advanced or metastatic urothelial carcinoma (la/mUC) experience
significant declines in health-related quality of life (HRQoL) due to a number of factors,
including disease symptoms such as pain, decreased vigor (possibly resulting from
radiotherapy), sleep disturbance, and social or psychological problems such as feelings of
isolation and a sense of being a burden to friends and family.’

« EV-201 (NCT03219333) is a single-arm, 2-cohort study of enfortumab vedotin (EV) in
patients with la/mUC who were treated with prior platinum-containing chemotherapy and
anti-PD-1/L1 therapy (Cohort 1), or anti-PD-1/L1 therapy and no prior chemotherapy and are
cisplatin-ineligible (Cohort 2).4
> |In Cohort 1, EV was associated with an objective response rate of 44% (95% confidence

interval [CI], 35.1-53.2%),* compared with a historical response rate of 10%.°

> 12% of patients in Cohort 1 had a complete response.*

> Median time to response was 1.84 months (range, 1.2-9.2 months), and median duration
of response was 7.6 months (range, 0.95-11.30+ months).*

> Target lesions were reduced in 84% of evaluable patients, and median progression-free
survival and overall survival were 5.8 months (95% ClI, 4.9—7.5 months) and 11.7 months
(95% CI, 9.1 months to not reached), respectively.*

> The observed safety profile of EV was manageable and tolerable.*

« Based on results from the EV-201 trial, EV-ejfv received FDA approval in December 2019 for
adults with [a/mUC previously treated with anti-PD-1/L1 therapy and a platinum-containing
chemotherapy in the neoadjuvant/adjuvant, la/mUC setting. This indication was approved
under accelerated approval based on tumor response rate. Continued approval may be
contingent upon verification and description of clinical benefit in confirmatory trials.®

* EV is now recommended in NCCN Clinical Practice Guidelines In Oncology (NCCN Guidelines®)

as a preferred regimen (category 2A) for subsequent-line systemic therapy in patients with
la/mUC who have already received platinum and anti-PD-1/L1 therapy.’

* To explore the impact of EV on HRQoL among patients with la/mUC who were treated
with platinum-containing chemotherapy and anti-PD-1/L1 therapy through evaluation of
exploratory patient-reported outcome (PRO) endpoints among Cohort 1 of the EV-201 trial.

EV-201 study design and population

» The full study methods and primary results for EV-201 have been previously published.*

« Cohort 1 comprised patients with la/mUC previously treated with both platinum-based
chemotherapy and anti-PD-1/L1 therapy who experienced progression during or after
their most recent therapy.

» Patients received EV 1.25 mg/kg (up to a maximum of 125 mg for patients 2100 kQ)
intravenously on days 1, 8, and 15 of each 28-day cycle, and treatment continued until
disease progression, unacceptable toxicity, consent withdrawal, or investigator decision.

HRQoL assessments

 PRO measures were included in EV-201 as exploratory endpoints for the assessment of
HRQoL.

« 2 validated instruments were utilized (European Organisation for Research and Treatment
of Cancer Quality of Life Questionnaire-Core 30 [EORTC QLQ-C30] v3 and EuroQol-5
Dimension-3 Level [EQ-5D-3L]),%° with assessments completed at baseline and at the start of
each cycle.

> These PRO instruments have been developed and validated in several oncology disease
states and have been used widely in both clinical trials and the clinic setting.

> Both tools have been used to assess the effect of treatment on HRQoL in mUC trials,
including the KEYNOTE-045 and CheckMate 275 trials.™ "

EORTC QLQ-C30°

« 30-item questionnaire consisting of 5 functional domains, 3 symptom scales, 5 single-item
symptom questions, 1 financial impact of disease question, and 2 global quality of life (QoL)
guestions.

- Each domain or question is scored 0 to 100.

> For the global health status/QoL and functional domain scores, higher scores represent
better QoL and functioning, respectively. For symptom scales, higher scores represent
greater symptomatology.

EQ-5D-3L°
« 5-item self-reported measure of functioning and well-being, which assesses 5 dimensions

of health, including mobility, self-care, usual activities, pain/discomfort, and anxiety/
depression.

* Responses to the 5 items are converted to a weighted health state index (utility score)
based on values derived from general population samples.

> The health utility score is between 0 and 1 where 0O is death and 1 is perfect health.

 In addition to the utility score, this questionnaire also records the respondent’s self-rated
health status on a vertical graduated (0—100) visual analog scale (VAS).

Study participants

* Atotal of 128 patients with la/mUC who were previously treated with platinum-containing
chemotherapy and anti-PD-1/L1 therapy were enrolled in Cohort 1 (October 8, 2017-July 2, 2018).

> 125 patients were treated with EV (Table 1); median follow-up as of March 1, 2019 was
10.2 months (range, 0.5-16.5 months), and median duration of treatment was 4.6 months.

> 20 patients had treatment ongoing at the time of data cutoff.

> Among all treated patients, 120 (96%) completed the EORTC-QLQ-C30 and 119 (95%) the
EQ-5D questionnaire, at baseline.

* Across all cycles, while completion rates decreased due to treatment discontinuation
(n=120/119 at baseline to n=12 at cycle 10), 286% of subjects with available data at each
cycle completed both instruments.

Table 1. Demographics and disease characteristics of Cohort 1 (prior
platinum-containing chemotherapy and anti-PD-1/L1 therapy) at baseline

Characteristic Cohort 1 (N=125)

0

40 (32)

1 85 (68)

Bladder/other 81 (65)

44 (35)

Upper tract

Urothelial carcinoma only 84 (67)
Urothelial carcinoma with squamous differentiation 15 (12)
Urothelial carcinoma with other histological variants 26 (21)

Lymph nodes only 13 (10)
Visceral disease 112 (90)
Bone 51 (41)
Liver 50 (40)
Lung 53 (42)

Median (min, max)

>3, n (%)

3 (1, 6)
63 (50)

ECOG, Eastern Cooperative Oncology Group; la/mUC, locally advanced or metastatic urothelial carcinoma.

EORTC QLQ-C30
« EORTC QLQ-C30 domain scores, inclusive of general QoL (Figure 1), functioning (Figure 2),
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B. Physical functioning

Figure 4. EQ-5D-3L utility (A) and VAS (B) scores? at baseline, cycle 5, and cycle 10
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* Pre-treatment HRQoL data are not available and no on-treatment comparator is available
as the trial was a single-arm studly.

* There was a substantial decrease in available data over time, due to decreasing patient
numbers across treatment cycles; decreasing numbers may have resulted from incomplete
follow-up at data cutoff (patients who remained on treatment and had not yet reached
10 cycles) as well as treatment discontinuation.

 Variability and small sample size limit definitive conclusions.

« Cohort 1 of the EV-201 trial demonstrated a clinically meaningful response and a
manageable safety profile among patients with la/mUC previously treated with platinum-
containing chemotherapy and anti-PD-1/L1 therapy*; EV-ejfv is now an approved therapy
in this patient population based on response rate results from the trial.°

 PRO data collected during EV-201 complement the efficacy findings, supporting
maintenance of overall HRQoL and modest improvement in symptoms important to
patients, including pain and fatigue, with ongoing treatment.
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