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Table 3. Change From Baseline for EQ-5D-5L VAS Scores at

BaCkground Conclusions Cycle 4 and Cycle 6
- Esophageal squamous cell carcinoma (ESCC) is the most common Tislelizumab as a second-line treatment for patients with advanced or metastatic ESCC was associated with more favorable HRQoL outcomes than investigator-chosen chemotherapy T'S(Iﬂégg;ab

histological subtype of esophageal cancer, accounting for more than The general health and quality of life of tislelizumab-treated patients remained stable while ICC-treated patients experienced decline

85% of esophagea_l cancers worldwide* 2 _ — In addition, tislelizumab-treated patients experienced less worsening in physical functioning and fatigue than ICC patients Observed Ch;ggee”';reom Observed Chgggsnireom
» Standard second-line therapy for advanced or metastatic ESCC Improvements in the disease-specific symptoms of eating and reflux in the tislelizumab arm relative to the ICC arm were observed Mean (SD) Mean (sp) | M€ D) | yean (sp)

typically consists of single-agent taxane or irinotecan : o ) : : - . . : : : . :

. . L : . . 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 _
— The efficacy of this therapy is limited, with marginal antitumor hile th its of thi q : h hould b dered al de the following limitati ) Baseline 73.7 (17.05) 72.5(18.13)
activity, poor long-term survival, and significant toxicities?® Whi (_e the results of this study are encouraging, t _ey shou g cgn3| ered a on_gsn e the following |m|tat|o.ns. | | | S 7.5 (1477) 021091 | 708(17.00) | L6 @a17)

. Tislelizumab, a monoclonal antibody against PD-1, was specifically — 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 Cyole 6 765(16.03) | 0.6(14.81) | 73.8(1632) | 5.9 (16.34

engineered to minimize binding to Fcy receptor on macrophages in — Second, the completlpn r.ate of the QLQ—C_SO and QLQ—OES.18 at chles 4 and 6 were markgdly lower tha.m. at b_ase.llne . . Abbreviations: EQ-5D-5L VAS, EuroQoL Five-Dimensions Five-Levels Visual Analogue Score: [0C,

order to abrogate antibody-dependent phagocytosis, a mechanism Overall, HRQoL was maintained or improved in second-line patients with advanced or metastatic ESCC receiving tislelizumab compared to patients receiving ICC investigator-chosen chemotherapy; SD, standard deviation.

of T-cell clearance and potential resistance to anti-PD-1 therapy — 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 with advanced or metastatic ESCC
* RATIONALE 302 was a global, open-label, randomized, phase 3

study (NCT03430843) that investigated tislelizumab compared with
investigator-chosen chemotherapy (ICC) as second-line treatment

