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B k d Safety
\ adaC roun - « Overall, tislelizumab showed a favourable and manageable
g CO“C' usions safety profile compared with chemotherapy in both the overall
population and the EU/NA subgroup (Table 2)
* Advanced or metastatic esophageal squamous cell In the overall population, tislelizumab demonstrated statistically significant and clinically meaningful improvement in OS vs chemotherapy in patients with advanced or metastatic ESCC whose tumor progressed — There was a lower incidence of Grade 3-5 adverse
carcinoma (ESCC) has an estimated 5-year survival during or after first-line treatment events (AEs), serious AEs, and AEs that lead to treatment

rate of 5%’

- Single-agent chemotherapy is recommended when ESCC The OS benefit of tislelizumab over chemotherapy in the overall population was consistently observed in patients from the EU/NA subgroup — Treatment-emergent AEs that lead to death were low in
progresses after first-line therapy but is associated with both arms
limited survival and poor tolerability>* — The most common treatment-related AEs had lower
incidence in the tislelizumab vs the chemotherapy arm

discontinuation with tislelizumab vs chemotherapy

Tislelizumab showed a higher and more durable antitumor response in the overall population compared with chemotherapy

- Second-line use of anti-PD-1/L1 monoclonal antibodies has _ _ _ _ _ _ o .
improved overall survival (OS) vs chemotherapy?* — Antitumor response in the EU/NA subgroup was consistent with the overall population * The safety profile of tislelizumab was generally similar
between the overall population and the EU/NA subgroup

» Tislelizumab has high affinity and specificity for PD-1 and _ : _ : _ _
was designed to minimize binding to FcyR on macrophages Tislelizumab demonstrated a tolerable safety profile compared with chemotherapy in the overall population Table 2. Summary of Adverse Events

to limit antibody-dependent phagocytosis’ _ : _ _ i _ i Overall population EU/NA subgroup
— Safety profile of tislelizumab in the EU/NA subgroup was consistent with the overall population

Characteristic Tislelizumab | Chemotherapy | Tislelizumab | Chemotherapy
(n=255) (n=240) (n=54)

Patients with

« We report data from the overall and European Union/North
America (EU/NA) populations in the RATIONALE 302 study

(NCT03430843) that evaluated the efficacy and safety of Tislelizumab represents a potential new second-line treatment option for patients with advanced or metastatic ESCC globally >1 TEAE 244 (95.7) | 236(983) 52(963) 47 (95.9)
BSOS . : . Grade 3-5 118 (46.3) 163 (67.9) 30 (55.6) 35 (71.4)
fneeﬁ:(;gfa-lllgeEtISSéeggumab n patlents with advanced or Serious AEs 105 (41.2) 105 (43.8) 21 (38.9) 23 (46.9)
. . . . : . g 14 (5.5) 14 (5.8) 3 (5.6) 5(10.2)

Table 1. Demographics and baseline patient characteristics Progression-free survival (PFS) Fi 4 PFS | - ﬁeag_ t

. " eading to
Overall population EU/NA subgroup * The PFS Kapla.n-Meler curves for the 'gure 4. - overall poptration treatment 49 (19.2) 64 (26.7) 8 (14.8) 15 (30.6)

overall population began to separate Median0S _Tislelizumab vs Chemotherapy discontinuation

