Safety and Activity of BTK Inhibitor Zanubrutinib (BGB-3111) in Combination with the PD1 Inhibitor
Tislelizumab (BGB-A317) in Patients with B-Cell Lymphoid Malignancies
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INTRODUCTION RESULTS

* Bruton’s Tyrosine Kinase (BTK) plays a critical role in B cell receptor (BCR) * Patient disposition at the current cutoff is shown in Figure 2 ® Serious adverse events were reported in approximately 70% * 40% of patients experienced an objective response (Table 4, Figure 4)
signaling, which mediates B cell proliferation, migration, and adhesion — Median follow-up 5.1 months (range, 0.4-14.1) and 41 (0.4-14.1) for indolent B-cell maligiancies and aggressive of patients — Responses were seen in patients with indolent B-cell malignancies and aggressive lymphomas

* Based on preclinical data, zanubrutinib (BGB-3111) was shown to be lymphoma, respectively * Serious AEs and AEs leading to treatment discontinuation were * 36% of patients remain on treatment, the majority of which (7 of 9) have indolent B-cell malignancies (Figure 4)

a pote.njc, highly specific, and irreversible BTK in.hibifcor with greater . . . N more commonly reported with Dose 2 (Table 3)
silectlwty;pr B.TK VZ ot:er TEC-dand EQFR-famlly kLnases and favorable Figure 2. Patient Disposition as of 15-SEP-2017 Table 4. Best Response
pharmacokinetic and pharmacodynamic properties : : : Table 2. Events Of SpeCial Interest " dolent F——

* Immune checkpoint inhibitor tislelizumab (BGB-A317) is a humanized Indolent B-CelliMalignancies Adgressivellymphoma Indolent Adaressive
lgG4 variant monoclonal antibody, which targets the programmed cell (CLL, FL, MZL, WM) (DLBCL, MCL, transformed) Events, n (%) (n = 13) g('g - 12) MCL Transformed
death 1 (PD1) receptor and which is engineered to have no Fc gamma ’ Response (n=2) (n = 5)
receptor binding Enrolled & Dosed Enrolled & Dosed Immune-related events Median follow-up, mo (range) 37(2.3-5.2) 5.3 (1.6-14) 31 91 (7.6-10.6) 2.8 (11-8.5) 2.8 (0.4-5.3) 67 (0.8-141) 51 (0.4-14.)
— Under dev.elopm.ent for.the treatment of solid tumors and n=13 n=12 Pneumonitis 0 2 (17) Best Response, n (%)

hematologic malignancies (CLL =5, FL = 5, MZL =1, WM = 2) DLBCL = 5% MCL = 2, transformed = 5 ol 5 5 ’

* Preclinical data has shown BTK inhibitors to be synergistic with Median follow-up 5.1 months (range, 1.6-14.1) Median follow-up 4.1 months (range, 0.4-14.1) Ol ORR 2 (40) 2 (40) 0] 2 (100) 1(20) 0] 3 (60) 10 (40)
checkpoint |nh|b|tors, .Wlth th.elr comblnat!on expected to result in Hepatitis 0 0 CR 0 1(20) 0 0 1(20) 0 0 2 (8)
greater benefit for patients with B-cell malignancies ] ]

Efficacy Evaluable Efficacy Evaluable Nephritis 0 0 VGPR B B B 1(50) B 3 B 1(4)

* Here, we present early safety data from a Phase 1b trial exploring the n=13 n=12
combination of zanubrutinib and tislelizumab Hemolytic transfusion reaction 2 (15) O PR/PR-L 2 (40) 1(20) 0 0 _ 0 3 (60) 6 (24)

Off study Off study Autoimmune encephalitis 1(8) O MR B B _ 1(50) B _ _ 1(4)

M E T H O D S roaression (n : 1=) 6 On study | n=10 On study Additional adverse events of special interest SD 0 3 (60) 1(100) 0 2 (40) 1(50) 0] 7 (28)

* First-in-human, open-label, multicenter, Phase 1b trial to evaluate safety, Adverse event (n = 4) n=17 Progression (n = 8) n=2 Atrial fibrillation/flutter 1(8) 0 . 5 (40 0 0 0 > (40 1(50 5 (40 7 (28

