Safety, tolerability, and preliminary antitumor activity of sitravatinib plus tislelizumab in patients with unresectable locally advanced or
metastatic hepatocellular carcinoma
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@ Background

Combination therapy has shown promising activity in recent studies of patients with hepatocellular
carcinoma (HCC).'~* However, some patients will not have a durable response. Treatment options after
prior immunotherapy in HCC remain a significant unmet medical need

Tislelizumab s a humanized IgG4 anti-programmed cell death protein 1 (PD-1) monoclonal antibody that
has high affinity and specificity for PD-1 and was designed to minimize FcyR binding on macrophages to
abrogate antibody-dependent phagocytosis, a potential mechanism of resistance.*® Sitravatinib is a
selective tyrosine kinase inhibitor targeting TAM (TYRO3, AXL, MER) and spit tyrosine-kinase
domain-containing receptors (vascular endothelial growth factor receptor 2 [VEGFR2], KIT) that can alter
a tumor's immune landscape to favor immune checkpoint blockade and overcome resistance.® This may
help to overcome an immunosuppressive tumor microenvironment and augment antitumor responses

This multi-cohort, Phase 1/2 study assessed the safety/tolerability and efficacy of sitravatinib alone or
with tislelizumab (BGB-900-104; NCT03941873). We report results from the Phase 2 cohorts of patients
with HCC receiving sitravatinib plus tislelizumab

Conclusions

Treatment with sitravatinib plus tislelizumab showed efficacy and a manageable safety/tolerability profile in patients with pre-treated, advanced HCC

Sitravatinib plus tislelizumab demonstrated antitumor activity in previously treated patients with anti-PD-1/PD-L1 antibody naive and refractory HCC, with an
ORR of 9.5% vs 10.5%, DCR of 85.7% vs 84.2%, and PFS of 6.8 months vs 4.8 months in Cohort B and Cohort C, respectively

An increase in sSVEGF and IP-10, and decrease in sSVEGFR2 was observed in both cohorts after treatment with tislelizumab plus sitravatinib

Further investigation of sitravatinib plus tislelizumab in these patient populations is warranted

Table 1. Demographics and baseline characteristics (safety analysis set; N=43)

Cohort B
(n=21)

Cohort C
(n=22)

Table 2. Analysis of confirmed disease response per RECIST v1.1 (efficacy analysis set; N=40)
Cohort Cohort C

Total
(n=19) (N=40)

Table 3. Combined summary of AEs in Cohorts B and C (safety analysis set; N=43)
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Baseline characteristics are summarized in Table 1

The safety profile of sitravatinib plus tislelizumab was similar across patients in Cohort B and Cohort C
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