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Lung Cancer Study Population . . . Table 2: Best Tumor Response following Tislelizumab in Combination With Chemotherap
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e Adult Chinese patients (aged =18 years) with histologically or cytologically confirmed locally advanced or metastatic NSQ SQ-A {oN:! SCLC
Nonsquamous NSCLC Squamous NSCLC Cohort A

nonsquamous NSCLC, squamous NSCLC, or extensive-stage SCLC were eligible to enroll Tislelizumab+ Tislelizumab+ Tislelizumab+ Tislelizumab +

* Non-small cell lung cancer (NSCLC) accounts for 80-85%' and small cell lung cancer (SCLC) for approximately 15% of _ Patients with nonsquamous NSCLC of unknown EGFR and/or ALK mutation status were required to provide tumor (tislelizumab + pemetrexed + platinum) (tislelizumab + paclitaxel + platinum) SR EIRREE pemetrexed+P  paclitaxel +P gemcitabine+P etoposide + P * Treatment with tislelizumab in combination with chemotherapy was generally well tolerated in
all |ung Cancers. In China’ |ung Cancer is the Second most prevalent Cancer among men and fourth among Women tissue for testing 20_ ........................................................................................................................... 20_ ........................................................................................................................... (n=16) (n=15) (n=6) (n=17) patients With advanced |ung Cancer
¢ For patients with NSCLC and SCLC, first-line therapy includes platinum-doublet chemotherapy (eqg, vinorelbine, : : : . —~ 101 — 10+ CR 0 0 0 0 0 . . - .
gesz:itabine orotomel o coelitael e platinumF;%/ P Py (eg * Patients must have had no prior systemic therapy for advanced or metastatic disease X x % % % X 9 e Adverse events reported across all cohorts were consistent with the known tolerability profile of
' ' . — Prior neoadjuvant/adjuvant therapy or chemo-radiation therapy with curative intent was allowed but needed to < 0 RN\ PR 5(31.3) 12 (80.0) 4 (66.7) 8 (47.1) 29 (53.7) PD-1 inhibitors in combination with chemothera
: : : . : 9 9 Py
® Chemotherapy has been shown to induce PD-L1 expression on tumor cells have been completed at least 6 months prior to documentation of recurrence of disease T 10 B -10- \ UPR 4 (25.0) 0 0) 6 (35.3) 10 (18.5) As of 5 | 2018, 35 (64.8%) patient , S .
: . e e el - . : : . - S -1UA = — N . Ients remain on tr men
® Recent studies of 'mmune checkpoint |nh|b|tc?rs have .sho.vvn efflcacy In patients ‘1’\((';(? advanced NSCLC™ as well as e Patients were excluded if they had a sensitizing mutation in the EGFR gene or an ALK fusion oncogene; prior active 9 T 20- § BOR, n (%) SD 9 (56.3) 2 (13.3) 1(16.7) 5(29.4) 17 (31.5) > © =1 ' ° pa. ents remain o . ed e
in patients with SCLC™" as monotherapy and in combination with chemotherapy malignancies within 2 years of study entry or locally recurring cancers that have undergone curative treatment; o -20- o 20 PD 2 (12.5) 0 0 1(5.9) 3 (5.6) — Most AEs were reported to be mild or moderate in severity
e Tislelizumab is a humanized IgG4 monoclonal antibody (mAb) with high affinity and specificity for PD-1 that was >30Gy of radiation for the lungs within 6 months of the first administration of study treatment; or a history of 8_30_ ...................................................... -y NE 0 0 0 2 (11.8) 2 (3.7) — The rate of treatment discontinuation due to an AE was low (n=3/54)
specifically engineered to minimize FcyR binding on macrophages, thereby abrogating antibody-dependent interstitial lung disease or non-infectious pneumonitis, except for those induced by radiation therapies = = -40- T ' ' o . S . .
