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BACKGROUND Study Populatlon o | | Efficacy of qublnatlon Thgrapy Yersus. Chemptherapy Alone Figure 3: Best Overall Response per IRC CONCLUSIONS
e Adult patients (aged 18-75 years) with histologically confirmed advanced (stage IlIB) or ® PFS was significantly longer with tislelizumalb in combination with chemotherapy than 100 —
* Globally, there are approximately 2.1 million new lung cancer cases and 1.8 million deaths metastatic (stage IV) nsg-NSCLC, with at least one measurable lesion, were eligible for chemotherapy alone (stratified HR=0.645 [95% CI: 0.462, 0.902]; P=0.0044); median PFSc ® The addition of tislelizumab resulted in significantly improved PFSj; . (2.7 months vs
each year1 inclusion if they provided fresh or archival tumor tissues for PD-L1 expression analysis was 9.7 months in Arm A and 7.6 months in Arm B (Figure 2A) 90 /.6 months; P=0.0044, HR=0.645 [95% Cl: 0.462, 0.902]) as well as higher ORR s
— Lung cancer is the leading cause of cancer incidence and death, globally and in China — Patients with mixed non-small cell histology tumors were eligible if the major histological — Similar median PFS results were observed for Arm A vs Arm B (HR=0.561[95% Cl: 0.411, and longer DoR than observed with chemotherapy alone in patients with advanced
— In China in 2015, it was estimated that there were 733,300 new cases and 610,200 deaths™* component was nonsquamous 0.767]; P=0.0001) when assessed by the investigator g 80— n.sq-I\I.SCLC o | o | |
e While a PD-1 inhibitor in combination with chemotherapy has recently been approved in — Patients must have had no prior systemic anticancer therapy for advanced or ® Subgroup analyses of prespecified demographic and baseline disease characteristics " ® First-line treatment with tislelizumab in combination with platinum and pemetrexed was
China as first-line treatment for advanced NSCLC, platinum-based regimens remain standard metastatic disease indicated that a consistent PFS benefit was observed across most subgroups analyzed g 70 — generally well tolerated
4 o S (o] . . .
first-line therapy for Chinese patients who have no access to checkpoint inhibitors*’ * Patients with known EGFR-sensitizing mutations or known ALK gene translocation, (Figure 2B) - 95‘VOCR:E_5507: /24 5 — Most AEs were mild or moderate in severity and were manageable
— Overall survival (OS) remains low for patients with advanced NSCLC treated with prior treatment with EGFR, ALK, PD-(L)-1 inhibitors, or systemic immunosuppressive agents e With more than 75% of the patients censored in both arms, median OS was not reached in e 60- ° e TS P — No new safety signals were identified with the addition of tislelizumab to standard
olatinum-based therapies which leaves considerable room for improvement for <14 days prior to randomization, a history of interstitial lung disease, or noninfectious either arm 2 chemotherapy
patient outcomes’ pneumonitis were ineligible = ). p e curvival by IRC (T Analveis S E 30 - ORR=36.9% ® The results from this pivotal phase 3 study support tislelizumalb in combination with
® Recent global studies have examined whether better patient outcomes could be achieved Study Endpoints and Statistical Analyses GHIE &2 TTOGTession-rres SHrvivar by ( nalysis Set) 5 40 — 95% CI:_28.6, 26.6 platinum and pemetrexed as a potential new standard for first-line treatment of
using immune checkpoint inhibitors targeting programmed cell death p;cgtein—1 (PD-1) or ® The primary endpoint was PFSyc, in the intent-to-treat (ITT) analysis set (all randomized patients) A 100 S Tislelizumab + Chemotherapy :Ze()lg;s <ttn advanced nsq-NSCLC
. . . . . - — QO /0 -
