Sitravatinib + tislelizumab in patients with anti-PD-(L)1 refractory/resistant metastatic non-small cell lung cancer
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Introduction

Programmed death protein (ligand)-1 (PD-[L]1) inhibitors are effective first-line treatments for advanced
non-small cell lung cancer (NSCLC)." Despite this, many patients ultimately relapse and treatment options are
limited for patients with ic NSCLC that is refractory (R/R) to anti-PD-(L)1 therapies2?®
Tislelizumab is an anti-PD-1 antibody designed to minimize binding to FcyR on macrophages in order to
abrogate antibody-dependent phagocytosis, a mechanism of T cell clearance and anti-PD-1 resistance*®
Sitravatinib is an oral spectrum-selective tyrosine kinase inhibitor targeting TAM (TYRO3, AXL, MER) receptors
and split tyrosine-kinase domain-containing receptors (VEGFR2, KIT) that can reduce the number of
myeloid-derived suppressor cells, regulatory T cells, increase the ratio of M1/M2 polarized macrophages, and
may augment antitumor immune responses®

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”

Sitravatinib in combination with tislelizumab is currently being investigated in several solid tumor types

Conclusions

« Treatment with sitravatinib + tislelizumab had a manageable safety and tolerability
profile in patients with metastatic NSCLC that is R/R to prior anti-PD-(L)1 therapy

« The combination demonstrated promising antitumor activity: patients achieved an
ORR of 13.6%, DCR of 86.4%, and a median PFS of 5.2 months

« These findings support sitravatinib in combination with tislelizumab as a potential
treatment option for patients with metastatic NSCLC that is R/R to prior

anti-PD-(L)1 therapy, and further investigation is warranted

Safety

o The median duration of exposure was 17.9 (safety analysis set)

Table 2. Summary of TEAE and TRAE incidence

Figure 2. Best change in target lesion size from baseline by confirmed best overall response (efficacy evaluable analysis set)
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