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\/ - At Cycle 6, compared with patients receiving placebo plus chemotherapy, those receiving tislelizumab plus chemotherapy experienced clinically meaningful improvement in pain and
less worsening in physical functioning. Both arms showed reduction in pain at Cycle 8, with a greater reduction observed in the tislelizumab plus chemotherapy arm
— - Key PRO symptoms were better or comparable in patients receiving tislelizumab plus chemotherapy versus those receiving placebo plus chemotherapy
- These results, alongside the clinical benefits such as PFS and OS, support the use of 1L treatment with tislelizumab plus chemotherapy in patients with unresectable, locally
Conclusions advanced, recurrent, or metastatic ESCC

BaCkg rou nd * Results from TTD analyses showed that the risk of clinically meaningful worsening Table 2. Time to Deterioration (TTD)

across all PRO endpoints were similar between treatment arms (Table 2) Tislelizumab + Placebo +

. _ . e Chemotherapy Chemotherapy

* Esophageal squamous cell carcinoma is the most common histological subtype of Table 1. Baseline Demographic and Clinical Characteristics (n=326) (n=323)
esophageal cancers (EC), accounting for more than 85% of EC worldwide'? (Intent-to-Treat Population) EORTC

* Individuals with ESCC experience severe symptom burden and associated Tislelizumab + Placebo + QLQ-C30
reductions in HRQoL>*® Chemotherapy Chemotherapy GHS/QoL  Patients

* In the global, randomized, Phase 3 RATIONALE-306 trial (NCT03783442), (n=326) (n=323) Worsened 109 (33.4) 98 (30.3)
fi[s:_-litr)e (”1 L)_tre_a}\.tme?t w(ijth It_is_lelilzlumab p_Iusfclh.emotherapyt(fI'+C) delrlnonst_ratled Age, years Censored 217 (66.6) 225 (69.7)
statstically signiiicant and clinically meaningidi improvement in overas surviva Median (IQR) 64.0 (59.0-68.0) 65.0 (58.0-70.0) Median TTD, months (95% CI): 27.1 (14.6-NE)  NR (9.5-NE)
versus placebo plus chemotherapy (P+C) in patients with unresectable, locally : — -
advanced, recurrent, or metastatic ESCC <65 176 (54) 161 (50) One-sided stratified log-rank test P-value 0.4290
— Patients receiving T+C experienced significant improvements in progression-free 265 150 (46) 162 (50) Stratified HR (95% Cl) 0.98 (0.74-1.29)

survival (PFS) and overall response rate (ORR), with a more durable tumor Sex Physical 5 4onts
response compared with P+C Male 282 (87) 281 (87) functioning

* In RATIONALE-306, HRQoL was a secondary endpoint measured by patient- Female 44 (13) 42 (13) Worsened 106 (32.5) 103 (31.9)
reported outcomes (PROs). The purpose of the current analysis was to assess Geographical region Censored 220 (67.5) 220 (68.1)
HRQoL in patients treated with T+C in the RATIONALE-306 study Asia 243 (75) 243 (75) Median TTD, months (95% CI)? NR (11.9-NE)  18.8 (8.1-NE)

Europe 79 (24) 77 (24) One-sided stratified log-rank test P-value® 0.0448
North America 1(<1) 1(<1) Stratified HR (95% Cl)c 0.79 (0.60-1.04)
Oceania 3 (1) 2(1) EORTC
Methods Race O
Asian 243 (75) 243 (75) Dysphagia Patients
White 79 (24) 76 (24) Worsened 112 (34.4) 106 (32.8)

* Patients were randomized to receive either tislelizumab 200 mg intravenously (V) American Indian or Alaska Native 0 (0) 1(<1) Censored 214 (65.6) 217 (67.2)
every 3 weeks (Q3W) plus investigator-chosen chemotherapy (ICC), or placebo IV Not reported or unknown 4 (1) 3 (1) Median TTD, months (95% CI)® NR (13.6-NE) NR (8.9-NE)
Sl L ST AR 1) One-sided stratified | Kk test P-value® 0.2647

