TISLELIZUMAB IN COMBINATION WITH CHEMOTHERAPY FOR CHINESE PATIENTS WITH GASTRIC CANCER/

GASTROESOPHAGEAL JUNCTION ADENOCARCINOMA OR ESOPHAGEAL SQUAMOUS CELL CARCINOMA

Yuxian Bai', Nong Xu®, Xianglin Yuan®, Buhai Wang®, Enxiao Li’, Xiang Li°, Yanyan Li°, Xin Wang®, Silu Yang®, Jianming Xu’
g g g g y g g g

"Harbin Medical University Cancer Hospital, Harbin, China; “The First Affiliated Hospital of Zhejiang University, Hangzhou, China; 3Tongji Hospital, Wuhan, China; *Northern Jiangsu People’s Hospital, Yangzhou, China; “First Affiliated Hospital of Xi‘an Jiao Tong University, Xi‘an, China; °BeiGene (Beijing) Co., Ltd., Beijing, China; ‘The Fifth Medical Center, General Hospital of PLA, Beijing, China

European Society for Medical Oncology-Asia
November 22-24, 2019, Singapore

Table 2: Treatment-Emergent Adverse Events Occurring in 220% of All Patients Table 3: Disease Response per RECIST (Safety Analysis Set, N=30)

BACKGROUND CONCLUSIONS

RESULTS

G/GEJ (n=15) ESCC (n=15) All (N=30)

Grade
Grade 3-4

G/GEJ

e Gastric cancer is the fifth most common cancer worldwide, with a 5-year overall survival

® Treatment with tislelizumab in combination with standard first-line chemotherapy
(OS) rate of approximately 18% when diagnosed at an advanced stage'”

was generally well tolerated in patients with HER2-negative G/GEJ adenocarcinoma
or ESCC

— Reported AEs were consistent with the known tolerability profile of PD-1 inhibitors

Patient Disposition (n=15)

e As of 31 March 2019, 30 patients (G/GEJ, n=15; ESCC, n=15) were enrolled in the study
(Table 1)

Any Grade Any

Grade Any

Grade 3-4 Grade 3-4

— In China, gastric cancer ranks as the fourth cancer for incidence and second for mortality’ Complete response 0 0

— Standard chemotherapy consisting of fluoropyrimidine with a platinum agent, with Patients with =1 TEAE 15(100) 10 (66.7) 15(100) 13 (86.7) 30 (100) 23 (76.7)

