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Background

Esophageal squamous cell carcinoma (ESCC) is the most
common histological subtype of esophageal cancer, accounting
for more than 85% of esophageal cancers worldwide'-2

Standard second-line therapy for advanced or metastatic
ESCC typically consists of single-agent taxane or irinotecan

— The efficacy of this therapy is limited, with marginal antitumor
activity, poor long-term survival, and significant toxicities?®

Tislelizumab, a monoclonal antibody against PD-1, was
specifically engineered to minimize binding to Fcy receptor
on macrophages in order to abrogate antibody-dependent

Conclusions

Tislelizumab as a second-line treatment for patients with advanced or metastatic ESCC was associated with more favorable HRQoL outcomes than investigator-chosen chemotherapy

The general health and quality of life of tislelizumab-treated patients remained stable while ICC-treated patients experienced decline

— In addition, tislelizumab-treated patients experienced less worsening in physical functioning and fatigue than ICC patients

Improvements in the disease-specific symptoms of eating and reflux in the tislelizumab arm relative to the ICC arm were observed

Time to deterioration analysis further showed that through the course of treatment, patients in the tislelizumab arm were at lower risk of clinically meaningful worsening of physical functioning and

the disease-related symptom of reflux

Table 3. Change From Baseline for EQ-5D-5L VAS
Scores at Cycle 4 and Cycle 6

Tislelizumab

(n=256)
Observed Change From Observed Change From
Mean (SD) Baseline Mean (SD) Baseline
Mean (SD) Mean (SD)
Baseline 73.7 (17.05) 72.5(18.13)
Cycle 4 77.5(14.77) -0.2 (10.91) 70.8 (17.01) -1.8 (14.17)
Cycle 6 78.5 (16.03) -0.6 (14.81) 73.8 (16.32) -5.9 (16.34)

EQ-5D-5L VAS, EuroQoL Five-Dimensions Five-Levels Visual Analogue Score;
ICC, investigator-chosen chemotherapy.

Table 4. Time to Deterioration for EORTC QLQ-C30

phagocytosis, a mechanism of T-cell clearance and potential While the results of this study are encouraging, they should be considered alongside the following limitations: and QLQ-OES18
resistance to anti-PD-1 therapy Tislelizumab ICC
. RATIONALE 302 was a global, open-label, randomized — First, the current study was an open-label design and had limited follow-up time (eg, through 6 cycles) in assessing change in patients’ HRQoL (n=256) (n=256)

’ : ; e Patients with event, n (%) 59 (23.0) 47 (18.4)
phase 3 study (NCT03430843) that investigated tislelizumab — Second, the completion rate of the QLQ-C30 and QLQ-OES18 at Cycles 4 and 6 were markedly lower than at baseline Median time to deterioration, | . ~C o\ | NR (NE. NE
compared with investigator-chosen chemotherapy (ICC) as QLQ-C30 months (95% CI) (NE, NE) (NE, NE)
second-line treatment for patients with advanced or Overall, HRQoL was maintained or improved in second-line patients with advanced or metastatic ESCC receiving tislelizumab compared to patients receiving ICC e Stratified" hazard ratio, 95% CI 0.96 (0.65, 1.41)
metastatic ESCC _ _ ; ; i i i i ) i Stratified" log-rank test P value 4156
— Overall survival was significantly improved with tislelizumab — These HRQoL data, together with the efficacy and safety results from the RATIONALE 302 trial, support the favorable risk-benefit ratio for tislelizumab as a second-line therapy for patients Patients with event, n (%) 47 (18.4) 52 (20.3)