programmed death-ligand 1 (PD-L1) in combination with chemotherapy — Median PFS was estimated using the Kaplan-Meier method 90 — — Chemotherapy Alone 49.5% & 30- PR=54.3 e Across the entire study, nine patients (n=7 [A]: n=2 [B]) experienced a TEAE that led to death
® Tislelizumab is a ht.Jmanlzed mo.nc.>c|.ona| .ant.|body with high affinity and specnﬁuty for — Hazard ratio for comparison between Arm A and Arm B was estimated using the stratified HR (95% CI)=0.645 (0.462, 0.902) © )’ > .. ' . g L ] s
PD-1 that was engineered to minimize binding to FcyR on macrophages in order to Cox proportional hazard model -~ . 5 - 04, U o 5 PR=36.0 — In Arm A, fatal TEAEs were pneumonitis (n=3), asphyxia, atrial fibrillation, cerebellar
abrogate antibody-dependent phagocytosis, a potential mechanism of T-cell clearance and . Q | P=0.0044 ' nemorrhage, and unspecified death (n=1 each)
. . 10,11 — P-value was generated from a stratified log-rank test o~ . ,
resistance to anti-PD-1 therapy e Additional endosints includad PFS 105 in the [TT analvei ORR | — 70- . + Censored 10 — — In Arm B, tfatal TEAEs were pneumonitis and embolism (n=1 each)
® Reports from three early phase studies (BGB-A317-001, BGB-A317-102, BGB-A317-206) tional endpoints IFC Hee ny AN n the analysis set, RC (CO”.’p ete 2 CR=3.1% R=0.9% — Four patients experienced AEs leading to death that were considered by the
showed that tislelizumab, as a single agent and in combination with chemotherapy, was response [CR] + partial response [PR]), DCRgc (CR + PR + non-CR/non-progressive disease C ' 0 I CRZ0.97% investigator to be related to any component of study treatment (1%; n=3 [A]; n=1 [B];
' . oL ) 7! [PD] + stable disease =6 weeks), DoRc, and the safety of tislelizumab in combination with A 60 - _ s J .. y P y ' ' '
generally well tolerated and demonstrated antitumor activity in Asian and non-Asian Tislelizumab + Chemotherapy Chemotherapy Alone all were pneumonitis)
; . . . . 12-14 chemotherapy or chemotherapy alone o N=223 N=111 | | | | o
pOpU'&thﬂS Wlth SO|Id tumors, InC|Uc|ng advanced |ung cancers e 50_ ................................................................................................................................. ( ) ( ) O |mmune_med|ated AEs were reported N5/ pa’uents (25 7%) N the t|s|e||zumab p|us
. . . e An interim analysis was planned when approximately 153 PFS.- (71% of the targeted L : ; . o . . .
e RATIONALE 304 is a phase 3, open-label, multicenter, randomized study to evaluate the ber of ) din the [TT it - ; Disease Control Rate, 89.2% (84.4. 93.0) 81.1% (72.5, 87.9) chemotherapy treatment arm, of which 30 were treated with systemic corticosteroids/
efficacy and safety of tislelizumab in combination with platinum (cisplatin or carboplatin) number of events) were observed in the population Q 40- = (5% CI) immunosuppressive drugs
: : ST : — Th jori f the P-val in the | ' lysi ' v ‘ ‘ i
and. peme’Frexed compared with platinum and pemetrexed alone as first-line treatment in ; Oeocsl)l;paecréc;rrlél)i/nbotti)nslhaer};gtuta|e1 ngglgse useevde:]rjcst uii:]ntet;]lren arr::; yZICSif\i/\:('jS Eadrj]t_J[S)teel\c;lI;chc)S @ rl?‘:;':rc:rzgost:zsi;oonse, 8.5 months (6.80, 10.58) 6.0 months (4.99, NE) e The most commonly reported immune-mediated AEs were pneumonitis (n=20, 9.0%),
patients with stage llIB or IV nonsquamous (nsq)-NSCLC g 1INY N | IRC . J Presp o 30- Median PFS (95% CI) ; z — , . , . hypothyroidism (n=19, 8.6%), and hyperthyroidism (n=6, 2.7%); most were mild-to-
O Brlen—FIemlng apprOX|mat|on spendlng function 2 0.7 months (7 7 11 5) Abbreviations: Cl, confidence interval; CR, complete response; DCR, disease control rate; DoR, duration of response; IRC, . . .