or without a cytotoxic drug, is recommended first-line treatment for patients with e At the time of delta cut-off, eight patients remained on treatment (G/GEJ, n=4[26.7%]; Partial response 7 (46.7) 7 (46.7) in combination with chemotherapy
advanced gastric cancer or gastroesophageal junction (GEJ) adenocarcinoma®’ ESCC, n=4126.7%)) Anemia 6 (40.0) 0 12(80.0) 2(13.3) 18(60.0) 2(6.7) : — Most treatment-emergent AEs were mild or moderate in severity
— Twenty-two (G/GEJ, n=11 [73.3%]; ESCC, n=11[73.3%]) patients discontinued th Stable disease 3(20.0) > (33.3)
o . y-two ( , N [73.3%]; , N [73.3%]) patients discontinued the , Best overall response . : : :
Globally, esophageal cancer (EC) ranks as the seventh most common cancer worldwide A ) 5 Decreased appetite 6(40.0) 1(6.7) 11(73.3) 1(6.7) 17(56.7) 2(6.7) e Tislelizumab plus chemotherapy provided durable responses and meaningful survival
: : : : : : study treatment due to TEAEs (n=6, 27.3%), withdrawal of consent (n=3, 13.6%), per RECIST v1.1, n (%) : . : : : :
and the sixth most common in terms of mortality, and is associated with a poor OS rate ) o , B o o ) : B Progressive disease 1(6.7) 0 results in patients with a high unmet need
5 10%)" radiographic disease progression (n=7, 31.8%), clinical disease progression (n=5, N 7 (46.7) 0 9 (60.0) 0 16 (53.3) 0 . .
at 5 years (10%) 3 22.7%), and patient refused further treatment (n=1, 4.5%) ausea : : : Non.CR/ . 2 (13.3) ) — Confirmed ORR and DCR were the same in both the G/GEJ and ESCC cohorts
— In China, EC ranks as the eighth cancer for incidence and the sixth for mortalit ' ' t : on-LR/non- : _ - : _ A
h | hi Y logically classified | : ) ® Demographics and baseline characteristics were similar in both cohorts Asthenia 7 (60.0) 0 6(40.00 1(6.7) 15(0.0) 1@.3) BRI SIS} e (L A 2 (O el IS Ei) RIS e G R Se el
— Esophagea cancers are Istologically c assified as squamous cell carcinoma (ESCC) . . o , . Not applicable® 2 (13.3) 3 (20.0) ® The results from this study support continued clinical development of tislelizumab
or adenocarcinoma; in 2012, the global incidence of ESCC was 87% of all cases of Table 1: Demographics and Baseline Characteristics (Safety Analysis Set, N=30) Leukopenia 5(33.3) 0 8(53.3) 2(13.3) 13(43.3) 2(6.7) plus chemotherapy for the treatment of G/GEJ adenocarcinoma and ESCC
7
esophageal canc?r o , , . , G/GEJ ESCC All Vomiting 7(46.7) 1(6.7) 6(40.00 4(26.7) 13(43.3) 5(16.7) Objective response rate, % (95% CI)° 46.7 (21.27,73.41)  46.7(21.27,73.41) — Two randomized, double-blind phase 3 studies of tislelizumab plus chemotherapy
- (;hemo’Fherapy W'th.a comk.)mat.lon of C|sp|at|n.p|us fluorouracil is tfge standard first- (n=15) (n=15) (NEX]0) . I versus placebo plus chemotherapy as first-line treatment in patients with
line regimen for patients with distant metastatic or recurrent ESCC Age, years, median (range) 59.0 (42, 74) 61.0 (47, 68) 60.5 (42, 74) Decreased neutrophil count 6 (40.0) 1(6.7) 6 (40.0) 0 12 (40.0) 1 (3.3) Disease control rate, % (95% Cl) 80.0 (51.91, 95.67) 80.0 (51.91, 95.67) advanced G/GEJ adenocarcinoma (NCT03777657) or ESCC (NCT03783442)
® Tislelizumab is an investigational humanized monoclonal antibody (mAb) with high ’ ’ ' ’ ' ' ' ’ , , . are currently enrolling
affinity and specificity for PD-1 that was engineered to minimize binding to FcyR on A %) <65 10 (66.7) 10 (66.7) 20 (66.7) Decreased platelet count 8 (53.3) 0 4(26.7) 1(6.7) 12(40.00 1(3.3) Time to response, weeks, median (range) 9.3(8.6,9.7) 10.0 (9.1, 10.1)
[ ' - . . ge group, n {7 ’Patients with only non-target lesions at baseline
222;22?;263 I-?_ferﬁeclr;;r::gzg;tde fer;?;kt):r?geiipaen:ﬁ;g-? Tﬁg;cg;;) sis, a potential 265 5 (33.3) > (33.3) 10(33.3) Increased AST 7(60.00  1(6.7) 1(6.7) 1(6.7) 10(33.3) 2(6.7) bllza:ccien:ccs wii:outliost-k:asji:\; tumor ::stessrlner{t. Figure 2: Tumor Response in Patients With Gastric Cancer or Gastroesophageal
. . . . ‘Objective response rate = complete response artial response. H H H