phagocytosis, a potential mechanism of T-cell clearance and resistance to anti-PD-1 therapy" Phase 2 Study Assessments £ -40- E . Missing 0 1(6.7) 1(16.7) 1(5.9) 3(5.6) ® Preliminary data suggest antitumor activity in patients with advanced lung cancer
¢ In a first-in-human, phase 1A/1B study (NCT02407990), single-agent tislelizumab was generally well tolerated and e Objective response rate (ORR), assessed by investigator per RECIST v1.1. was the primary endooint E .50 PD-L1 Expression E 40 oL Expression Confirmed ORR, % (95% CI)  31.3(11.0,58.7)  80.0 (51.9, 95.7)  66.7 (22.3,95.7) 471 (23.0,72.2) 53.7 (39.6, 67.4) — Across all cohorts, objective response rates ranged from 31.3% (NSQ) to 80% (SQ-A), with
demonstrated evidence of antitumor activity in patients with solid tumors, including NSCLC" DJ, P | SOR) el fY chR P B Pst y ”p OS) and ke 0 ENtEO' |” =i S ENtEO' ”” =i Confirmed DCR, % (95% Cl) 87.5 (61.7,98.4) 93.3(68.1,99.8) 83.3(359, 99.6) 76.5(50.1,93.2) 85.2 (729, 93.4) data being more mature among squamous NSCLC cohorts
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— A recommended dose of 200 mg administered intravenously (IV) every 3 weeks (Q3W) was identified for tislelizumab dl:srii‘foen“;’f”:;zp;arfe( (DoR))' iy eci:]z:ryra:f;pom)t; progression-free survival (PFS), overall survival (O5), an mPoria RD?:;ZZZL /07 mPoria E?:sazfe Confirmed CBR, % (95% Cl) 375 (15.2, 64.6) 93.3(68.1,99.8) 66.7 (22.3,95.7) 529 (27.8,77.0) 611 (469, 74.1) — The majority of responses were observed within the first two tumor assessments
® This phase 2 study (NCT03432598) with safety run-in and dose-expansion phases was designed to assess the _ ) - L : -/0- -80- *Includes patients with BOR in CR or PR or =24 weeks SD. . - : : . :
limi i d saf /tol bili f tislel b i bi ; ith plati b d ch h first- PFS' DOR' and OS results were not mature at data cut-off to be included in this presentatlon Abbreviations: BOR, best overall response; CBR, clinical benefit rate; Cl, confidence interval; CR, complete response; DCR, disease control rate; NE, not evaluable; ¢ The prellmlnary Safety/tOIGrablllty prOflle and antitumor aCtIVIty Support Contlnued development
preliminary efficacy and satety/tolerability ot tislelizumab Iin combination with platinum-based chemotherapy as Tirst Evaluat £ 4h fetv/tolerabilit fle of tislal; o inat th olat doublet ch th Squamous NSCLC Cohort B Small Cell Lung Cancer NSCLC Leel NSO NSCLC: ORR. obiect o P olatinum th o0 o o DL . £ ticlal b i : th ad d1
. . . . ° - Y b - S, . . , non-small cell lung cancer; , honsguamous : , objective response rate; P, platinum therapy; PD, progressive disease; PD-L1, programme
line treatment for Chinese patients with Iung cancer va uatlgn © tb.e Sa. ety/tolerability profile ot tislelizumab in combination with platinum-doublet chemotherapy was (tislelizumab + gemcitabine + platinum) (tislelizumab + etoposide + platinum) cell death ligand-1; PR, partial response; SCLC, small cell lung cancer; SD,JstabIe disease; SQ-A, squamous NSCLC cohort A; SQ-B, squamous NSCLC cohort B; UPR, ot tistelizumaniin patlents withiadvance ung cancer
a secondary ObJectivVe D) e D) sttt unconfirmed partial response. — A phase 3 StUdy has been initiated to evaluate tislelizumab as a single agent as second/
METHODS  x o x % % Safety and Tolerability third-line treatment (NCT03358875)

chemotherapy as first-line treatment (NCT03594747, NCT03432598, NCT03663205)

® The overall design of the study is detailed in Figure 1

Table 3: Overview of Treatment-Emergent Adverse Events

Patient Disposition

e As of 5 June, 2018, 54 patients with lung cancer (NSQ, n=16; SQ-A, n=15; SQ-B, n=6; SCLC, n=17) had been
enrolled in the study (Table 1)

was expanded up to approximately 15 patients per cohort — A total of 35 remained on treatment; 19 discontinued treatment (AE [n=3], disease progression [n=9], and