IVI ETHODS o 20 — 76 months (56’ 80) Independent Review Committee; NE, not estimable; ORR, objective response rate; PR, partial response. moderate in Severlty (Flgure 4)
RESULT N L - . - L -
Overall Desian and Studv Obiectives 10- Safety and Tolerability of Combination Therapy Versus Chemotherapy Alone Figure 4: w,ﬂuge'Mbe.d'Tfed '?hES by Preferred Term Occurring in 22 Patients Treated
o In this o ? . 4 :’ 4 tj47 ey sites in Chi G ante with NSCLC Patients e A total of 222 patients (100%) in Arm A and 109 patients (99.1%) in Arm B experienced 0 ! ombination Therapy
n this phase 3 study conducted a study sites in China, patients with nsg- were ; ; : : : -
randorrF:ized 2:1 to ryeceive either tislelizumgb in combinatiopn with chemothqerapy (Arm A) * Atotal of 334 eligible patients were randomized to receive treatment; as of 23 January 2020, 0 | | | | | | I— ] | | =1 TEAE regardless of investigator-assessed causality Grade 1-2
or chemotherapy alone (Arm B) (Figure 1) 97 patients (43.5%) in Arm A and 20 patients (18.0%) in Arm B remained on treatment | | 0 3 v 6 " 9 12 — Grade =3 TEAEs occurred in 67.6% (n=150) and 53.6% (n=59) of the patients in Arm A B Grade =3
_ Randomization was stratified by disease stage (IlIB vs IV) and tumor cell (TC) PD-L1 — The most common reason for discontinuation of study treatment was PD per RECIST v1.1 Tis|e|izlzrant;berltéhaefnst'ﬁl(r;;)), 293 176 ?Oné > 59 g and Arm B, respectively | | | |
membrane expression (<1% vs 1-49% vs >50%) (n=142; 42.5%), followed by consent withdrawal (n=31; 9.3%) and AE (n=25; 7.5%) Chemotherapy Alone 111 69 30 12 2 — Treatment-emergent AEs leading to permanent discontinuation of any component of
» The primary objective was to compare progression-free survival assessed by the — Median study follow-up time of 9.8 months (95% Cl: 9.23, 10.38) ] Events/Patients (n) HR (95% ClI) study drug occurred in 25.7% (n=57) of the patients in Arm A and 9.1% (n=10) in Arm B q
Independent Review Committee (PFSir.), between tislelizumab plus platinum-pemetrexed * Demographics and baseline characteristics were well balanced between arms (Table 1) Overall 159/334 —— 0.645(0.462, 0.902) ’ ;I'he most f:orlnmlfnly re.potrr’]ced tLeatr:ent—r.eI;]teocliAE.s (TRIA‘ES).l\gire her;\atotloglc n na.’fcure E
. nem N rom N nd primarily mild-to-m r N r
(Arm A) and platinum-pemetrexed alone (Arm B) Table 1: Demographics and Baseline Characteristics (ITT Analysis Set) <65 years 1191937 0.606(0.403, 0971 ('T'Slélae 2) ia, leukopenia, thrombocytopenia) and primarily mild-to-moderate in severity .
— Additional objectives included PFS as assessed by investigator (PFS,,,), IRC-assessed Age | , o . , 'g 3.6
objective response rate (ORR,..), disease control rate (DCR ), and duration of response - IAlrm A ) >65 years 47197 —— 0.727 (0.407, 1.297) Table 2: Incidence ?f Tr?atrr.Ient-ReIated Adverse Events Occurring in 220% of Patients 2 4-
(DoRjke), as well as OS and the safety/tolerability of study treatment - e+|lz:LI1:ma Zoel e 43/87 o 0.946 (0.487, 1.840) Treated With Tislelizumab Plus Chemotherapy or Chemotherapy Alone 34 &g
‘ ' _ ' _ Sex ‘
o Ra.dlo!og.glcal assessment of tumor-response status was performed per Response Evaluation (n=223) Male 116/247 —-— 0.538(0.367, 0.789) Arm A 5_
Criteria in Solid Tumors (RECIST) v1.1 . T
. o o Median age, years (range) 60 (27, 75) 61 (25, 74) 61 (25, 75) 0 34/78 0.834(0.386, 1.800) Tislelizumab + PP 2.7
e Safety was assessed through physical examinations, monitoring of treatment-emergent adverse ECOG performance status . ' D00 . (N=222) 1-
events (TEAEs), vital signs, clinical laboratory assessment, and 12-lead electrocardiogram Age group, n (%) <63 years 163 (73.1) 74 (66.7) 237 (71.0) ' 1957954 o 0.601(0.416, 0.868) .
