Updated analysis from a Phase 2 study of tislelizumab monotherapy in patients with previously treated, locally
advanced unresectable or metastatic microsatellite instability-high or mismatch repair-deficient solid tumors
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Abstract No.

i_. Background

tability-high

(MSI-H)/mi pair-deficient (dMMR) tumors share
common  histopathologic characteristics that may render them susceptible to immune
checkpoint inhibitors, such as anti-programmed cell death protein 1 (PD-1)/
programmed death ligand-1 (PD-L1) monoclonal antibodies'

Clinical data indicate MSI-H/MMR as a strong predictive biomarker for immunotherapy and
support a tissue-agnostic approach for the treatment of MSI-H/dMMR solid tumors*

Tislelizumab is an anti-PD-1 monoclonal antibody with high affinity and binding specificity for
PD-1 that has been engineered to minimize Foy receptor binding on macrophages, thereby
ing antibody cellular

In early phase clinical studies, tislelizumab monotherapy was generally well tolerated and
had antitumor activity in patients with solid tumors, including MSI-H/dMMR solid tumors such
as colorectal cancer (CRC)®

We report the updated results of a Phase 2 study evaluating the efficacy and safety of

Conclusions

Tislelizumab monotherapy demonstrated a clinically meaningful improvement in ORR, as compared with historical data, in patients with
previously treated locally advanced unresectable or metastatic MSI-H or dMMR solid tumors

With a longer follow-up, this updated analysis confirmed the clinical benefit of tislelizumab across tumor types. The treatment effect of tislelizumab

was not associated with PD-L1 expression

Tislelizumab was generally well tolerated with few patients discontinuing

treatment due to TRAEs, and no new safety signals were identified

The results of this updated Phase 2 study support tislelizumab as a potential new treatment option in this MSI-H/dMMR biomarker-defined population

(o Rosuts |

o Between Sep 2018-Jul 2021, 80 patients were enrolled and received at least one dose of
tislelizumab. Of these, 75 patients were included in the EE analysis set

Table 2. Tumor response by IRC assessment per RECIST v1.1 (EE analysis set)

Response by tumor typ:
GIGEJC Other
(¢

Al tumor types
(N=75) (n=20)

CRC
(n=46)

ORR (CR + PR)

Biomarker analysis

A total of 39 patients had evaluable PD-L1 data

Defined cut-offs for PD-L1 tumor cell or immune cell expression were used to investigate
whether there was an association between PD-L1 expression and tumor response

Based on current results, no association was observed (Table 3) and further exploration is
required in a larger population

Table 3. PD-L1 expression and association with ORR (EE analysis set)
Patients with evaluable PD-L1 expres:

PD-L1TC 21% PD-L1TC <1% PD-L1 IC 2 5 PD-L1 IC < 5%

n (%) 5(12.8) 34 (87.2) 16 (41.0) 23 (59.0)
ORR. 1 (%) 3 (60.0) 16 (47.1) 8 (50.0) 11(47.8)
95% CI 147,947 298, 64.9 247,754 268, 69.4

I, confidence interval; EE, efficacy evaluabl; IC, immune cells; ORR, objectve response rate; PD-L1, programmed death lgand-1;
TC, tumor cells

Safety

tislelizumab monotherapy in patients with previously treated, locally advanced unresectable i ’ n (%, 35 (46.7) 18 (39.1) 5 (55.6) 12(60.0) _ © The median number of tislelizumab treatment cycles received was 17.0 (range: 1-43 cycles)
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(range: 0.8-33.6 months) and 38 patients (50.7%) remained on treatment in the EE — % 05001
analysis set =varle =2 - - - o Al patients had 21 treatment-emergent adverse events (TEAEs) and 48.8% (n=39) of
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igure 1. Study design e Al patients Not evaluable® 7(93) 4(8.7) 1(11.1) 2(100) o Anemia was the most common 2 Grade 3 TRAE, ocourring in 8 patients (10.0%) (Table 5).
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A binomial exact test with a one-sided p < 0.025 was performed in the analysis of the “inciuding one patient for each of the following: ampullary carcinoma, cervical cancer, ovarian cancer, and pelvis clear cell | 3 Rash 8 (22.5 2
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(DCR) was assessed in a similar way to ORR

Duration of response (DoR) was analyzed among responders using the Kaplan-Meier
method, with 95% CI constructed. Progression-free survival (PFS), in the EE analysis set,
and OS, in the safety analysis set, were analyzed with similar methodology as DoR. Time to
response (TTR) was assessed among responders using descriptive statistics

Safety variables including the extent of exposure to study treatments and the incidence of
adverse events (AEs) were assessed among responders using descriptive statistics

PD-L1 expression was assessed retrospectively using the Ventana SP263
immunohistochemistry assay. Samples were deemed PD-L1 positive at a cut-off of = 1% on
tumor cells (TC) or 2 5% on immune cells (IC)

Efficacy: Tumor response

o In this updated EE analysis set, tislelizumab monotherapy resulted in an ORRys of 46.7%
(95% CI: 35.1, 58.6) in all tumor types (1-sided p < 0.0001), which was higher

than the historical control rate of 10% (Table 2)

2 Among responders (n=35), only one patient (with G/GEJC) subsequently had progressive
disease, of the remaining responders, two patients started a new anticancer therapy and 32
had an ongoing response at the time of the data cut. Therefore, median DoR was not
reached for the EE analysis set or tumor-specific subgroups

2 Most patients (n=52) experienced a reduction in tumor lesion diameter during the study
(Figure 2) in the EE analysis set

gastic or

Efficacy: Survival

5 Atthe time of this updated analysis, median PFS was not reached (95% CI 7.5 months, not
estimable [NE]). The PFS rate at 12 months was 59.8% (95% Cl 47.3, 70.3)

o Median OS was not reached (95% Cl 28.7, NE). The OS rate at 12 months
was 76.9% (95% Cl 65.5, 85.0)

“Treatment modification included dose delay and infusion interruption; all AEs are treatment-emergent and graded based on
National Gancer Intiuto-Common Termnlogy Creria for Adverso Events s {forson 403) ALT, alanno aminotansierase
AST, aspartate TEAE, treatment
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