— In the safety run-in stage, 3-6 evaluable patients were enrolled in each cohort and followed up for =21 days

NSQ SQ-A SQ-B SCLC
Tislelizumab+ Tislelizumab+ Tislelizumab+ Tislelizumab +

e A total of 12 patients experienced serious AEs; anemia, thrombocytopenia, decreased platelet counts, and
pemetrexed+P  paclitaxel+P  gemcitabine+P etoposide +P pneumonitis (=2 each) were the most commonly reported (defined as occurring in =2 patients)
(n=16) (n=15) (n=6) (n=17)

— Safety data were reviewed by a Safety Monitoring Committee (SMC) after the first 3-6 patients in each cohort
completed at least one cycle (21 days) of treatment; no unexpected safety signals were observed and enroliment

® Five serious AEs (pneumonitis, dyspnea, autoimmune hepatitis, rhabdomyolysis, and myocarditis) reported to be
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e Patients were enrolled into one of four cohorts according to the histology of their primary disease and received © er.[n . ) . . | PD-L1 Expression Ay 16 (100.0) 15 (100.0) 6 (100.0) 17.(100.0) >4 (100.0) related to tislelizumab occurred in three patients
tisle.lizumab 200 mg Q3W in.comb.ination w!th eit.her of the following chemotherapies whereby the choice of * The majority of patients were male (n=40; 74.1%) and former/current smokers (n=39; 72.2%) EDI\]E ﬁDreEjSIIITn ENtEol |“ >Grade 3 AE 10 (62.5) 13 (86.7) 4 (66.7) 13 (76.5) 40 (74.1) — The myocarditis AE, which occurred in the SQ-B cohort, was fatal
platinum therapy was at the investigator’s discretion: e As of data cut-off, the majority of patients had received >4 cycles of study treatment: on average, patients from the e POISS . e A total of 13 patients experienced >1 immune-related AE (irAE
J y P y y g€, p Best Qverall Response M Partial Rgsponse Serious AE 3 (18.8) 3 (20.0) 1(16.7) 5 (29.4) 12 (22.2) e e ( )
- Nonsquamous NSCLC (NSQ): pemetrexed (500 mg/m?)+cisplatin (75 mg/m?) or carboplatin (AUC 5) Q3W two squamous NSCLC cohorts were exposed to more cycles of study treatment EE?JEIZI Response Ef,trgzlzsz}iiagfsease ' ' ' ' ' — Across the study, hypothyroidism (n=3), hyperthyroidism, decreased tri-iodothyronine, pneumonitis, pyrexia, and
: : : : . . . « i . -70- Fatal AE 0 1 (6.7 0 0 1019 — ' ing i '
— Squamous NSCLC cohort A (SQ-A): paclitaxel (175 mg/m?)+cisplatin (75 mg/m?) or carboplatin (AUC 5) Q3W Table 1: Patient Demographics and Disease Characteristics in Advanced Lung Cancer Unconfirmed partial response. |, PD-L1 TC<10% 11, PD-L1 TC 10% to <50% I, PD-L1 TC 250% e (6.7) 1:2) rash (n=2 each) were irAEs occurring in =2 patients
— Squamous NSCLC cohort B (SQ-B): gemcitabine (1250 mg/m?)+cisplatin (75 mg/m?) or carboplatin (AUC 5) Q3W = o o e Abbreviations: NSCLC, non-small cell lung cancer; PD-L1, programmed cell death ligand-1; PD-L1 TC, PD-L1 % expression on tumor cells. Immune-related AE 3(18.8) 4 (26.7) 2 (33.3) 4 (23.5) 13 (24.1) o ]/CA\II AEs \]zverT manag?able anczlj.rc.ev/ermbl'e,. with chemotherapy dose modifications or tislelizumab dose holds, except
: : : : . . o or one tatal event o myocarditis/myositis
_ . 2 2 . . . . o o . .