Table 4. Time to Deterioration for EORTC QLQ-C30 and
QLQ-OES18

: . . . ) . Tislelizumab ICC
for patients with advanced or metastatic ESCC  Least-squares (LS) mean score change from baseline to Cycle 4 Completion Rates EORTC QLQ-C30: Change From Baseline Figure 2. Change From Baseline for QLQ-OES18 Scores at (n=256) (n=256)
— Overall survival was significantly improved with tlslt_ahzumab and Cycle 6 was assessed using a mlxed_moglel for repeated _ - QLO-C30, QLQ-OES18, and EQ-5D-5L completion rates at - Changes from baseline in GHS/QoL (Figure 1) were significantly Cvcle 4 and Cvele 6 Patients with event, n (%) 59 (23.0) 47 (18.4)
: ycle 4 and Cycle ,
versus ICC (median, 8.6 vs 6.3 months; hazard ratio [HR] 0.70 measurement with the change from baseline in PRO key endpoints baseli 93.8% ter (Table 2 | t Cvcles 4 and 6 in tisleli b-treated patient dt —— ——
[95% CI 0.57-0.85], P=0.0001) score as the response variable treatment; study visit, treatment by aseline were 93.8% or greater (Table 2) ess gl Lycles 4 and b in fisielizumab-treated patients compared 1o Cycle 4 QLQ-C30 Median time to deterioration, NR (NE, NE) | NR (NE, NE)
' b L : : ’ T : _ i % i the ICC arm ) months (95% ClI ’ ’
— Treatment with tislelizumab was associated with higher objective study visit interaction, baseline mean score by study visit interaction, A.‘t Cycle 4, the completion rate dropped to 57% in the : : : M Tislelizumabs mICC GHS/QoL ” (1 ; ‘0 950
: i ati T i tislelizumab arm and 30% in the ICC arm * There were no differences in change from baseline between the 10.0 1 Stratified* hazard ratio, 95% ClI 0.96 (0.65, 1.41)
response rate (20.3% vs 9.8%) and a more durable antitumor and randomization stratification factors (Eastern Cooperative ) . L g Stratified! log-rank test P value 04156
response (median, 7.1 months vs 4.0 months) versus ICC Oncology Group performance status [0 vs 1] and ICC option - At Cycle 6, the completion rate declined to 39% in the arms at Cycle 4 in physical functioning 2 80 - Pro1seL Patients with event, n (%) 47(184) | 52(203)
) . . .. . . . 0 . . . . . . . . ] , . .
— Fewer patients experienced grade >3 treatment-related adverse ‘[‘pa}cllFaxel VS docet?xel VS |r|notecan]) were covariates, based upon tislelizumab arm and 15% |.n the ICC arm | | At C_fy_cle 6|, tlhe dgcllrr:e in Ipr|1_y3|cal functioning from baiellne was < . OLO-C30 Median fime to deterioration.
events (18.8% vs 55.8%) with tislelizumab as compared to ICC missing at random” assumption « For all three measures, the adjusted completion rates remained significantly less in the tislelizumab arm compared to the ICC arm e Physical months (95% CI) NR (NE, NE) | 10.0 (4.5, NE)
+ Mean change from baseline in the EQ-VAS was analyzed consistent and was 92% or greater across all assessments « Fatigue increased at Cycles 4 and 6 for both tislelizumab and ICC arms 8 401 peoos29 7.7 b-0.2218 Functioning | Stratified! hazard ratio, 95% ClI 0.67 (0.45, 1.00)
descriptively At both cycles the increase in fatigue was significantly less in the g p ified?
. - = | =0.0229 Stratified! log-rank test P value 0.0239
é% M et h 0 d S « Time to deterioration was defined as time to first onset of a 210-point Table 2. Completion Rates for HRQoL Assessments tislelizumab arm o “°1 09 30 0o 1&¢ 18 00,7660 Patients with event, n (%) 63 (24.6) 63 (24.6)
change in direction of worsening from baseline with confirmation by Tislelizumab S 00 [ . GO Median time to deterioration, NR (NE, NE) | NR (3.7, NE)
a subsequent decrease from baseline, using the Kaplan-Meier (n=256) : - = -2.3 4 B months (95% ClI) ’ "
. - - i > . _ e _ _ Figure 1. Change From Baseline for EORTC QLQ-C30 at g 20 Dysphagia
The study population consisted of adult patients (aged 218 years) method; a stratified Cox model with Efron’s method of tie handling EORTC QLQ-C30 c g le 4 and C gl 5 QLQ = S Stratified! hazard ratio, 95% Cl 0.76 (0.53, 1.07)
W_'th hlstolog|cally confirmed E_SCC who ha_‘d aqlvanced or_metastaﬂc was used to assess between-group differences Baseline ycle 4and Lycle 4 -4.0 - Stratified! log-rank test P value 0.0562
