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Perioperative tislelizumab did not affect health-related quality of life (HRQoL) in patients with resectable NSCLC in either the Taken together, the event-free survival (EFS) and overall survival (OS) benefits combined with maintained or improved PROs
neoadjuvant or adjuvant treatment phase support the use of perioperative tislelizumab plus neoadjuvant platinum-based CT for treatment-naive patients with resectable
Patients in the tislelizumab arm reported improvements in the key symptoms of coughing and chest pain stage II-IlIA NSCLC

Conclusions
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- The prognosis for patients with NSCLC is relatively poor with 5-year survival — A clinically meaningful change was defined as a 25-point mean change from pain was maintained from baseline at the adjuvant pha(n)se for the TIS arm, while patients in the (Table 2)
rates of 35% and 10%-15% for patients with stage Il and stage 1A disease, baseline”° PBO arm reached clinically worsening levels (5.42 [95% Cl, 2.39-8.44]). The changes from . Risk of worsening was similar between the treatment arms for all other PRO
respectively’ . Time to deterioration (TDD) was defined as time to first onset of a =10-point bas.ellne .for other PRO endpoints were glmllar be_tvyeen the treatment arms (Flgure_Z) endpoints

. Symptoms associated with NSCLC also correspond with poor health-related change in the worsening direction from baseline and confirmed by a - Patients in the TIS and PBO arms experienced clinically meaningful improvements in LS mean Table 2. Analvses of Time to Deterioration of EORTC QLQ-C30 and
quality of life (HRQoL )% subsequent worsening: the Kaplan-Meier method was used to estimate the change fc)om baseline to neoadjuvant Cycle 3 for cotjghlng (mean change from baseline, : y  QLC13 D _

. In the pivotal phase 3 RATIONALE-315 trial (NCT04379635) of patients with deterioration curve in each group -8.96 [95% Cl, -11.54 10 -6.38] for TIS and -9.61 [95% Cl, -12.15 10 -7.07] for PBO) QLQ- omains
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resectable stage || ”.I'A.‘ NSCLC, p_erloperatlve TI_S_pIus ngoa_c!Juvant platl_num J (HR) J Figure 2. Mean Change From Baseline to Cycle 3 in the Neoadjuvant and Adjuvant Phases TIS Arm PBO Arm
based CT led to a clinically meaningful and statistically significant benefit for _ _ (n=226) (n=227)
EFS as well as an OS benefit trend compared with perioperative PBO plus Figure 1. RATIONALE-315 Study Design EORTC QLQ-C30 0 o Number of patients
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neoadjuvant plat|num based CT (Key eligibility criteria h Neoadjuvant phase Surgery Adjuvant phase W TIS arm B PBO arm (9.62-7.78) (0.223.281) Worsened, n (%) 79 (35.0) 73 (32.2)
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" " " ] ] ] ] ] ] ] ] O
- The following key PRO endpoints were pre-selected based on their relevance Table 1. Patient Demographics and Clinical Characteristics Change From Baseline to Cycle 7 (Adjuvant Phase) worsened, n (%) 105 (46.5) 111(48.9)
- - ] ] ] ] ] ] - 0
to NSCLC and treajtme.nt side effects, as well as their use in previous studies**: TS A SBO AT . The worsening in dyspnea experienced by the PBO arm was near the clinically meaningful EORTC QLQ-LC13  Censored, n (%) 121 (53.5) 116 (51.1)
— European Organisation for Research and Treatment of Cancer (EORTC) 0 . : Dysphagia Median time to deterioration (95% Cl),* months 7.5 (4.8-NE) 5.1 (4.4-6.8)
| . . | (n=226) (n=227) threshold (4.56 [95% CI, 2.07- 7.06]) (Figure 3)
Qua!lty of !_|fe Questionnaire —_Core 30 .(Ql.‘Q'C?’O)' gl_obal health status/ - The TIS arm experienced a greater level of clinically meaningful improvement in adjuvant Cycle 7 Stratified HR (95% CI) 0.87 (0.66-1.14)
quality of life (GHS/QoL), physical functioning, and fatigue symptom scales A - 0 - : - "
. ! 7 e o Median (IQR), years 62.0 (57.0-67.0) 63.0 (56.0-68.0) for coughing (-12.15 [95% CI, -15.60 to -8.71]) than PBO with the difference reaching close to the Stratified log-rank test P value? 0.1514
- Higher scores on the GHS/Qol and physical functioning scales indicate >65 years, n (%) 83 (37) 98 (43) clinically meaningful threshold (-4.63 [95% ClI, -9.46 to 0.21)] Number of patients
better HRQoL or functioning, whereas a higher score on the fatigue Sex, n (%) . The levels of chest pain were maintained in both arms .
symptom scale suggests worse symptoms Male 205 (91) 205 (90) Worsened, n (%) 40 7.7) 54 (15.0)
: : : : Female 21 (9 22 (10 . . . . C d, n (% 186 (82.3 193 (85.0
- EORTC Quality of Life Questionnaire — Lung Cancer Module (QLQ-LC13): Asian race, n (%) e ((1 o) 5 5o 2102)) Figure 3. Mean Change From Baseline to Cycle 7 in the Adjuvant Phase — ensored, n (%) (82.3) (85.0)
: : : Median time to deterioration (95% CI),” months NR (NE-NE) NR (NE-NE)
coughing, chest pain, and dyspnea ECOG performance status, n (%)
. . . EORTC QLQ-C30 .
 Higher scores on the QLQ-LC13 indicate worse symptoms or problems 0 142 (63) 154 (68) s 10 o 1 90 mTiSam  WPBOam 254 207 Stratified HR (95% CI)! 1.14 (0.72-1.81)
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. Analyses were conducted using the data cutoff of August 21, 2023 gg:rf;‘: 14530((1696)) 15328((2631)) g | o (3% 054 N z 0 . ot
: : : : 3 2 5 (15.5 :
. All HRQoL measures were summarized in the intent-to-treat analysis set and by Never 33 (15) 37 (16) =5y orsened, n (%) (155) (21.6)
. . o -20 L . - . 0