SCLC: etoposide (100 mg/m?)+cisplatin (75 mg/m?) or carboplatin (AUC 5) Q3W Tislelizumab + T|sle!|zumab+ T|s|e!|zurpab+ Tlslellzqmab+ Total AEs reported as related to tislelizumab 16 (100.0) 15 (100.0) 6 (100.0) 17 (100.0) 54 (100.0) _ Chemotherapy dose modifications: (76.5%)
® For all cohorts, tislelizumab was continually administered Q3W until the patient no longer benefitted from therapy, pemetrexed+P paclitaxel +P gemcitabine+P etoposide +P (N=54) . , , , or chemotherapy _ Tislelizumab dose holds (35.2%)
experienced intolerable toxicity, or withdrew consent; doublet chemotherapy was given until either completion (n=16) (n=15) (n=6) (n=17) Flgure 3: Duration of Treatment and Response in All Treated Patients Treatment-related >Grade 3 9 (56.3) 12 (80.0) 2 (33.3) 13 (76.5) 36 (66.7) . L o : . .
of 4-6 cycles (4 cycles for the N'SQ cohort) or occurrerlce of disease progression, assessed by RECIST 1.1 N NSCLC S NSCLC Cohort A - ' ' ' ' ' — Fatal myocarditis/myositis: patient, who experienced both myocarditis and rhabdomyolysis, had an onset of AEs
= ; A, : _ . onsquamous quamous ohor : : .. .
intolerable toxicity, or withdrawal of consent Median age, years 63.5 59.0 63.0 60.0 61.0 ttislelizumab 4 pemetrexed + platinum) ttislelizumab + paclitaxel + platinum) Treatment-related serious AFE 2 (12.5) 3 (20.0) 1(16.7) 5 (29.4) 11 (20.4) on Day 10 and died on Day 19 of treatment administration
e Tumor assessment by radiographic imaging was performed approximately every 6 weeks during the first 12 months Female 7 (43.8) 3 (20.0) 0 4 (23.5) 14 (25.9) > m> AEs reported as related to tislelizumab 9 (56.3) 10 (66.7) 5(83.3) 13 (76.5) 37 (68.5) REFERENCES
and every 12 weeks thereafter; tumor response was assessed by the investigator based on RECIST v1.1 criteria Sex, n (%) e _— . KA > ol o -related de 3 AE 1063 2 (13.3 0 5 (1.8 £ (9.3 1. PDQ Adult Treatment Editorial Board. Non-Small cell lung cancer treatment (PDQ®): Health professional version. 2018 Aug 16. In: PDQ cancer
' Male 9 (56.3) 12 (80.0) 6 (100.0) 13 (76.5) 40 (74.1) O > O O O O O 1> Tislelizumab-related =Grade (6.3) (13.3) (11.8) (9.3) information summaries [Internet]. Bethesda (MD): National Cancer Institute (US); 2002-. Available from: https://www.ncbi.nlm.nih.gov/books/
e Safety and tolerability were assessed throughout the study by monitoring adverse events (AEs), which were graded ————— >> > Tislelizumab.related serious AE 1(6.3) 2 (13.3) 0 0 3 (5.6) NBK65909/. Accessed April 2018.
according to NCI Common Terminology Criteria for Adverse Events (CTCAE v4.03), as well as by assessing changes Never 10 (62.5) 2 (13.3) 0 3 (17.6) 15 (27.8) : > op > . ' ' ° 2. PDQ Adult Treatment Editorial Board. Small cell lung cancer treatment (PDQ®): Health professional version. 2017 Jan 20. In: PDQ cancer information
in clinical laboratory values, vital signs, and physical examinations @ Partial Response artial kesponse AE leading to tislelizumab discontinuation 0 3(20.0 1016.7 0 4 (7.4 summaries [Internet]. Bethesda (MD): National Cancer Institute (US); 2002-. Available from: https://www.cancer.gov/types/lung/hp/small-cell-lung-
y 9 Peny | TOE)aCCO use, Current 0 13 (76.5) 2 (33.3) 3 (17.6) 8 (14.8) O Stable Disease gStabIe Disease ng ! 'z ( ) ( ) (7.4 treatment-pdg#link. Accessed August 2018.
