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BACKGROUND

» Expression of programmed cell death ligand 1 (PD-L1), a
cell-surface protein, is elevated across a broad spectrum of
solid tumor types relative to normal tissue, and high expression
of PD-L1 is associated with poor prognoses across several
solid tumors™?

 PD-L1 is involved in the PD-1/PD-L1 immune checkpoint, which
iInhibits T-cell activation. Inhibition of the PD-1/PD-L1 signaling
axis can play a role in restoring antitumor immunity’

« SGN-PDL1V is a novel, investigational antibody-drug conjugate
comprised of a PD-L1-directed monoclonal antibody conjugated
to monomethyl auristatin E (MMAE) via protease-cleavable
linker

 Preclinical studies with SGN-PDL1V demonstrated antitumor
activity in PD-L1-expressing tumor xenograft models®, thus
providing rationale for this Phase 1 study

« SGNPDL1V-001 (NCT05208762) is a first-in-human study
designed to evaluate the safety, tolerability, pharmacokinetics,
and antitumor activity of SGN-PDL1V in patients with advanced
solid tumors
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Activated T-cell

Tumor  TCR Immunogenic cell

antigen | s death (ICD)*
MHC \f"
class |

STUDY DESIGN

PHASE1 -

OPEN-LABEL -

MULTICENTER

Part B:

Part A:
Dose Escalation

NSCLC 2L+
HNSCC 2L+

Esophageal SCC 2L+
PD-L1 =1

* If neccessary. May examine alternative doses and schedules.

Dose and Schedule
Optimization*®

NSCLC 2L+
HNSCC 2L+

Esophageal SCC 2L+
PD-L1 =1

Part C:
Dose Expansion™*

HNSCC

NSCLC

Esophageal SCC

=)

Ovarian Cancer

Melanoma

** Signal seeking and Biology cohorts may be evaluated based on data from Parts A and B.

STUDY TREATMENT

T e Part A (dose escalation) will evaluate SGN-PDL1V at different e Part C (dose expansion) may be activated, including
W e doses and dose schedules. Alternative dosing schedule(s) may be signal seeking and biology cohort(s), after optimal dose and
i R - ] evaluated in parallel schedule is identified in Parts A or B
ond rficin B T * Part B (dose and schedule optimization) will evaluate the
oease . / ' recommended dose and schedule(s) for expansion, from Part A, in
Tumr ol @ i v different tumor types
Sl
oy OBJECTIVES

Bystander killing* S

L]
ADC: antibody-drug conjugate; APC: antigen-presenting cell; MHC: major histocompatibility complex; PD-L1: programmed death-ligand 1; TCR: T-cell receptor
TAdditional mechanisms of action and their potential to complement the direct cytotoxicity of some MMAE-based antibody-drug conjugates are currently under investigation

*SGN-PDLA1V is an investigational agent, and its safety and efficacy have not been established.
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Primary Objective

Primary Endpoints

 Incidence, severity, and relatedness of AEs and SAEs

> |SEEIS S SElisy Sl UlErEl iy  Incidence and severity of laboratory abnormalities

ELIGIBILITY

e |dentify the MTD  Incidence of DLTs

Key Inclusion Criteria

« Parts Aand B

o Pts must have one of the following histologically or cytologically-
confirmed metastatic or unresectable solid tumor types: NSCLC,
HNSCC, or esophageal SCC

o Pts must have disease that is relapsed or refractory and no
appropriate SoC option

e Part A

o Requires PD-L1 expression 21 by TPS or CPS based on historical
testing e Characterize PD
e Part C * Assess PK/PD relationships

* |dentify recommended dose and schedule  Incidence of DLTs, cumulative safety by dose level

Secondary Objectives

Secondary Endpoints

 ORR per RECIST v1.1 by investigator assessment
 DOR, PFS by investigator assessment, and OS
« Estimate PK parameters (AUC,C_ | T ,t ,C
 Incidence of ADAs

» Assess antitumor activity
« Assess the PK

« Assess immunogenicity s
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Exploratory Objectives

Exploratory Endpoints

» Exploratory biomarkers of SGN-PDL1V
« Correlative analyses of PK and PD exposure

o Dose expansion: Relapsed or refractory disease or intolerant to
SoC therapies:

» HNSCC

» NSCLC
Esophageal SCC
Ovarian Cancer
Melanoma
 Parts A, B, and C

o 218 years of age, ECOG PS of 0—1, and measurable disease per
RECIST v1.1
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Key Exclusion Criteria

* Active CNS metastases unless previously treated and can
provide evidence of the following:
o Clinically stable for at least 4 weeks prior to study entry
> No new or enlarging brain metastases

o Off corticosteroids prescribed for minimum of 7 days before
treatment

History of other malignancies in the past 3 years or residual
disease

* Prior treatment with an anti-PD-L1 agent within past 6 months
* Previous treatment with an MMAE-containing agent

* Pre-existing neuropathy = Grade 2 per NClI CTCAE v5.0

* Leptomeningeal disease

ASSESSMENTS

« Safety assessments will include the monitoring and recording of
AEs, concomitant medication, physical examination findings, and
laboratory tests

« Determination of antitumor activity will be based on objective
response assessments as defined aby RECIST v1.1 and
corresponding 95% Cls will be presented where appropriate

« Safety and antitumor activity endpoints will be summarized using
the all-treated-subjects analysis set

« DOR, PFS, and OS will be estimated using the Kaplan-Meier
method

* Blood samples will be collected for PK and ADA analysis and will
be summarized using descriptive statistics

SUMMARY

« SGN-PDL1V is a novel, investigational ADC directed to PD-L1
that is thought to induce antitumor effects through
MMAE-directed cytotoxicity, bystander effect, and immunogenic
cell death

« Expression of PD-L1, a cell-surface protein, is elevated across
several solid tumor types, relative to normal tissue, and high
expression of PD-L1 is associated with poor prognoses

 The SGNPDL1V-001 trial is evaluating the safety, tolerability,
PK, and antitumor activity of SGN-PDL1V in adults with solid
tumors

* Enroliment is ongoing in the United States and planned in EU
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