e PD-L1 membrane staining on TCs was assessed by the VENTANA PD-L1 (SP263) assay at a >0 years 60 (26.9) 37 (33.3) 97 (29.0) | Never 56/12" . 1,075 (0.596, 1.940) Grade 1.2 Grade 1.2 @ & &
central laboratory ) Male 168 (75.3) 79 (71.2) 247 (74.0) Smoking status : (000 @b &.\b
— PD-L1 results were blinded to investigators, patients, and sponsors Sex, n (%) —male 55 (24.7) 32 (28.8) 87 (26.0) Current or former 103/213 —— 0.466(0.311, 0.697) . (\q}" NS S
Figure 1: Study Design Cormer 115 (51.6) 53 (47.7) 168 (50.3) Disease stage Q& D
, \Y 129/273 —— 0.632(0.436,0.917) .2
Induction Phase Maintenance Phase Smoklng status, n (%) Never 76 (34.1) 45 (40.5) 121 (36.2) Leukopenia 135 (60.8) 48 (21.6) 65 (59.1) 16 (14.5) Immune-mediated AEs were selected from a list of preferred terms specified by the sponsor regardless of whether the
i S investigator attributed the event to a trial regimen or considered the event to be immune-mediated.
QBW4 g ycles O Current 32 (1 43) 13 (1 1.7) 45 (1 35) L iver metastasis ves 2137 0.370 (0153’ 0898) ; Abbre?/iation: AE, adverse event. ’
rm .
e Upon PD £COG performance 0 54 (24.2) 24 (21.6) 78 (23.4) No 138/297 —0— 0.729(0.505, 1.052) Thrombocytopenia 112 (50.5) 43 (19.4) 55 (50.0) 15 (13.6) EFERENCES
200 mg Continue status, n (%) 1 169 (758) 37 (784) 256 (766) <1 78/144 0.758 (0469’ 1224) 1. Bray F, Ferlay J, Soerjomataram |, et al. CA Cancer J Clin. 7. Horn L, Mansfield AS, Szczesna A, et al. N Engl J Med.
= Tislelizumab tislelizumab until 0 . Nausea 74 (42.3) 1(0.5) 43 (39.1) 1(0.9) 2018:68(6):394-424. | 2018;379(23):2220-2229. |
Platinum 200 Mg ¢ | oss of clinical i N (0/) Stage 1B 40 (1 79) 21 (1 89) 61 (1 83) PD-|] expression in TC =] /0 81/190 0549 (0347’ 0869) 2. Chen W. Clin J Cancer Res. 2015:27:1. 8. Paz-Ares L, Luft A, Vicente D, et al. N Engl J Med.
T . IS€ase Stage, n en en aade et a ancer in ' : - :
- + Jerciie 5 Stage IV 183 (82.1) 90 (81.1) 273 (81.7) 1-49% 36/80 —————  1.058(0.507, 2.209) Alanine aminotransferase increased 92 (41.4)  8(3.6)  45(40.9)  3(2.7) 3 Chen M. Zheng X Baade PD, et al. CA Cancer J Cin. 5. Gonei L Rodroues-Abreu D, Gadgeel S, et a. N EnglJ Med.