overall phases and adjuvant phase, respectively Disease stage, n (%) EMITD (95% ) omSge Physialfuncioning g e Chest pain Censored, n (%) 191 (84.5) 178 (78.4)

. Adjusted completion rates were defined as the number of patients who completed ::IA 19322(?;§) 19313(?503) EORTC QLO-LC13 . Median time to deterioration (95% CI),” months NR (NE-NE) NR (NE-NE)
. . - . = 10 3.18 i . e

the questionnaires at each cycle divided by the number still on treatment Histology, n (%) 3 sl (0.62-5.55 (2.07-7.06 228 cossars Stratified HR (95% CI)t 0.59 (0.38-0.91)

. Change from baseline in each key PRO endpoint to Cycle 3 (both Squamous 179 (79) 175 (77) sc  Of e — B m—r— Stratified log-rank test P value? 0.0079
neOadJuvant and adjuvant) and CyC|e 7 (adjuvant) was analyzed US|ng a Non-squamous 45 (20) 50 (22) %g _1-2 : - Ti1rr(1)e to detgri(z)ri’g)régodefinef as theltime from(fratrldor?iza;iocgl_tgtC(e:Ii:;st occtlrrence Iofa decre(zse o;<1.0 scorersfin GI}I\S/(’[QOL.a;d physical functioning, and an increase of
COﬂStraIned |OngItUdIna| data anaIyS|S mOdel ey _ . _ - 2 (1) 2 (1) g% -15 | (_11_1_2';2_3_89) ;\deterioration is not counxftedpas an event ifasubsegquent improvement reﬁurﬁed the overall worsgnizg f?orﬁ basgeling,to <1OEointé.

. . . . . . ECOG, Eastern Cooperative Oncology Group; IQR, interquartile range; PBO, placebo; TIS, tislelizumab. 8 0l (15 éz)zt';% ) If a patient does not have an event (10% deterioration), they are censored at their last clinic visit at which HRQoL is measured.
- The mOdel |nCIUded base“ne SCOl'e, Strat|f|Cat|On faCtOrS, treatment arm, V|S|t, = n . Dyspnea scale ' ~ Coughing Pain in chest *Estimates are based on Kaplan-Meier method. *Hazard ratio was based on Cox regression model stratified by histology (squamous vs non-squamous), disease stage (stage Il vs
ST : . - - AdeSted COmp|ethn Rates EMTD (95% CI) -1.38 (-4.71 10 1.95) -4.63 (-9.46 10 0.21) -1.54 (-5.36 10 2.29) stage IllA), and PD-L1 expression (<1%, not evaluable, or indeterminate vs =1%) from interactive response technology. *The descriptive 1-sided P value was calculated using a
and treatment arm by visit Interaction as f|Xed eﬂ:eCtS and visit as a repeated : : . : 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 log-rank test stratified by histology (squamous vs non-squamous), disease stage (stage Il vs stage lllA), and PD-L1 expression (<1%, not evaluable, or indeterminate vs 21%) from
0 g Q phy g Q g, g gue symp gg ymp g
EEE - The adjusted completion rates were high (100%) and consistent across treatment QLQ-LC13 indicate worse symptoms or problems. | o o nteractve respans techology. BT
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