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Background

« Breast cancer is the most common malignancy and the leading cause of cancer
death for women worldwide'

« About 1/3 of patients with breast cancer will develop recurrent or metastatic breast
cancer (mBC), which has a 5-year relative survival rate of 27%?2

« Patients with metastatic triple-negative breast cancer (NTNBC) have particularly
poor outcomes with a median overall survival of approximately 1 year®#

 Traditional chemotherapy for mTNBC is only palliative. Recent approval of a
checkpoint inhibitor in combination with chemotherapy shows promise>”’

« This ongoing phase 1b/2 study is testing the safety and efficacy of ladiratuzumab
vedotin (LV) in combination with pembrolizumab in unresectable locally-advanced
or metastatic (LA/M) TNBC (NCT03310957, 2017-002289-35, KEYNOTE 721)

LIV-1 Target

« LIV-1is a transmembrane protein involved in the signaling pathway leading to
epithelialmesenchymal transition (EMT)3®

* LIV-1is expressed in 290% of all clinical subtypes of mBC tumors with low
expression in normal tissues’-"

« Approximately 70% of mTNBC patients had moderate to high expression of LIV-1
(H-score 2100)"

« LIV-1 expression has been linked with malignant progression to metastasis in breast
cancer®'?

« Treatment with LV is associated with mitotic arrest, infiltration of macrophages,
and upregulation of cytokine signaling® which is in line with preclinical reports
demonstrating LV monotherapy causes immunogenic cell death (ICD)"
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LV Every 3 Weeks in Combination With Pe

Safety & Efficacy Results'

« LV plus pembrolizumab appears tolerable with a manageable safety profile to date

* Preliminary efficacy data show encouraging clinical activity as first-line therapy in
patients with unresectable LA/M TNBC

« Two out of 12 patients experienced dose-limiting toxicities (DLTs; colitis and
diarrhea) with LV at 2.5 mg/kg every 3 weeks (q3wk) and no DLTs were observed at
2.0 mg/kg q3wk

« The most common treatment-emergent adverse events (TEAEs) were nausea,
fatigue, diarrhea, alopecia, constipation, hypokalemia, vomiting, decreased
appetite, abdominal pain, decreased weight, neutropenia, and peripheral sensory
neuropathy

Rationale for Weekly Dosing

« More frequent, fractionated dosing has improved the activity and/or safety of other
ADCs

* Preliminary observations of LV delivered once every week in breast cancer have
been well tolerated to date™

Study Design — Weekly LV Treatment

C

« Ongoing single-arm, open label, phase 1b/2 combination LV + pembrolizumab study
(NCT03310957, 2017-002289-35)

« Currently enrolling patients with unresectable LA/M TNBC who have not received
cytotoxic therapy for treatment of their advanced disease in Part C to evalulate the
safety and efficacy of LV at 1.00 or 1.25 mg/kg/week plus pembrolizumab
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Every 12 weeks

Response assessments to be performed every 6 weeks (3 days) for the first 12 months and every 12 weeks (7 days) thereafter, regardless
of dose delays. For first objective response (CR or PR), a scan will be performed at least 4 weeks after first documentation of response.
Patients who discontinue study treatment in the absence of disease progression will continue to be evaluated for response every 6 weeks

for the first 12 months on study and every 12 weeks thereafter until progression or initiation of a new anticancer treatment. Patients will be
followed for OS every 12 weeks.

Archival or newly obtained core or excisional tumor biopsy.

CT= computed tomography; D=day; CR= complete response; PR= partial response; OS= overall survival

Eligibility

Key Inclusion Criteria

« Unresectable locally-advanced or metastatic, histologically documented TNBC
(absence of human epidermal growth factor receptor 2 [HERZ2] overexpression or
amplification, estrogen receptor, and progesterone receptor expression)

* No prior cytotoxic therapy for the treatment of unresectable locally-advanced or mBC
» At least 6 months since prior treatment with curative intent

* Measurable disease per Response Evaluation Criteria in Solid Tumors Version 1.1
(RECIST v1.1)

« An Eastern Cooperative Oncology Group (ECOG) performance status score of O or 1
* Adequate hematologic, kidney, and liver function

Key Exclusion Criteria

* Prior immmune-oncology therapy

* Pre-existing neuropathy of at least Grade 2

 Active central nervous system (CNS) metastases

* Active autoimmune disease requiring systemic treatment within the past 2 years

Objectives

Primary Objectives

« Evaluate safety and tolerability of LV + pembrolizumab

* |dentify recommended dose of LV + pembrolizumab

» Evaluate confirmed overall response rate of LV + pembrolizumab

Secondary Objectives

» Evaluate duration of response

« Evaluate disease control rate

« Evaluate progression free survival
- Evaluate overall survival

Additional Objectives
« Assess PD-L1 and LIV-1 expression-response relationship

Primary Endpoints

» Type, incidence, severity, seriousness, and relatedness of adverse events (AESs)
* Incidence of DLT

» Confirmed objective response rate (ORR) as determined by the investigator
according to RECIST v1.1

Study Sites and Completion Dates

« Sites enrolling in the US,
Spain, Germany, and
South Korea
« Study Start: Feb 27, 2018
« Estimated Primary
Completion: Apr 2021
« Estimated Study
Completion: May 2022

GERMANY

SOUTH KOREA
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