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* Up to 25% of patients diagnosed with urothelial cancers present with muscle invasive bladder
cancer (MIBC)'

 Cisplatin-based chemotherapy is the standard of care for the neoadjuvant cisplatin-eligible
MIBC population

« Many patients (>40%)? are cisplatin-ineligible for a variety of reasons, such as impaired renal
function

» Radical cystectomy (RC) with bilateral lymph node dissection (PLND) is the standard of care
for the neoadjuvant cisplatin-ineligible MIBC population

* Programmed cell death protein 1/programmed death-ligand 1 (PD-1/PD-L1) inhibitors are not
approved for MIBC in the neoadjuvant setting

* There are no other treatments approved for cisplatin-ineligible patients

Investigational Antibody-Drug
in-4

» Enfortumab vedotin consists of a fully human monoclonal antibody targeting Nectin-4
and the microtubule-disrupting agent monomethyl auristatin E (MMAE), conjugated by a
protease-cleavable linker

* Nectin-4 is a transmembrane cell adhesion molecule® that is expressed in multiple tumor
types, including urothelial cancer®

* Nectin-4 was expressed in all 120 samples tested from patients with locally advanced or
metastatic urothelial cancer (la/mUC) in the ongoing phase 2 study (EV-201; NCT3219333)°
of enfortumab vedotin monotherapy; expression was uniformly high®
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Enfortumab vedotin (ASG-22ME) is an investigational agent, and its safety and efficacy have not been established.
Enfortumab vedotin is being developed in collaboration with Astellas Pharma Inc. ©2020 Seattle Genetics, Inc. All rights reserved.

therapy in Locally Advanced and
inoma

« Study EV-201 (NCT03288545) evaluated enfortumab vedotin monotherapy (1.25 mg/kQ)
in adults with la/mUC who previously received a PD-1 or PD-L1 inhibitor and a platinum-
containing chemotherpay in the neoadjuvant/adjuvant, la/mUC setting

* 44% ORR in these heavily pre-treated patients (n=125)°

ined with Pembrolizumab in
tastatic Urothelial Carcinoma

* In the ongoing phase 1b/2 study EV-103 (enfortumab vedotin as monotherapy or in
combination with other anticancer therapies for the treatment of bladder cancer):

o Interim results from cisplatin-ineligible patients with la/mUC treated with enfortumab vedotin 1.25
mg/kg + pembrolizumab 200 mgin the 1L setting show an ORR of 73.3%, a manageable safety
profile and no new safety signals have been identified

» Enfortumab vedotin + pembrolizumab may also be suitable for research in MIBC

Updated results from 1L patients with locally advanced or metastatic urothelial

cancer treated with enfortumab vedotin + pembrolizumab presented on
Friday, February 14, Poster Board A4/Abstract 441

_mbining Enfortumab Vedotin + Pembrolizumab

» Enfortumab vedotin and pembrolizumab each have single agent activity in la/mUC

* Preclinical studies show that antibody-drug conjugates (brentuximab vedotin, ladiratuzumab
vedotin, and tisotumab vedotin)®® linked to MMAE induce immunogenic cell death and may
enhance anti-tumor immunity

 Clinical data suggests the combination of enfortumab vedotin + pembrolizumab may have the
potential to induce greater antitumor activity in la/mUC compared to either agent alone

Activated APC present
tumor antigens to T cells

ADC binds and internalizes;
released payload exerts
direct cytotoxicity

Activated T cells and NK
ce“s target and kill tumor
cells
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Primary Objective

* To assess antitumor activity of neoadjuvant enfortumab vedotin monotherapy or enfortumab
vedotin + pembrolizumab as measured by the pathological complete response (pCR) rate by
local pathology review in patients with T2-T4aNOMO MIBC

Secondary Objectives
» To assess pCR rate by central pathology review

 To assess overall survival

* To assess pathological response rate per downstaging to <pT1pNO by local and central
pathology review

* To assess disease-free survival and progression-free survival per RECIST Version 1.1 by
investigator assessment

* To assess safety and tolerability of enfortumab vedotin monotherapy or enfortumab vedotin in
combination with pembrolizumab

* To assess the percentage of delay in planned surgeries due to treatment-related adverse
events

* pCR will be assessed after RC + PLND with curative intent by pathologic analysis (local and
central review)

» Radiologic assessment by CT/urogram or MRI/urogram
o Within 4 weeks of enroliment
o 4 to 12 weeks after the last dose of study treatment and prior to RC + PLND

o Every 3 months after the previous response assessment in the first year, and subsequently every
6 months until radiologically confirmed progressive disease

Key Criteria

 Histologically confirmed MIBC (mixed cell types eligible if UC predominant; neuroendocrine
tumors are ineligible) at stage cT2-T4a per TURBT within 90 days prior to the first dose of
treatment and NOMO by CT/MRI

* Ineligible for cisplatin-based chemotherapy at time of enrollment due to at least 1 of the
following: ECOG performance status of 2, CrCl (calculated or measured)
=30 and <60 mL/min, hearing loss/dysfunction, age, and/or allergy to cisplatin

* No prior systemic treatment, chemoradiation, or radiation therapy for MIBC

* May have received prior intravesical Bacillus Calmette—Gueérin or intravesical chemotherapy
for non-muscle invasive bladder cancer

« 218 years of age
* Medically fit (i.e., eligible for surgery) and scheduled for RC + PLND

* Tumor samples with associated pathology reports available prior to enroliment and sufficient
for pathology review and biomarker analysis

* Adequate hematologic and organ function tests
« ECOG performance status of 0, 1, or 2

» 27 active sites in the US
» Study start: Oct 2017
 MIBC Cohort H open: Jan 2020
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