versus ICC (median, 8.6 vs 6.3 months; hazard ratio [HR], with advanced or metastatic ESCC S Median time to deterioration, | \\o NE NE) | 10.0 (4.5, NE)
Y - = ysica ths (95% ClI ’ R
0.70 [95% C!, O.?? 9.85], P=.0001) | - e foniin gtont'f'sc(ﬂ h b 3 — ——
— Treatment with tislelizumab was associated with higher LIS eIl s, St .67 (0.45, 1.00)
objective response rate (20.3% vs 9.8%) and a more _ _ _ Stratified" log-rank test P value 0239
durable antitumor response (median, 7.1 months vs * Least-squares (LS) mean score change from baseline to Completion Rates EORTC QLQ-C30: Change From Baseline _ _ Patients with event, n (%) 63 (24.6) 63 (24.6)
4.0 months) versus ICC Cycle 4 and Cycle 6 was assessed using a mixed model for - QLQ-C30, QLQ-OES18, and EQ-5D-5L completion rates at » Changes from baseline in GHS/QoL (Figure 1) were significantly Figure 2. Change From Baseline for QLQ-OES18 QLQ-OES18 | Median time to deterioration, | \ = N NE) | NR (3.7, NE)
—F i ienced arade >3 _related repeated measurement with the change from baseline in PRO baseline were 93.8% or greater (Table 2) less at Cycles 4 and 6 in tislelizumab-treated patients compared Scores at Cycle 4 and Cycle 6 Dysphagia months (957 C1)
ewer patients experienced grade =23 treatment-relate : : _ — : 5
L et key endpoints score as the response variable treatment; stud , . Stratified' hazard ratio, 95% Cl 0.76 (0.53, 1.07)
adverse events (18.8% vs 55.8%) with tislelizumab . yt rreatment by studv visit interaction. baseline m " scor y — At Cycle 4, the completion rate dropped to 57% in the to the ICC arm Stratifiod! loarank tost P value 0562
as compared with ICC VISIL treatment by Study VISILInteraction, baseline mean score tislelizumab arm and 30% in the ICC arm There were no differences in change from baseline between - Cycled : - = :
by study visit interaction, and randomization stratification factors : : I u Tislelizumab ~ * ICC Patients with event, n (%) 35 (13.7) 27 (10.5)
(Eastern Cooperative Oncology Group performance status [0 vs — At Cycle 6, the completion rate declined to 39% in the the arms at Cycle 4 in physical functioning . QLQ-OES18 | Median time to deterioration
- - o tisleli b d 15% in the ICC — At Cycle 6, the decline in physical functioning from baseline o | P=.1581 : 0 " | NR(NE,NE) | NR(NE, NE)
1] and ICC option [paclitaxel vs docetaxel vs irinotecan]) were ISlelizumab arm an o In the arm ye o >IN physice 9 g s Eating months (95% CI)
covariates, based upon “missing at random” assumption - For all three measures, the adjusted completion rates remained was significantly less in the tislelizumab arm compared to [ Stratified" hazard ratio, 95% ClI 1.06 (0.64, 1.75)
« Mean change from baseline in the EQ-VAS was consistent and was 92% or greater across all assessments the ICC arm § Stratified" log-rank test P value 4158
. The study population consisted of adult patients (aged =18 years) analyzed descriptively _ Fatigue increased at Cycles 4 and 6 for both tislelizumab and § 401 pooue 77 e Patients with event, n (%) 32 (12.5) 45 (17.6)
ith histologicall firmed ESCC who had ad d . L . . . Table 2. Completion Rates for HRQoL Assessments ICC arms £ P=.0229 QLQ-OES18 | Median time to deterioration,
with histologically confirme who had advanced or « Time to deterioration was defined as time to first onset of —rpr—— rere At both cveles the e i | e 200, Ny e months (95% Cl) NR (15.1, NE) | NR (NE, NE)
metastatic disease which progressed during or after first-line a 210-point change in direction of worsening from baseline (n=256) (n=256) — Atboth cycles the increase in fatigue was significantly less A o e o= 7000 Stratified" hazard ratio, 95% Cl 0.50 (0.32, 0.80)
systemic treatment with confirmation by a subsequent decrease from baseline, EORTC QLQ-C30 in the tislelizumab arm : B - Stratiied’ log-rank o5t P valus o014
 Eligible patients were randomized (1:1) to receive tislelizumab using the Kaplan-Meier method; a stratified Cox model Baseline -z Pationts with event, n (%) 29 (19.1) 24 (17.2)
(200 mq) IV every 3 V\(eeks or ICC of the fp!lowing single-agent with Efron’s method of tie handling was used to assess Patients in study at visit, n 256 256 Figure 1. Change From Baseline for EORTC o | e Median time to deterioration.
chgmotheraples: paclitaxel, doc.etaxell, or |r|notecan !V on between-group differences Completion rate, n (%) 242 (94.5) 247 (96.5) QLQ-C30 at Cycle 4 and Cycle 6 Index-score Dysphagia Eating Reflux Pain Bain months (95% CI) NR (NE, NE) | NR (NE, NE)
defined schedules. Treatment discontinuation was triggered Adjusted completion rate (%)° 94.5 96.5 Stratified" hazard ratio, 95% CI 0.89 (0.59, 1.35)
upon disease progression, intolerable toxicity, or withdrawal %/o Cycle 4 Cycle 4 SiafTest samric s B yale 2969
for other reasons. J]ﬂl]ﬂ Re s u Its Patients in study at visit, n 157 83 o mTislelizumab = ICC | Fyde 6
« Health-related quality of life (HRQoL) was a secondary end- Completion rate, n (%)? 147 (57.4) 77 (30.1) 120 - Frooi 100 b EORTC, European Organization for Research and Treatment of Cancer; GHS, global health status; ICC, in-
. . . - - P 10.0 - vestigator-chosen chemotherapy; NE, not estimated; NR, not reached; QLQ-C30, Quality of Life Question-