BMI, kg/m? (IQR) 21.2 (19.4-23.4) 21.2 (18.9-24.1) ne-sided stratitied iog-rank test ~-value :
Figure 1. RATIONALE-306 Study Design ECOG performance status Stratified HR (95% CI)° 0.92 (0.70-1.20)
0 109 (33) 104 (32) Eating Patients
Key eligibility criteria ( Investigator-chosen chemotherapy ) 1 217 (67) 219 (68) \(/:Vorsenej 27479(273664? 26576(270973)
* Unresectable locally advanced investigator-chosen chemotherapy e Option A: Platinum + fluoropyrimidine Sm°k|ng Status M d.ens.lc.).:.i) th 950/ Cl NR [\EE Né 26 7 1(9 6 [\}E
or metastatic ESCC . , Cisplatin or oxaliplatin? + fluoropyrimidine® edlian , montns a - . .0-
+ Noprorsystemic veatmert [ et dsese pgreson |- Options: atinum + pacitare Never 08 (21) 51(25) One-sided siratified log rank test Pavalue’ e )
for advanced disease DB other reasons Cisplatin or oxaliplatin® + paclitaxel° C ne-sideaq stratitied 10g-rank test rr-vaiue .
. ECOG PS 0 or 1 S ) urrent or former 247 (76) 231 (72) — . -
+ Measurable or evaluable disease Matching placebo IV Q3W + Missing 11 (3) 11 (3) Stratified HR (956 Cl) 1.00 (072-1 39)
2E0 RECAET Wil N=649 investigator-chosen chemotherapy Di tat t ot d " Reflux Patients
- . o | I 'S:aseus adus 2 Z” yemny yexty nTE Worsened 83 (25.5) 64 (19.8)

f:'dtdg ?Ost?m?f’mllvtgmttQ:’;f‘t”"tmg{";(j't:c?iw‘tlté’l:ntC?ntthmTp“JmtibpttﬂfpddIfttﬁh“y:“ll or o6 or imastigator praforence or ocdlly advance (14) (13) Censored 243 (74.5) 259 (80.2)

e Ruotoutadi 750-500 MV on Days 1-5 GO of capeciaing 1060 Mgt rally B1D on Dags 14, Metastatic 279 (86) 282 (87) Median TTD, months (95% CI)? NR (NE-NE) NR (17.3-NE)

Bﬁg‘,:lf\[/?i)((:zl ;;i?yTg/Br?dlo\(JSs-vtyl.ind; ECOG PS, Eastern Cooperative Oncology Group Performance Status; ESCC, esophageal squamous cell carcinoma; Number of metastatic sites at StUdy entry One-sided stratified Iog-rank test P-value® 0.7985

IV, intravenously; Q3W, every 3 weeks; R, randomized; RECIST, Response Evaluation Criteria in Solid Tumors; v, version. 0 47 (1 4) 41 (1 3)

Stratified HR (95% Cl)c 1.15 (0.83-1.60)

Assessments 1 144 (44) 143 (44) Pain Patients

« PROs were assessed at baseline (Day 1 of Cycle 1) and the key clinical cycles 6 g 81 (25) 80 (25) Worsened 63 (19.3) 64 (19.8)