® Pretreatment tumor samples were evaluated for PD-L1 membrane expression on tumor cells (TCs) by n (%) PP IIITIITIS> QProgresswe Pisease > Progr.esswe Pisease Data presented as n (%). 3. Shih Y, SunY, Yu J, et al. China experts consensus on the diagnosis and treatment of advanced stage primary lung cancer (2016 version). Asia Pac J
immunohistochemistry performed on an automated platform Former 6 (37.5) 10 (66.7) 4 (66.7) 11 (64.7) 31 (57.4) VI P09 92> ., > Ongoing - > > Ongoing Abbreviations: AE, adverse event; NSCLC, non-small cell lung cancer; NSQ, nonsquamous NSCLC; SCLC, small cell lung cancer; SQ-A, squamous NSCLC Clin Oncol. 2017:13(1):87-103.
P III TIITIFTLITIZTP> )iz DT PD-L1 Expression > EDI\]E IEI)(llore;SIilonEIII cohort A; SQ-B, squamous NSCLC cohort B; TEAE,treatment-emergent adverse event. 4 McDaniel AS. Alva A Zhan T ot al. E . £ PDL1 (B7-H1) Before And After Neoadjuvant Chemotherapy In Urothelial Carcinoma. Euro Urol
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Fiaure 1: Studv Desian ECOG status, © 2 (12.5) 4 (26.7) 1(16.7) 2 (11.8) 9(16.7) e —— Cromateno " Best Overall Response > N=15 Best Overall Response e All but one patient in the SQ-B cohort (98%) experienced a chemotherapy-related AE; 68.5% of patients across all Focus. 2016;1(3):265-8.
9 . y 9 n (%) 833 15 (88.2 45 (83.3 TIITIVIIIS platinum 180wks M Partial Response N Do 5 0wl M Partial Response cohorts (n=37/54) experienced an AE that was reported to be possibly related to tislelizumab 5. Gettinger SN, Horn L, Gandhi L, et al. Overall survival and long-term safety of nivolumab (anti-programmed death 1 antibody, BMS-936558, ONO-
Nonsquamous Squamous NSCLC Squamous NSCLC Small Cell 1 14 (87.5) 11(73.3) > (83.3) > (88.2) > (83.3) TIIIOCIIIIC O B Stable Disease @ Chemotherapy +  otable Disease o , : : , 4538) in patients with previously treated advanced non-small-cell lung cancer. J Clin Oncol. 2015;33(18):2004-2012.
9 9 9 M Progressive Disease  f——s platinum: 18.0wks 1 NO Assessment e Adverse events reported to be related to tislelizumab that occurred in =2 patients are detailed by grade in Table 4 , , , L
NSCLC Cohort A Cohort B Lung Cancer <10% 9 (56.3) 5 (33.3) 1(16.7) 15 (88.2) 30 (55.6) 6. Herbst RS, Bass P, Kim DW, et al. Pembrolizumab versus docetaxel for previously treated, PD-L1-positive, advanced non-small-cell lung cancer
(n=16) (n=15) (n=6) (n=17) ° ' ' ' ' ' . A am At A0 A A4 A AA As s sa A o . . . . (KEYNOTE-010): a randomized controlled trial. Lancet. 2016;387(10027):1540-1550.
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>10% to <25% 1 (6 3) 2 (13 3) 0 1 (5 9) 4 (7.4) Treatment (Weeks) Treatment (Weeks) 7. Rizvi NA, Mazieres J, Planchard D, et al. Activity and safety of nivolumab, an anti- PD-1 immune checkpoint inhibitor, for patients with advanced,
Safety Tislelizumab+ Tislelizumab+ Tislelizumab+ Tislelizumab+ . ' ' ' Ne) SO-A SO-B SCLC refractory squamous non-small-cell lung cancer (CheckMate 063): a phase 2, single-arm trial. Lancet Oncol. 2015;16(3):257-265.
-i pemetrexed+ paclitaxel+ gemcitabine+ etoposide+ PD-L1in >259 <509 4 (7.4 Squamous NSCLC Cohort B Small Cell Lung Cancer elali elali elali elali 8. Gadgeel SM, Pennell NA, Fidler MJ, et al. Phase Il study of maintenance pembrolizumab in patients with extensive-stage small cell lung cancer
