Safety/tolerability and antitumor activity of sitravatinib plus tislelizumab in patients with PD-(L)1 refractory/resistant unresectable or metastatic melanoma

from a Phase 1b study
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Introduction

l

Immune checkpoint inhibitors (CPI) are established as the standard of care in the first-line setting for patients
with and { ing improved clinical outcomes for patients™-2

However, a subset of patients who initially respond to CP, later relapse and develop drug resistance®

o Combi an il cell death protein 1 (PD-1) CPI with an agent that has both
pleiotropic and antitumor properties could enhance the antitumor efficacy observed with either agent alone*

Tislelizumab is an anti-PD-1 antibody with high affinity and binding specificity for PD-1 that has been
engineered to minimize binding to FcyR on macrophages to abrogate antibody-dependent phagocytosis, a
potential mechanism of resistance to anti-PD-1 therapy5®

o Si ib is an oral sp lective tyrosine kinase inhibitor targeting TAM (TYRO3, AXL, MER) and split
tyrosine-kinase domain-containing receptors (VEGF R2, KIT)”

Tislelizumab plus sitravatinib is currently being investigated in several solid tumor types (NCT03666143). In this
cohort of patients with anti-PD-1/programmed death-ligand 1 (PD-L1) antibody refractory/resistant (R/R)
unresectable or metastatic melanoma, data from the primary cut-off (October 13, 2020), demonstrated that the
combination of tislelizumab plus sitravatinib had preliminary antitumor activity and was generally well tolerated®

Here we report updated results, in the melanoma cohort, from the Phase 1b study

1

o An open-label, multicenter, non-randomized, multi-cohort, Phase 1b study was conducted (NCT03666143)

o Study design and are st in Figure 1

Figure 1. Study design
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Key secondary endpoints:

Investigator-assessed ORR, DCR, DoR, and PFS.

Key exploratory analysis:
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Conclusions

lelizumab plus sitravatinib combination had a manageable safety and

tolerability profile with a longer follow-up period, similar to data previously
reported?

The combination demonstrated encouraging antitumor activity in patients
with R/R unresectable or metastatic melanoma previously treated with a
PD-(L)1 inhibitor, with an ORR of 36.0%, disease control rate of 88.0% and
PFS of 6.7 months

These results support further investigation of tislelizumab plus sitravatinib in
this patient population
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Table 4. Analysis of confirmed objective response per RECIST v1.1

Total
(N=25)

ORR, % (95%CI) 36.0(18.0,57.5)

Best overall response, n (%)

CR 1(4.0)

PR 8(320)

sD 13(52.0)

PD 3(120)
DCR, % (95% CI) 88.0 (68.8, 97.5)

Median DoR, months (95% C1) NE (28, NE)

NE, non-ovaluatie; R, R, partal respanse;

R, DCR, Do,
RECIST, rosponse ovaluation crera in sold fumors; SD, stablo disoase

Figure 2. Best change in target lesion size from baseline by confirmed best overall response
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The most frequently observed TEAEs were increased alanine transaminase (76.0%), increased aspartate
aminotransferase (76.0%), and increased blood cholesterol (64.0%) (Table 3)

Hypertension was the most common 2 Grade 3 TEAE (16.0%), followed by increased alanine transaminase
(12.0%) and increased gamma-glutamyltransferase (12.0%)

Efficacy: Survival
o Median progression-free survival (PFS) was 6.7 months (95% Cl: 4.1, non-evaluable) (Figure 3)
o Overall survival data are not yet mature (median follow-up duration: 10.1 months)
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Best change in target lesion for all patients is shown in Figure 2
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