® Tislelizumab, as a Single agent, showed a favorable Safety prOfile and promiSing Sex, n (%) Vale s 1439 2> (83:9) Decreased Welght 3 (20.0) 0 7(46.7)  2(13.3) 10(33.3) 2(6.7) c"DisJeaste contril rate =tcomp|et§retsponspe + pa:tiZI risponsz + stable disease + non-complete response/non-progressive disease. Junction Adenocarcinoma (A) and Esophageal Squamous Cell Carcinoma (B)
evidence of antitumor activity in patients with advanced solid tumors, including Female 4 (26.7) 1(6.7) 5(16.7) ’ burminerm  (33.3) 0 5 (33.3) 0 10 33.3) 0 “Time to response will be analyzed among patients who have achieved an objective response.
| 10,11 ypoalbuminemia . . . Abbreviations: Cl, confidence interval; CR, complete response; ESCC, esophageal squamous cell carcinoma; G/GEJ, gastric/
gastrlc cancer and EC ECOG status, 0 1 (67) 4 (267) 5 (1 6.7) gastrc?esip?ma;eal junction; PD, progressive disezse; RECFI)ST, Response EvaFI)uatSigon Cgteria in Solid Tumors; SD, standa?d deviation.
® Here we present the safety and preliminary antitumor activity of tislelizumab in n (%) Pvrexia 5 (33.3) 0 4 (26.7) 0 9 (30.0) 0
o : . . : . ° 1 14 (93.3) 11 (73.3) 25 (83.3) y j ) . . . .
combination with standard first-line chemotherapy treatment for patients with Figure 1: Maximum Tumor Reduction in Patients With Gastric Cancer or Gastroesophageal
advanced gastric cancer or GEJ (G/GEJ) adenocarcinoma or ESCC Lymph nodes 6 (40) 4 (26.7) 10 (33.3) Increased ALT 7 (46.7) 1(6.7) 2(13.3) 0 9 (30.0) 1(3.3) Junction Adenocarcinoma (A) and Esophageal Squamous Cell Carcinoma (B)
METHODS Liver 7 (467) 3 (200) 10 (333) |ncreased blood blllrubln 7 (467) 1 (67) 2 (133) O 9 (300) 1 (33) A 20_ ...........................................................................................................................................................................................................
Hung SELs) 0 (LR D d WBC 3(20.00 1(6.7) 6(40.0) 0 9(30.0) 1(3.3) b
. . . i~ & ecrease count : : : : : SD PR PR PR PR PR PR
Study Design and Objectives r':/'(eo/t?Stat'C S Mediastinum 0 1(6.7) 1(3.3) 0-
* This two-cohort phase 2 study (NCT03469557) was conducted in China Retroperitoneal mass 0 1(6.7) 1(3.3) Neutropenia 4(26.7) 1(6.7) 4(26.7) 1(6.7) 8(26.7) 2(6.7) 10
® Patients with G/GEJ adenocarcinoma received tislelizumab (200 mg intravenous [IV] : —_ : -
B 0 1(6.7 1(3.3 H t 2 (13.3 1(6.7 5(33.3) 3(20.00 7(23.3) 4(13.3 9 i Time From Baseline (Weeks)
three times weekly [Q3W]), oxaliplatin (130 mg/m2 IV Q3W), and oral capecitabine one (6.7) (3-3) yponatremia ( ) (6.7) ( ) ( ) ( ) ( ) % -20
(1000 mg/m? twice daily, Days 1-15 Q3W); patients with ESCC received tislelizumab, Other 12 (80.0) 12 (80.0) 24 (80.0) Cough 3 (20.0) 0 5(33.3) 1(6.7) 8(26.7) 1(3.3) £ 30
cisplatin (80 mg/m?* IV Q3W), and 5-FU (800 mg/m?“/d, Days 1-5 IV Q3W) Curative 3 (20.0) 3 (20.0) 6 (20.0) Thromb , 1067 167 30200 167 7033 267 ° 40
e Oxaliplatin, cisplatin, and 5-FU were administered for up to six cycles, and tislelizumab Prior anticancer Palliative 0 0 0 rombocytopenia (26.7) (6.7) (20.0) (6.7) (23.3) (6.7) '2
and capemtgbme Yvere.admlnlstered until disease progression, intolerable toxicity, or surgeries Diarrhea 5(33.3)  1(6.7) 2(13.3) 0 7233)  1(3.3) Lg .50 -
treatment discontinuation S.ur.gery z?n‘ter recurrence of 1(6.7) 1(6.7) 2 (6.7) © 40
* The primary objective of this study was to evaluate the safety and tolerability of limited disease Hypokalemia 2(13.3) 1(6.7) 4(26.7) 1(6.7) 6(20.0) 2(6.7) %
tislelizumab in combination with chemotherapy Prior anticancer  Adjuvant 2 (13.3) 2 (13.3) 4 (13.3) e s 4 (26.7) . 20133)  1(67) 6200 1(3.3) O -70-
e Secondary objectives included antitumor response and progression-free survival (PFS) drug therapies Neoadjuvant 0 1(6.7) 1(3.3) = ' ' ' ' ' -80-
Key Eligibility Crite ria Abbreviations: ECOG, Eastern Cooperative Oncology Group; ESCC, esophageal squamous cell carcinoma; G/GEJ, gastric/ Dizziness 2 (1 33) 0 4 (267) 0 6 (200) 0 90 -
gastroesophageal junction.
e Adult patients (18-75 years) with a pathologically confirmed diagnosis of HER2-negative . Hypoesthesia 3 (20.0) 0 3 (20.0) 0 6 (20.0) 0 100 - Tima F Basaline (Week
G/GEJ adenocarcinoma or ESCC, with at least one measurable or evaluable lesion Safety and T°|erab'|'ty All data are presented as n (%) ime From Baseline (Weeks)