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. . . . >50% 1 (6.3 5(33.3 3 (50.0 0 9 (16.7 — — — — — 9. Antonia SJ, Lépez-Martin JA, Bendell J, et al. Nivolumab alone and nivolumab plus ipilimumab in recurrent small-cell lung cancer (CheckMate 032): a
Q3W 4 cycles : O3W 4-—6 CyC|eS s Chenlgc?the.rapy © ( ) ( ) ( ) ( ) > > (n 16) (n 15) (n 6) (n 17) multicentre, open-label, phase 1/2 trial. Lancet Oncol. 2016;17(7):883-895.
: v : v $r<;r:tn|‘nean‘t;0n Not evaluable 2 (12.5) 2 (13.3) 2 (33.3) 1 (5.9) / (13.0) ) ) O W) > CTCAE Grade AE 10. Gandhi L, Rodriguez-Abreu D, Gadgeel S, et al. Pembrolizumab plus Chemotherapy in Metastatic Non-Small-Cell Lung Cancer. N Engl J Med.
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e All 54 patients were evaluable for response; 51 patients were evaluated for response post-treatment Chemotherapy + [ Stable Disease - Chemotherapy + B Progressive Disease Pyrexia 0) 0) 1(16.7) 2 (11.8) 3 (5.6) programmed death-1 (PD-1) mAb in patients with advanced solid tumors. J Immunother Cancer. 2016;4(suppl 1):154.
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*Either cisplatin or carboplatin could be selected as initial treatment per investigator discretion. o A . . ..
s detailed in Table 2, clinical response to treatment was observed across all cohorts
Enrollment in squamous NSCLC cohort B was limited to six patients. . P o o o . 0 :'3 é ('? 1'2 1'5 1I8 2'1 2'4 2'7 3'0 3'3 (') :'3 é cl) 1'2 1'5 1I8 2'1 2'4 2'7 3'0 3'3 Decreased T3 2 (12.5) 0) 0 0) 2 (3.7) ACKNOWLEDG M ENTS
Abbreviations: Cis, cisplatin; Carbo, carboplatin; NSCLC, non-small cell lung cancer; Q3W, every 3 weeks. — The confirmed ORRs (CR+PR) ranged from 31% (NSQ) to 80% (SQ-A) and overall clinical benefit rates (CR+PR+SD The authors wish to acknowledge the investigative center study staff and study patients, and to recognize those from BeiGene,
>24 weeks) ranged from 38% (NSQ) to 93% (SQ-A) Treatment (Weeks) Treatment (Weeks) Pruritus 0 0 0 2 (11.8) 2 (3.7) Ltd. who have substantially contributed to the development of this presentation. BeiGene, Ltd. provided financial support for
— Disease control rates (CR+PR+SD) were high (87.5%, NSQ; 93%, SQ-A; 83%, SQ-B; 76.5%, SCLC) l, PD-L1 TC <10%; I, PD-L1 TC 210% to <50%; Ill, PD-L1 TC 250%. - this presentation, including writing and editorial assistance by SuccinctChoice Medical Communications, Chicago, IL.
: .. . . . A . Abbreviations: DoT; duration of treatment; NSCLC, non-small cell lung cancer; PD-L1, programmed cell death ligand-1; PD-L1 TC, PD-L1 % expression on tumor cells. Data presented as n (%). Copies of this poster obtained through Quick Response (QR) Code are for personal use only and may not be reproduced without
— The antitumor activity of tislelizumab is presented In Flgure 2 and Flgure 3 Abbreviations: AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; NSCLC, non-small cell lung cancer; NSQ, nonsquamous NSCLC; permission from the author of this poster.

P, platinum therapy; SCLC, small cell lung cancer; SQ-A, squamous NSCLC cohort A; SQ-B, squamous NSCLC cohort B; T3, tri-iodothyronine.
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