Characteristic

. Treatment n Events, n (%) (95% CI), months? % CI)® - .
Tislelizumab Chemotherapy Tislelizumab Chemotherapy approximately 3 months after 17 i Most common (incidence 220%) TRAEs
= — = — . . . . . 0.9 UEECM  256 223 (87.1) 1.6 (1.4-2.7) -
6% M eth o d S ) ) (n=55) (n=53) randomization in favor of tislelizumab 27 Sl B, W38 Anemia 28 (11.0) 83 (34.6) 2(3.7) 13 (26.5)
i — — — — . . . . o i ' — Decreased
Median age (range), years 62 (40-86) 63 55-81) 65 (41-86) 05 (55-80) — Tislelizumab was associated with ST o7 G-month ate appette 16 (6.3) 75 (31.3) 5(9.3) 12 (24.5)
Male, n (%) 217 (84.8) 215 (84.0) 37 (67.3) 36 (67.9) 17% reduction in the risk of disease £% 051 e S Diarrhea 14 (5.5) 66 (27.5) 7 (13.0) 16 (32.7)
. . 2 W« _ I -month rate
Asia 201 (78.5) 203 (79.3) 0.0 0.0 progression compared with e o i o Nausea 7(2.7) 66 (27.5) 3 (5.6) 12 (24.5)
i i Region, n (%) chemothera Figure 4 * - | 19% | White blood
Figure 1. Study design Europe/North America 55 (21.5) 53 (20.7) 55 (100) 53 (100) e EUNA pg’ (Fig . ) . cremotroramy : Tistelizumab cell count 5 (2.0) 98 (40.8) 0 2 (4.1)
® n e Su group, ere was ] ¥ decreased
Key ellglblllty criteria H : ASlan 201 (785) 207 (809) 00 4 (75) . H . 0 0 é ‘I]_ : é é 1I0 1I2 1I4 1I6 1I8 2I0 2I2 2I4 2I5 q
Wl Sl 2400 ) 1 (RS no meaningful difference in PFS 2o Neutrophil
+ Advanced/metastatic ESCC White/Caucasian 53 (20_7) 44 (17_2) 53 (96_4) 44 (83_0) between the tWO arms (HR, 097, Number of patients at risk onths count 3 (1 .2) 94 (39.2) 0 5 (10.2)
- Progression during or after Treatment until Race, n (%) o Time o 1 2 3 4 5 6 7 8 9 10 1M 12 13 14 15 16 17 18 19 20 21 22 23 24 25 decreased
first-line systemic treatment disease progression Black/African American 0.0 2 (0.8) 0.0 2 (3.8) 95% C|, 0.64-1 47) s §§Z o 1;: o J o ;‘2 o - - 268 o 2 > 2 PR S-S S S Data cut-off date: 01 Dec 2020. Overall population was stratified according to region, ECOG
« ECOGPS O or 1 or intolerable toxicity ” . B . . performance score, and chemotherapy treatment; Death events due to disease progression were
N=512 Other? 2(0.8 3(1.2 2(3.6 3 (5.7 Data _cut-off date: 0_1 Dec 2020. Overall p_opulatlon was stratified accordlng to region, ECOG PS, and chemotherapy treatment. excluded. All AEs are treatment-emergent and graded based on National Cancer Institute—Common
(0.8) (1.2) (3.6) (5.7) M 0 .
. edians were estimated by Kaplan-Meier method with 95% Cls estimated using the method of Brookmeyer and Crowley; Terminology Criteria for Adverse Events (version 4.03); TRAEs include TEAEs that were considered by