d|§gase Wh.|Ch progressed dur.lng or after f"‘St'“.ne s.yste.zmlc treatment Patients in study at visit, n 256 256 Cycle 4 Index-score Dysphagia Eating Reflux Pain Patients with event, n (%) 35 (13.7) 27 (10.5)
° . 1 a 1) . . . . B .
Eligible patients were randomized (1:1) to receive tlglellzumab o R I CO_mpletlon rates, n (%) 242 (94.5) 247 (96.5) m Tislelizumab ~1CC Median time to deterioration,
(200 mg) IV every 3 weeks or ICC of the following single-agent ﬂuﬂﬂ esults Adjusted completion rate (%)° 94.5 96.5 o b0.0014 QLQ-OES18 | months (95% Cl) NR (NE,NE) | NR (NE, NE)
chemotherapies: paclitaxel, docetaxel, or irinotecan 1V on defined Cycle 4 S 100 elRE e, Stratified hazard ratio, 95% CI 1.06 (0.64, 1.75)
schedules. Treatment discontinuation was triggered upon disease Patient Characteristics Patients in study at visit, n 157 83 §o 80 100 " Tislelizamab - lee ified ’ ,
progression, intolerable toxicity, or withdrawal for other reasons. Patient demographics and baseline disease characteristics are Completion rate?, n (%) - 147 (57.4) 77 (30.1) 5% o0 | P=0.0028 113 2 ¥ Stratified” log-rank test P value 0.4158
. . . ° i 1 0, — o T - = . . 0
» Health-related quality of life (HRQoL) was a secondary endpoint and presented in Table 1 Csflj::s;ed PRO completion rate (%) 93.6 928 §§ 2.0 - 0.0 P=0.1266 o 801 hpﬂat;?ntst_w'thtevgntt’ n (/‘? 32 (12.5) 45 (17.6)
was assessed using patient-reported outcomes (PROs) via three ——— — 55 90 p QLQ-OES18 edian aime to deterioration, NR (15.1, NE) | NR (NE, NE)
; : _ . . . - Patients in study at visit, n 100 39 o & -2.0 - 58 -4.0 E 6.0 1 months (95% CI)
validated PRO instruments: Table 1. Patient Demographics and Baseline Characteristics : S 40 4 : -6.6 S P=0.0487 Reflux — ,
izati in the ITT Population Completion rate?, n (%) 99 (38.7) 38 (14.8) 2 601 i Stratified! hazard ratio, 95% Cl 0.50 (0.32, 0.80)
— The European Organlz_atlon f(_Jr Research and Treatmen_t of I € pu Adjusted completion rate (%)° 99.0 974 o . 5 4.0 1 p=goe7s Stratified? log-rank test P value 00014
Cancer (EORTC) Quiality of Life Questionnaire Core 30 items Tislelizumab Tole EORTC QLQ-OES18 GHS/QolL Physical functioning Fatigue g 0 P=0.9528 47 Patients with event, n (%) 29 (19.1) 44 (17.2)
o Y g P=0.4573 ! ' :
(QLQ-C30) (n=256) (n=256) Baseline o 3.0 P=0.8034 a i ; ;
_ _ _ _ : : — 5 0.3 19 0.2 Median time to deterioration,
— The EORTC Quiality of Life Questionnaire Esophageal Cancer Median age, years (range) 62.0 (40-86) 63.0 (35-81) Patients in study at visit, n 256 256 Cycle 6 S 0.0 | m— — . o (P?LQ-OE818 months (95% CI) NR (NE, NE) | NR (NE, NE)
, . : : -0. -1.8 S -1. in
Module OES18 (QLQ—OE818)7 Patients <65 years, n (%) 157 (61.3) 161 (62.9) Co.mpletlon ratea,.n (%) g 240 (93.8) 248 (96.9) il GG é o) 0.5 al Swatiiodt d ratio. 95% CI 0.89 (0.59, 1.35)
— The EuroQolL Five-Dimensions Five-Levels (EQ-5D-5L) Visual Patients 65 years, n (%) 99 (38.7) 95 (37.1) CAdllujed completion rate (%) 93.8 96.9 80 - - o ratified” hazard ratio, 5576 0.2969
Analogue Score (VAS)? Sex ycle g 60 e ~ 404 iations: idence interval: izati
g ( ) - Patients in study at visit, n 157 83 o} ] Index-score By esta et Reflux Pain Abbrev.latlons. Cl, confidence |nt§rval, I_EORT_C, Eutopean Organization for Research a_nd Tre.atment of
H RQO L Assessments and Endpoints Male 217 (84.8) 215 (84.0) c 4.0 Cancer; GHS, global health status; ICC, investigator-chosen chemotherapy; NE, not estimated; NR, not
P Female 39 (15.2) 41 (16.0) Completion rate3, n (%) 146 (57.0) 76 (29.7) g e 20 - P=0.0008 P=0.0327 10 G o o | A A A I reached; QLQ-C30, Quality of Life Questionnaire Core 30; QLQ-OES18, Quality of Life Questionnaire
. . - - : ' f : b D ’ : Abbreviations: Cl, confidence interval; ICC, investigator-chosen chemotherapy; LS, least square; Esophageal Cancer Module; QoL, quality of life.
The PRO measures were collected at baseline and at every cycle Geographic region Adjusted completion rate (%) 93.0 91.6 2% 00 — — OLO-OES18, Gualty of Life Questionnaire Esophageal Cancer Module.
through Cycle 6 or until treatment discontinuation (whichever occurs Asia 201 (78.5 203 (79.3 Cycle 6 o2 20 08
! (78.5) (79.3) =2 - ZE References
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