g PUSMRNGl  coxicity <1%’ 9 (43.0)  48(432) 144431 >50% s e 0.308(0.167,0.5¢67) o st redirion of metasiate saceoson-smll sl 10.2hang T, Son X, o L, ot al. ancer Immunol Immunother
cisplatin 75 mg/m?) J *Withdrawal of PD-L1 % expression o . Aspartate aminotransferase increased 86 (38.7) 4 (1.8) 49 (44.5) 0 luna cancer (NSCLC) in combination V?,ith chemotherapy. '2018967'7 ;10979_'1090,' | |
P S consent 1-49% 53 (23.8) 27 (24.3) 80 (24.0) Negative 119/245 - — 0.636(0.434, 0.930) X 9 INSCLE) Py 6717)
peme_’lc_rexed In tumor Ce”S' 4 (%) | | | ALK rearrangement | | L https://bit.ly/33pDkOK. Accessed November 26, 2019. 11.Dahan R, Sega E, Engelhardt J, et al. Cancer Cell.
o 5. Zhi XY, Wu YL, Bu H, et al. Chinese guidelines on the diagnosis 2015:;28(3):285-295.
NStage 1HIB/IV 500 mg/m? >50% /4 (33.2) 36 (32.4) 110 (32.9) Unknown 40/89 | _.—. — I0.669 (0.345, 1.297) Neutropenia® 83 (37.4) 99 (44.6) 42 (38.2) 39 (35.5) and treatment of primary lung e 2011). J Thorac o 12 Desar J Deva S, Low JS. ot al. J Immunother Cancer
O Fod'gw EGFR-sensitizing Negative 218 (97.8) 109 (98.2) 327 (97.9) 00 0.5 10 15 20 25 et Nemcall el 2020;8(1):000453.
. . 5 - National Lomprenensive Lancer INetwork. INon-small cell fung 13.Shen L, Guo J, Zhang Q, et al. J Immunother Cancer.
(N=334) mutation status, n (%) 305itive/unknownb 5(2.2) 2 (1.8) 7 (2.1) Favors tislelizumab + chemotherapy Favors chemotherapy alone Fatigue5 /74 (33.3) 3(1.4) 35 (31.8) 1 (0.9) Cinc?f (Versl";”dé];/zoz?)-(;‘:fSZ//WW(‘J’l";J”CC”°1°5r9£%r2°gess'°”a|5/ 2020;8(1):e000437.
Arm B . Abbreviations: Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; HR, hazard ratio; IRC, Independent PRySIEian SipEimsesp FEessEE AN T . 14.Wang Z, Zhao J, Ma Z, et al. Lung Cancer. 2020;147:259-268.
P| t ALK rearranaement Negat|ve 166 (744) 79 (71 2) 245 (734) . : . . . : . : .
atinum 9 Review Committee; ITT, intent-to-treat; PD-L1, programmed death-ligand 1; PFS, progression-free survival; TC, tumor cell. )
chemotherapy status, n (%) Unknown 57 (25.6) 32 (28.8) 89 (26.6) Decreased appetite 63 (28.4) 3(1.4) 28 (25.5) 1 (0.9) CON FL|CTS OF |NTEREST | o | | | | |
(carboplatin AUC 5 Pemetrexed Optiona't B one 75 (33.6) 41 (36.9 116 (34.7) ¢ Higher ORRgc and DCRr were observed in the tislelizumab plus chemotherapy arm 2 Rothes spesker foes from AdtyaZeneca, Hansoh Pharma, and Roches and fs n adsor and consulian for Astrazenecs, Bashringer mgehern.
cis |atin2§ o’ /m2) 500 mg/m2 Ec::‘solzlslcz):re;as Location Of distant i 0o O - 153 1 1 Compared Wlth Chemotherapy alone (Figure 3) VOmItlﬂg 55 (248) 1 (05) 23 (209) 1 (09) )Céflng)rzlgezgle’ Elljt\iﬁ_\’ngll\zlg}\,,vl-lluYtScb;\s,Ic\),r\}ll\;\eAcli’lF;?r)r?Ya,,‘Ij?zcic:neailvr;cg\e/,eannihziilgf:.diYSEI,OJSGe., LL are employees of Beigene with stock options. JC, YH,
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