0 66 (25.8) 60 (23.4) 23 (41.8) 18 (34.0) Hazard ratio was based on a Cox regression model. . _ . the investigator to be related to study drug or TEAEs with a missing causality.
ECOG PS. n (% ) ECOG PS, Eastern Cooperative Oncology Group performance status; PFS, progression-free survival. AE, adverse event; ECOG, Eastern Cooperative Oncology Group; TEAE, treatment-emergent adverse
| Strafificationfactors ] Endpoints ________ 1 190 (74.2) 196 (76.6) 32 (58.2) 35 (66.0) : event; TRAE, treaiment-related adverse event.
* Region (Asia [excluding Japan] vs Japan vs * Primary endpoint: OS in all randomized patients VCPS 210% a9 (34 8) 68 (26 6) o (40 0) 0 (18 9) Rels phonse ra”te anld duratlloln h ORR 20 30 9 80 R f
Europe/North America) (ITT population) = (o . . . . ° n ver | n | iZ m \YY; | W| r r H iV r n r . . V . .
- ECOG PS (0 vs 1) » Key secondary endpoint: OS in patients with VCPS 210%: the o .e a popli ation, tislelizumab was associated with a greate Obje(.)t © espo se rate ( ’ %o VS /; ererences - _ _ _
» Chemotherapy option (paclitaxel vs docetaxel . Other secondary endpoints: PFS, ORR, DOR, HRQoL, PD-L1 status®, n (%) VvCPS <10% 116 (45.3) 140 (54.7) 27 (49.1) 37 (69.8) odds ratio, 2.4; 95% CI, 1.4-4.0) and a more durable tumor response (median duration of response [DOR], 7.1 months 1. Eg%?;g%\;ﬁ:tal /?EER Cancer St7tlst/n1cS7Féev2|(e):v%/1975—2017. National Cancer Institute, MD,
vs irinotecan) and safety . . Ntps:/iseer.cancer.gov/csr B .
vs 4.0 months) than chemotherapy (Figures 5A and 5B)
Unknown 51 (19.9) 48 (18.8) 6 (10.9) 6 (11.3) 2. Ford HE, et al. Lancet Oncol. 2014;15:78-86.
—  Tislelizumab was associated with a greater ORR and median DOR than chemotherapy in the EU/NA population as well : . . 2020;21:832-42.
T Locally advanced 5 (2.0) 20 (7.8) 2 (3.6) 6 (11.3) : g O @) py U/NA pop 3. Huang J, et al. Lancet Oncol. 2020;21:832-42
Assessment of tumor-response status was performed approximately every 6 weeks (+ 7 days) for the Disease status at baseline, n (%) (Flgures 6A and 6B) 4. Kato K, et al. Lancet Oncol. 2019;20:1506-17.
first 6 months every 9 weeks (+ 7 days) thereafter. Metastati 251 (98.0 236 (92.2 53 (96.4 47 (88.7 . : : 5. Kojima T, et al. J Clin Oncol. 2020;38:4138-148.
aFor Japan: paclitaxel 100 mg/m2 IV in cycles consisting of weekly dosing for 6 weeks, followed by elastatie ( ) ( ) ( ) ( ) — The ORR was 20.0% vs 11.3% (OddS ratlo, 2, 95% C|, 07-58) for tislelizumab vs Chemotherapy 6 N(;CN Clini . e . .