pOIﬂt and was assessed using patlent-reported outcomes i L Adjusted completion rate (%)° 93.6 92.8 > 5 - . | naire Core 30; QLQ-OES18, Quality of Life Questionnaire Esophageal Cancer Module; QoL, quality of life.
(PROs) via three validated PRO instruments: Patient Characteristics Cycle 6 s :
— The European Organization for Research and Treatment of ~ ° FPatient demographics and baseline disease characteristics are Patients in study at visit, n 100 39 38 o N = 1266 SR . References
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: (0] . . 4.0
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« The PRO measures were collected at baseline and at every Sex Patients in study at visit, n 157 83 . Discl
CyCle through CyCIe 6 or until treatment discontinuation Male 217 (84.8) 215 (84.0) Completion ratea, n (%) 146 (57.0) 76 (29.7) ;; AU 6.4 ICC, investigator-chosen chemotherapy; LS, least square; QLQ-OES18, Quality of Life Questionnaire ISCIOoSsUres | .
. : Adiusted It e (%) 930 916 Se 2.0 - P=.0008 P=.0327 10 Esophageal Cancer Module. FL: Grants or contracts from BMS. Travel accommodations or expenses from BMS. Consulting fees
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. . . . . © an ervier.
i i Asia 201 (78.5) 203 (79.3) Patients in study at visit, n 100 39 2E 404 -8.9 -8.9 EVC: Grants or contracts (paid to institution) from Amgen, Bayer, Boehringer Ingelheim, BMS,
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— EORTC QLQ-OES18 index score (total symptoms) 0 66 (25.8) 60 (23.4) EQ-5D-5L GHS/QoL Physical functioning Fatigue decrease in health status according to the VAS score compared Sirtex, and Taiho. - |
dysphagia, reflux, eating, and pain symptom scores | 190 (74.2) | 196 (76.6) with the ICC arm (Table 3) I Crarts o cotractsfom ONO\ BN, MSD. Shincel, BeCens, Crugal,Aetazencce,
— Additionally, EQ5D-5L VAS scores were included in PD-L1 expression, n (%) Patients in study at visit, n 256 256 + At Cycle 6, patients in the tislelizumab arm continued to BMS, Eli Lilly, and Taiho.
h vCPS >10% 89 (34.8) 68 (26.6) . o/ \a EORTC, European Organization for Research and Treatment of Cancer; GHS, global health status; } ’ ] . JA: Payment for service on an Independent Data Monitoring Committee from BeiGene.
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« Higher scores in GHS/QoL, physical functioning, and VAS, and Ok ’ 51199 18 (18.8 Adjusted completion rate (%) 945 96.9 ST A ICC Arm ND: Emplorment. Siock of Other Ownorahin ot Beieons
lower scores in fatigue scales and OES18 symptoms scores Sm :kinnogv ztatus n (%) (19.9) (18.8) Cycle 4 LZ: Employment, Stock, or Other Ownership at BeiGene.
s~ ’ 0 Patients in study at visit, n 157 83 . H . . GB: Employment, Stock, or Other Ownership at BeiGene.
indicated better HRQoL outcomes Never 68 (26.6) 63 (24.6) Sommaleitn ratey n (%) 147 (57.4) 77 (30.1) EORTC QLQ-OES18: Change From Baseline Time to Deterioration S-BK: Consulting/Advisory role for Novartis, AstraZeneca, Eli Lilly, Dae Hwa Pharmaceutical Co. Ltd,
= . : () . . ] ) . ) . . . . . . . . . . - . . . .
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. . (¢ . . . . ) . . . . . 4 , , .
« All analyses were conducted using the data cutoff of Missing 0(0.0) 1(0.4) Cycle 6 did not differ between the two arms at Cycles 4 and 6 (Figure 2) patients in the tislelizumab arm than in the ICC arm (Table 4)
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n the relevant treatment arm Disease Stage at Study entry, n (%) aCompletion rate = number of patients with completed questionnaire/total number of patients in relevant FOF reﬂL_IX at .Cyde 4.’ Ch_ange from base”n.e Wa.S Significant, tISIelllzumab arm Fhan _In the ICC arm . - .
« Adjusted completion rate was defined as the proportion of Locally advanced 5 (2.0) 20 (7.8) treatgnentfam:_- bAtdjyst?ddcon:plﬁtion rftc_e - n_umbler of ff“e’t“s witth completed questionnaire/total with patients in the tislelizumab arm experiencing fewer reflux — Time to deterioration in reflux was significantly longer with
. . . numper of patients In study at relevant vIsIts In relevant treatment arm. . .
atients that completed the questionnaire from the total i S . EQED. symptoms at Cycle 4 as compared to the ICC arm tislelizumab than chemothera
P P q Metastatic 251 (98.0) 236 (92.2) EORTC, European Organization for Research and Treatment of Cancer; EQ-5D-5L, EuroQoL y P y P Py Gopies of this paster obfained through Quick Response (QR)

number of patients in the study at the relevant visit in the
relevant treatment arm

ECOG, Eastern Cooperative Oncology Group; ICC, investigator-chosen chemotherapy; ITT, intent-to-treat;
PD-L1, programmed death-ligand 1; vCPS, visually estimated combined positive score.

Five-Dimensions Five-Levels; HRQoL, health-related quality of life; ICC, investigator-chosen
chemotherapy; QLQ-C30, Quality of Life Questionnaire Core 30; QLQ-OES18, Quality of Life
Questionnaire Esophageal Cancer Module OES18.

— At Cycle 6, patients in both arms experienced similar and
slight decreases from baseline in reflux

» There were no significant differences in time to deterioration for
GHS/QoL, dysphagia, eating, and pain
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