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

o 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

o Tislelizumab is 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

o 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)

ORR, % (95% CI) 95(12,304) 105(1.30, 33.1) 100(28,23.7)

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

tients, n TEAES TRAES
Patients with > 1 AE 42(97.7) 37 (86.0)
Serious 12(27.9) 7(163)
= Graded 21(488) 17(39.5)
2 Grade 3 serious. 9(209) 6(14.0)
'AEs leading to death 3(7.0) 2(4.7)
AEs leading 1o sitravatinib discontinuation 4(93) 4(93)
AE leading to tislelizumab discontinuation 4(9.3) 4(90.3)
AE leading to sitravatinib dose modification” 26 (60.5) 24(55.8)
AEs leading to tislelizumab dose modification’ 16(37.2) 13(30.2)
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Table 4. Combined summary of TEAEs with 15% frequency in Cohorts B and C

Age, years Median (range) 62.0 (30, 70) 49.5(29,71) 55.0(29, 71)
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Female 30143 260 S16) Complete response 0(0.0) 0(0.0) 0(0.0) 253
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(all tumor types): antibody naive HCC Treatment: Stage 8 8(38.1) 3(136) 11(256) 3(143) =
> BCL( .1 (%) ( ) 2(10.5) 5(12.5)
d 2 18 years old , Sitravatinib 120 mg ) S0eC e oe0n) T Hypertension 14(a20)
+ ECOGPS=<1 rt C: PO QD + tislelizumab Not evaluated* 0(0.0) 1(5.3) 125) i) 0(233)
+ Adequate organ function Anti-PD-1/PD-L1 200 mg IV Q3W e Ineatn ) " 15 (71.4) 14(636) 29 (67.4) 10@33)
+ Atleast 1 measurable lesion as defined by anibody rfaiey/ 2 5280) 3 (04) 14 26) DCR, % (967% CI) 857(63.7,97.0) 84.2(60.4, 96.6) 850(702,943) 10@233)
RECIST v1.1 resistant HC( "Gne pationt was i ool 9(20.9)
HBV infection satus, n (%) Positve 3(143) 3(136) sie0)  oren o o ot s T
Additional key eligibility criteria for HCV infection status,n (%) Positve 000) 000) 000) Vomiing 8(186)
Cohorts B and C o
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o Baseline characteristics are summarized in Table 1

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

05, overall sunvival PFS, progression-ree sunival
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