>
ands | | >z >4 (17) 29 (18) Censored 263 (80.7) 259 (80.2)
Egec Egllovgr;g ktey PI?O (;and?fow][ts were ;?Ire-Sfr:egted bgsed on thelrt rzllevigce to Histological type | Median TTD, months (95% CI)° NR (NE-NE)  24.4 (24.4-NE)
= an reg men S;_ © ef e(I;s, as Wﬁ ag T elrtuse |tn ﬁc)r(e:wous SEUOII:'SI'C " Squamous cell carcinoma 325 (>99) 323 (100) One-sided stratified log-rank test P-value® 0.0976
uropean Organisation for Research an rea ment of Cancer ( | ) uality Other 1(<1) 0 Stratified HR (95% CI)° 0.79 (0.56-1.13)
of Life Questionnaire — Core 30 (QLQ-C30): global health status/quality of life i . S _ _ , : _
i ) i i PD-L1 expression Data are presented as n (%) unless otherwise indicated. Event free rates were estimated by Kaplan-Meier method with 95% Cls estimated using the
(GHS/Qol), physical functioning, and fatigue symptom scales TAP score >10% 116 (36) 107 (33) Greenwoods ormula.
. . . . . . = (0] aEstimates are based on Kaplan-Meier method.
° ngher scores on the GHS/QOL and phySICa| funCtIOnlng scales indicate better “One-sided P-value was esti?nalted from log rank test stratified by pooled geographic region (Asia vs Rest of World) per IRT, prior definitive therapy (Yes vs No)
.. . . TAP score <10% 151 (46) 168 (52) per IRT, and ICC option (Investigator choice of chemotherapy [platinum with fluoropyrimidine vs platinum with paclitaxel]) per IRT, for descriptive purpose only.
HRQOL or fU nCt|0n|ng, WhereaS d h|gher Score on the fat|gue Sym ptom Scale ;H?.Z?['.‘d r?rtllo is bas\,(ed on ﬁox reg:eRﬁ_smndrr:gcgal |ntglud|?g treﬁtmtent ?13 .covafrlart‘e am};jhstrahﬂedI bty_/ poolet_jtr?gographlg r%glon (As;atys Res’gtﬁf Wolr![d) pler IRT,IFpéfllor
suggests worse symptoms SO 59 (18) 48 (15) i confiience ol EORTG QLO-G30, European Organisation for Research and Treatont of Cancey Quaity of Lifs Guestionnaire - Cor 30 ) Fer "
. ata are presented as n (%) unless otherwise indicated. EORTC QLQ-OES18, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire — Oesophageal Cancer 18 question module;
- EORTC QLQ - OeSOphageal Cancer 18 queStlon module (QLQ'OES1 8) gl\/ltl bod)? masstinddex; E(C/O)G, :Easte:rr11 Coopera?ive tO?\coIogy Group; IQR, interquartile range; PD-L1, programmed death-ligand 1; TAP, tumor area positivity. GHS/QoL, global health statﬁs/qualitg)]/ of life; HR, hazard ratio; IRT, interactive response technglogy; NE, not estimable; NR, nFc))t regached; TTD, timqe to deterioration.

dysphagia, difficulty eating, reflux, pain symptoms, and the index score
* Higher scores on the QLQ-OES18 indicate worse symptoms or problems

Figure 2. Mean Change From Baseline to Cycle 6

Statistical Analyses

* The data cut-off date was February 28, 2022, and all randomized patients who EORTC QLQ-C30 o
completed the baseline and at least 1 post-baseline PRO questionnaire were 5 T W Tislelizumab + chemotherapy Il Placebo + chemotherapy 657504 69,11.9)
included in the analyses e 10r |

* Adjusted completion rates, defined as the ratio of the number of patients who %g’ 5r — -
completed the questionnaires at each visit divided by the number still undergoing 23 ¢
treatment, were reported i’foj 5| -0.3 . S — -

* Change from baseline in each key PRO endpoint to Cycle 6 and Cycle 8 was L (23,1.8) B 438
analyzed using a constrained longitudinal data analysis model g | o (-6.6,-3.0) 02 54
- The model included baseline score, stratification factors, treatment arm, visit, and 15 - GHS/QoL Physical functioning Fatigue

treatment arm by visit interaction as fixed effects and visit as a repeated measure =MTD, 95% Cl 30 o2 20100 51 a9
— Between-group comparisons were reported as differences in the least squares EORTC QLQ-OES18

(LS) mean change from baseline with 95% confidence intervals (Cl) = 15
— Aclinically meaningful change was defined as a 25-point mean change from £ S 10 -

baseline’® Lo 5f 5%

* Time to deterioration (TTD) was defined as time to first onset of a =210-point 23 ¢ ————— —— —_— ——— p—— ——— T
change in the worsening direction from baseline with confirmation by a subsequent 53 sl 1.0 -0.6 .. 0.9 n [ ]
worsening in the following cycle g% . (22,08 L1500 “4737) (31,13 (38,09) 32.07) 52 (45 18)

§ 5 L (-_9.4%'-90.5) | (-6.7,-3.7) |
Index Dysphagia Eating Reflux Pain
EMTD, 95% ClI 0.4 (-2.1, 1.4) 4.4 (-1.4,10.3) 0.6 (-2.5, 3.7) 1.4 (-4.1,1.3) 1.9 (-3.9, 0.2)
P=0.688 P=0.137 P=0.713 P=0.300 P=0.072

Higher scores on the GHS/QoL and physical functioning scales indicate better HRQoL or functioning, whereas a higher score on the fatigue symptom scale suggests worse symptoms. Higher scores on the QLQ-OES18 indicate worse symptoms or problems.