s - ) e . . inical Practice Guidelines in Oncology. Esophageal and Esophagogastric Junction
one week of rest; PFor Japan: docetaxel 70 mg/m? IV Q3W; °PD-L1 expression centrally assessed by Surgery 94 (36.7) 99 (38.7) 9 (16.4) 10 (18.9) . . . C Version 2.2021 — March 9.2021. Available at httos:// Iorofessi Is/
immunohistochemistry with the Ventana SP263 assay. ' ' ' ' — Median DOR was 5.1 months vs 2.1 months for tislelizumab vs Chemotherapy pt?;scﬁirasr’l :I;S/Edr:‘/e.sopha;ea?;fjf , . Available at https://www.nccn.org/professionals
DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; . . . — -PH
ESCC, esophageal squamous cell carcinoma; HR, hazard ratio; HRQoL, health-related quality of Prior therapies, n (%) Radiotherapy 169 (66.0) 163 (63.7) 34 (61.8) 34 (64.2) F ORR d DOR " | i 7. Zhang T, et al. Cancer Immunol Immunother. 2018;67:1079-1090.
life; ITT, intent-to-treat; IV, intravenously; ORR, objective response rate; OS, overall survival; . . . : _

PFS, progression-free survival; QW, once weekly: Q3W. every three weeks: vCPS, visually-estimated Platinum-based chemotherapy 249 (97.3) 252 (98.4) 54 (98.2) 53 (100.0) |gure 5 dan overa pOpu at|0n 8. Shen L, et al. Poster presented at ASCO 2021 Virtual Conference, June 4-8, 2021.
combined positive score. Data cut-off date: 01 Dec 2020. Overall population was stratified according to region, ECOG PS, and chemotherapy treatment. A Tislelizumab Chemotherapy B | DOR in overall population® DiSC|Osures
alncluding categories of ‘not reported’, ‘unknown’, and ‘other’; "PPD-L1 expression centrally assessed by immunohistochemistry with the Ventana SP263 assay. (n=256) (n=256) - 6 PT.P: C i dvi le for AstraZ Astell BMS. Daiichi. Eli Lillv. Merck S
ECOG PS, Eastern Cooperative Oncology Group performance status; EU, European Union; NA, North America; PD-L1, programmed death ligand 1; vCPS, visually-estimated combined positive score. ORR, n 92 25 S :«g 0:8 _ 6-month rate 12-month rate MS-D. Ngczgtigngﬁzrei gig% r(;ﬁ doSre:/::aar' I:Zzzaa’rchs :‘inadsihg fror’n I\i(lelfcll’ Selrolng)/’ erck serono,
o i ~ i % (95% CI)? 20.3 (15.6—25.8) 9.8 (6.4-14.1) 29 | | | L ’ - ’ ’ '
The study required ~400 death events to achieve S N - £2 07 i JA: Advisory role for BeiGene.
. ‘e H . 44, = 2 -
82% power to detect a HR of 0.75 at 0.025 S|gn|f|cance Overall Survival Best osvr;;o" r(')erspon;((e o :%)) ( ) 8% 8.2 : DC: Research funding from 4SC, Bayer, Celgene, Clovis, Eli Lilly, Medlmmune/AstraZeneca,
. . . . . . . . . . . . . J B VU7 I I
level (1-sided) for the primary endpoint of OS in all « Tislelizumab significantly improved OS compared with chemotherapy in all randomized patients: Complete response 5 (2.0) 1(0.4) >a 04- ! ! and Roche.
randomized tients (ITT analvsi t _ _ _ ] . ) : = g 03— | : Ticlel . MA: Consulting or advisory role for BMS, Eli Lilly, MSD, and Servier; Received honoraria from Amgen,
andomized patients ( analysis set) — A 30% reduction in the risk of death (hazard ratio [HR], 0.70, 95% confidence interval [CI], 0.57-0.85, P = 0.0001), Partial response 47 (18.4) 24 (9.4) 8§ o Chemotmery i 'slelizuma BMS, Eli Lilly, MSD, Roche, and Servier: Received travel funding from Amgen, Eli Lilly, and Roche.
with a 2.3-month improvement in median OS in all randomized patients was observed (Figure 2) Stable disease 68 (26.6) 82 (32.0) " 01- ! | GVS: Consulting or advisory role for AstraZeneca, BeiGene, and Eli Lilly; Received research funding
e . : . Progressive disease 116 (45.3) 86 (33.6) 0 , , i , , i , , , , — from Eli Lilly and MSD; Received honoraria from AstraZeneca, Eli Lilly, J&J, MSD, Pfizer, Roche, and
« Benefit in OS was consistently observed in the EU/NA subgroup (Figure 3) DOR® o 2 4 & 8 10 12 14 16 18 20 22 23 Takeda; Received travel funding from Bayer.
. . . . . . . i Month . i i iar i
— Tlslellzumab WaS aSSOCIated Wlth a 45% reductlon In the rlsk Of death (H R’ 0.55’ 95% CI, 0.35_0.87) Compared Med|an (95% CI), monthS 71 (41—11 3) 40 (21—82) N GO TS D onths MVCE ConSUIt|ng or adVISOI’y role forAmgen, BMS, Meer, MSD, and SGerer, Received research
with chemothera Patients with ongoing response, n (%) 10 (19.2) 0 (0.0) Time- 0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 funding from Merck and Roche.
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Data cut-off date: 01 Dec 2020. Overall population was stratified according to region, ECOG PS, and chemotherapy treatment. Data are investigator assessed per RECIST v1.1.
aTwo-sided 95% CIl was calculated using Clopper-Pearson method; *Calculated using the Cochran-Mantel-Haenszel Chi-square test; ‘Medians were estimated by Kaplan-Meier method with 95% Cls estimated
using the method of Brookmeyer and Crowley. DOR analysis included patients with objective response (complete or partial response); °DOR rates (cumulative probability of DOR) were estimated by Kaplan-Meier

