Sitravatinib + tislelizumab in patients with metastatic non-small cell lung cancer
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Patients with advanced non-small cell lung cancer (NSCLC) often develop progressive disease, but treatment
options are limited for patients heavily with anti-pr death in/li 1 (PD-[L]1)
antibodies and/or chemotherapy'-?

Sitravatinib is an oral spectrum-selective tyrosine kinase inhibitor targeting TAM (TYRO3, AXL, MER) and split
tyrosine-kinase domain-containing receptors (VEGFR2, KIT)*

- Preclinical studies demonstrate that sitravatinib reduces the number of myeloid-derived suppressor cells
and regulatory T cells and increases the ratio of M1/M2 polarized macrophages, which may help overcome
resistance to immune checkpoint inhibitors and augment antitumor immune responses*

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 resistance5®

Combining a PD-1 inhibitor and an agent with immune modulatory and antitumor properties may enhance
antitumor activity beyond that provided by either agent alone*”

A Phase 1b study assessed the safety, tolerability, and antitumor activity of sitravatinib + tislelizumab in various
solid tumors

- We report results from metastatic NSCLC cohorts including both anti-PD-(L)1-naive patients and those
with tumors refractory/resistant (R/R) to anti-PD-(L)1 therapy

Introduction

l

i

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

o Study design and endpoints are summarized in Figure 1

o Cohorts reported herein (A, B, and F) included patients with squamous or non-squamous metastatic NSCLC
treated with 1-3 prior lines of systemic therapy, with or without an anti-PD-(L)1 inhibitor, enrolled regardless of
PD-L1 expression level

Figure 1. Study design
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atients Total (N=75)
o From December 2018-June 2020, 75 patients g yeurs Median (range) 600 (25-79)
were enrolled, including:
46 patients with non-squamous NSCLC and 29 sex, n (%) Male %9 (78.7)
patients with squamous NSCLC; Female 16(21.3)
28 anti-PD-(L)1-naive patients and 47 with  Race,n (%) Asian 62(627)
disease R/R to PD-(L)1 therapy :V"“* :: gz::
o Median follow-up at the time of data cut-off ECOSPS.n(%) 1 58(773)
(October 13, 2020) was 10.1 months 3 1 35 (46.7)
) Priorlines of anticancer
(range: 0.4 to 18.8) therapy, n (%) 22 40 (53.3)
o 10 patients (13.3%) remained on treatment Duration of last Median (range) 45(07-249)

therapy, months
ECOG P, Eastom Gooperative Oncology Group performance situs.

Baseline are st in Table 1

Conclusions

Sitravatinib + tislelizumab had a manageable safety and tolerability profile,
which is consistent with what has previously been reported in patients with
non-squamous or squamous metastatic NSCLC who were either pretreated or
naive to anti-PD-(L)1 treatment

The combination demonstrated preliminary antitumor activity, both in patients
who were naive to anti-PD-(L)1 treatment and in those with anti-PD(L)1 R/R
disease, with an overall ORR of 16.9%, DCR of 84.5% and PFS of 5.5 months

These results support the further investigation of sitravatinib + tislelizumab in
metastatic NSCLC patient populations

Figure 2. Best change in target lesion size from baseline by confirmed best overall response (efficacy evaluable analysis set)
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(n=8 [11.3%]) had progressive disease
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(Table 3 and Figure 2)
Disease control was achieved in >80% of
patients in both anti-PD-(L)1 and
naive groups (Table 3)
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