considered to be inoperable, locally advanced, or metastatic, were eligible for inclusion

® Patients must have had an Eastern Cooperative Oncology Group performance status of
0 or 1 and a life expectancy =12 weeks

® Patients were excluded if they received prior systemic therapy for advanced or
metastatic disease (patients may have completed prior neoadjuvant/adjuvant therapy at
least 6 months prior to enrollment), had a history of severe hypersensitivity reactions to
other mAbs or platinum agents, or had previously received anti-PD-1, PD-L1, or PD-L2
for any indication

Study Assessments and Statistical Analyses

® Treatment-emergent adverse events (TEAEs) were assessed by monitoring the incidence
and severity of adverse events (AEs) according to the National Cancer Institute-
Common Terminology Criteria for Adverse Events v4.03 and by physical examinations,

® Treatment with tislelizumab, in combination with chemotherapy, was generally well
tolerated in patients with G/GEJ adenocarcinoma and ESCC

® Treatment-emergent AEs occurred in all patients; grade 3-4 TEAEs occurred in
11 patients (G/GEJ, n=6; ESCC, n=5; Table 2)

® Adverse events related to chemotherapy occurred in all patients; AEs considered
related to tislelizumab occurred in 90% of patients (G/GEJ, n=13; ESCC, n=14)

— Decreased appetite and anemia (n=17 each) were the most commonly reported AEs
considered related to chemotherapy; decreased appetite (n=15), anemia and nausea
(n=13 each) were the most commonly reported AEs considered related to tislelizumab

— The majority of treatment-related AEs were of mild or moderate severity

e Serious AEs (SAEs) were reported in 13 patients (G/GEJ, n=5; ESCC, n=8)
— Serious TEAEs reported in =2 patients in either cohort were increased blood bilirubin

Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase; ESCC, esophageal squamous cell carcinoma;
G/GEJ, gastric/gastroesophageal junction; TEAE, treatment-emergent adverse event; WBC, white blood cell.

Preliminary Antitumor Activity of Combination Therapy

e Tislelizumab was associated with durable clinical response in both the G/GEJ and ESCC
cohorts (Table 3; Figures 1-2)

e Confirmed ORR (46.7%; 95% Cl: 21.27, 73.4) and DCR (80%: 95% ClI: 51.91, 95.67) were

the same in both cohorts

® The median time to response among patients who had achieved ORR was 9.3

weeks (range: 8.6, 9.7) in the G/GEJ cohort and 10.0 weeks (range: 9.1, 10.1) in the

ESCC cohort

e Median PFS was 6.1 months (95% ClI: 3.79, NE) and 10.4 months (95% CI: 5.55, 15.11)
in the G/GEJ and ESCC cohorts, respectively

Change From Baseline (%)
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treatment or confounded by underlying HBV infection

12.8 months (95% ClI: 3.5, 12.8) in the ESCC cohort

Abbreviations: PD, progressive disease; PR, partial response; SD, stable disease.
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