Jﬁfﬂﬂ Res U Its — Median OS was 11.2 months with tislelizumab, which was 4.9 months longer than chemotherapy

method with 95% Cls estimated using Greenwood’s formula. S-BK: Consulting or advisory role for AstraZeneca, Dae Hwa Pharmaceutical Co. Ltd, Daiichi-Sankyo,
. . . . . DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; RECIST, response evaluation criteria in solid tumors. Eli Lilly, ISU Abxis, and Novartis; Received research funding from DongKook Pharm Co., Novartis,
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. . . and NeogeneTC.
* Atotal of 512 patients were randomized to receive E; 6. ORR and DOR: EU/NA sub WY: Employment and stock with BeiGene
tislelizumab or chemotherapy; in the EU/NA subgroup ey T U igure o. an - subgroup AT: Employment with BeiGene
55 patients received tislelizumab and 53 patients received Treatment - n Eventa,n () (GO ED monh  oswcp  Pualue —— - Tislelizumab Chemotherapy B DOR in EU/NA subgroup® AVC: Consulting or advisory role with Array BioPharma, Astellas Pharma, AstraZeneca, Bayer,
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« Baseline characteristics in the overall population were g o7 P 2T o7 emmonth rate /o (95% CI) 20.0(10-4-33.0) | 11.3 (4.3-23.0) 28 g7- | 42.4% | 26.3% Roche, and Servier
. 2% .. ' ; 2% . : Odds ratio for ORR, (95% CI)° 2.0 (0.7-5.8) 23 5. | A | 0.0% _ _
generally balanced: 25 o4 | ' 35 04 6% | ORR difference, % (95% Cl) 8.7 (-4.9-22.3) 5% 05 | | FEH, SD: Nofhing fo disclose
89 Y4 | . 39 047 52.7% | - ; J(-4.9—-22. w2 0.5- | |
. . . . . E € 034 : I Tislelizumab E T 034 : Tislelizumab (1) . - t 1
— Median age of patients in the tislelizumab arm was 02- | . 021 | ) Bestoverdl response: n {x} > 36) 5 00) 28 chomothorapy | | | Correspondence
: 0.1 | 7% | Chemothera A | hemotherapy | omplete response : . 8¢ 03- : :
62 years vs 63 years in the chemotherapy arm S R S - 0 ——— . 8% 02- | | Tisleli peter.thuss@charite.
y y Py ’ o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10 12 14 16 18 20 22 Partial response 9(16.4) 6 (11.3) g 8 (())? . | : Tislelizumab clenhmgehenanio. o
: : o Ll o Months Stable disease 17 (30.9) 20 (37.7) ' ' '
— For both treatment arms atlents Were redomlnatel Number of patients at risk Number of patients at risk 0 1 1
. ' P ere b y L ST SR NS R OB R S LR Y S A NN S A N A 2 0 A A Progressive disease 23 (41.8) 16 (30.2) 0 2 4 : : 10 12 4 15 Acknowledgements
5. 35 5 8 8 3
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) o sMedians were estimated by Kaplan-Meier method with 95% Cls estimated using the method of Brookmeyer and Crowley. OS rates (cumulative probability of OS) were estimated by Kaplan-Meier Patients with ongoing response, n (%) 4 (36.4) 0(0.0)
« Baseline characteristics in the EU/NA SUbgrOUp were Brookmeyer and Crowley; "Hazard ratio was based on a Cox regression model; “One-sided P value method with 95% Cls estimated using Greenwood’s formula; "Hazard ratio was based on Data cut-off date: 01 Dec 2020. Data are investigator assessed per RECIST v1.1 criteria. _ _ . _ .
similar to the overall population eXCept for numerical was estimated from a stratified log rank test. _ unstratified Cox regression model only including treatment as covariate. aTwo-sided 95% CI was calculated using Clopper-Pearson method; ®Calculated using the Cochran-Mantel-Haenszel Chi-square test; ¢Including those with no post-baseline assessment or an unevaluable Copies of this presentation obtained through Quick Response (QR)
o , , ’ _ ECOG PS, Eastern Cooperative Oncology Group performance status; OS, overall survival. OS, overall survival. post-baseline assessment; “Medians were estimated by Kaplan-Meier method with 95% Cls estimated using the method of Brookmeyer and Crowley. DOR analysis included patients with objective response Code are for personal use only and may not be reproduced
variations in median age, gender, ECOG PS and prior (complete or partial response); °DOR rates (cumulative probability of DOR) were estimated by Kaplan-Meier method with 95% Cls estimated using Greenwood’s formula. without permission from the authors of this presentation.

DOR, duration of response; NE, not evaluable; ORR, objective response rate; RECIST, response evaluation criteria in solid tumors.
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