Res u Its Cl, confidence interval; EMTD, estimated mean treatment difference; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire — Core 30; EORTC QLQ-OES18, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire — Oesophageal Cancer 18
question module; GHS/QoL, global health status/quality of life.

* Atotal of 649 patients were randomized to receive T+C (n=326) or P+C (n=323) Figure 3. Mean Change From Baseline to Cycle 8
* Patient demographics and baseline disease characteristics were generally balanced EORTC OLQ-C30
treatment arms (Table 1) ara-
across _ _ _ _ 8 15 B Tislelizumab + chemotherapy [l Placebo + chemotherapy 7.4
* In both arms, most patients were male (87%), from Asian countries and Asian race s 0] (4.9, 9.8) - 654; ”
(75%), current or former smokers (76% [T+C], 72% [P+C]) 3 ; 0.3 T
. . 0 0 1.9, 2.4
Adjusted Completion Rates %g 0 ( ! — “
* The adjusted completion rates were >92% and consistent across treatment arms at G g sl L — —
each assessment timepoint g 2 (3.9, 0.9) -
_ s 10| - 6.7
Change From Baseline to Cycle 6 g . (-7.6,-3.9) (-8.8,-4.7)
* At Cycle 6, the difference in LS mean between the arms on the GHS/QoL was EMTD. 95% Ci 1 g'(*_?/f%g) Ph)qsig?]1fu7'1°§i<;f)‘i“9 1 gF(f_afg;J% .
significant (3.3 [95% ClI, 0.4-6.2]) with the T+C arm maintaining and the P+C arm P " P=0 268 " p-0 458 " P=0 208
declining (Figure 2) EORTC QLQ-OES18
— 15
* For physical functioning, both arms experienced worsening but change from baseline 2 1ol
was greater in the P+C arm (2.6 [95% ClI, 0.0-5.1]) 5o
=~ -
* Patients receiving T+C experienced a clinically meaningful reduction in mean pain o % °
symptoms at Cycle 6 (-5.2 [95% ClI, -6.7 to -3.7]) gs 0 —— I [ — E——
| 23 .l o - n L | T ] n e
Change From Baseline to Cycle 8 § o (24,03 45700 Py 2.8 : 45% 5) (-2.9,0.9) -2.7 47 3.8
. . L . . = - -4.8,-0.5 - 56 -
* Changes from baseline on the key domains were generally maintained in patients =% 101 (-6.4,2.3) (5.0.-0.8) ( ) (6.3,-3.1) (5621
treated with T+C (Figure 3) @15t (_122,'312_4)
° i imi iNi i i i i iani Index Dysphagia Eating Reflux Pain
Src])(tjhf:tl}r;useexpenenced similar clinically meaningful worsening in physical functioning EMTD, 95% Cl| 1306 3.2) 52011 116) 0.8(40.2.3) 1611, 4.4) 09(31. 1.4)
P=0.180 P=0.107 P=0.610 P=0.246 P=0.460
° Both arms Showed redUCtion in pain at CyC|e 8, W|th a greater redUCtion Observed in the Higher scores on the GHS/QoL and physical functioning scales indicate better HRQoL or functioning, whereas a higher score on the fatigue symptom scale suggests worse symptoms. Higher scores on the QLQ-OES18 indicate worse symptoms or problems.
T+C arm Cl, confidence interval; EMTD, estimated mean treatment difference; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire — Core 30; EORTC QLQ-OES18, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire — Oesophageal Cancer 18
question module; GHS/QoL, global health status/quality of life.
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