. , L — TR : . Investigator discretion (n = 2) (40) (40) (50) (40) (28)
tolerability, and efficacy of zanubrutinib in combination with tislelizumab Withdrawal of consent (n = 1) . .
in patients with B-cell lymphoid malignancies (Figure 1) Feieil @/ P Cortusien S Y Discontinuation or NE or ND* 1(20) 0] 0] 0 0 O 0 1(4)
. ) ) o CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell ymphoma; FL, follicular lymphoma; FU, follow-up; MCL, mantle cell lymphoma; MZL, marginal .
— Patients are to be treated until progression or unacceptable toxicity zone lymphoma; WM, Waldenstrem'‘s macroglobulinemia. Hypertension 0 1(8) CR, complete response; D/C, discontinuation; ORR, overall response rate; PR, partial response; PR-L, partial response with lymphocytosis; SD, stable disease.
. . . *3 non-GBC; 2 GBC. * Patient discontinued for reason other than PD before 1st response assessment or response assessment was either not evaluable or not done.
Primary endpoints Diarhes 1(8) 4 (33)
* Dose escalation: maximum tolerated dose and recommended - - cod:
Phase 2 dose, based on the incidence of protocol-defined Table 1. Patient and Disease Characteristics Severe hemorrhage 0 0 Figure 4. Duration of Treatment in Patients With (A) Indolent B-cell malignancies or (B) Aggressive Lymphoma
dose-limiting toxicities (DLTs), safety, tolerability, and Indolent Aggressive . . . | A
pharmacokinetic (PK) profile Characteristic (n=12) : Serlotlsda.dvgrset.evetnts (E; f\l/sll\?olytlc transfusion reaction were FL “ Richter’s transformation ||
* Dose expansion: safety and tolerability of the combination Age, years, median (range) 62 (47-76) 62.5 (27-7) 62 (27-76) reported in £ patients wi WM — Transf 4 EL ---?-
determined by occurrence and severity of adverse events (AES) ECOG performances status, n (%) — Both patients were previously treated with multiple regimens =1 ranstorme T
per CTCAE v 4.03 0 7 (54) 3 (25) 10 (40) of chemoimmunotherapy and required ongoing red cell — Non-GCB-DLBCL
— Select secondary endpoints 1 3 (23) 7 (58) 10 (40) transfusions for anemia WM > Non-GCB-DLBCL I
* Efficacy, including overall response rate, progression-free survival, 2 3 (23) 1(8) 4 (16) — Shortly after initiating therapy with tislelizumab in combination FL S L ~
and duration of response . . : : 2 HC) U with zanubrutinib, and during red cell transfusion, the patients CLL -' T
* PK profiles Number of prior therapies, median (range) 4 (1-6) 4 (1-6) 4 (1-6) reported abdominal pain and fever and had hematuria - MCL
* Incidence and development of anti-drug antibody to tislelizumab Bulky disease,” n (%) 1(8) 1(8) 2(8) _ . . . GCB-DLBCL A\
Dose 1 (zanubrutinib 320 mg QD, tislelizumab 2.0 mg/kg Q3W) 7 (54) 3 (67) 15 (60) '—azoratory a”g'ys's ;howed worsening anemia, elevated LDH CLL —
. . . . S and negative Coomb’s test Non-GCB-DLBCL
Figure 1. Trial Design Dose 2 (zanubrutinib 320 mg QD, tislelizumab 5.0 mg/kg Q3W) 6 (46) 4(33) 10 (40) CLL A W Zanubrutinib 320 mg; Tislelizumab 2 mg/kg = W Zanubrutinib 320 mg; Tislelizumab 2 mg/kg
Dose Escalation ECOG, Eastern Cooperative Oncology Group; GBC, germinal center B-cell; LDH, lactate dehydroganase; Q3W, every 3 weeks; QD, once daily. — Both patients were treated with immunosuppressive therapy, _— W Zanubrutinib 320 mg; Tislelizumab 5 mg/kg GCB-DLBCL » B Zanubrutinib 320 mg; Tislelizumab 5 mg/kg
R/R) B-cell Dose “Any lymph node >10 cm in maximum diameter. including high-dose glucocorticoids, and the events resolved CLL H CR & VGPR Transformed EL A Em CR & VGPR
( ¢ ) B-ce Expansion slowly over time MZL 1 PR/PR-L A MR 1 PR/PR-L A MR
malignancies Figure 3. Most Common Adverse Events (> 10%) Regardless of Causality cLL e (O3 A PD Transformed FL [lIA ® SD A PD
Cohort 1 Indol B-Cell Mali . A ve L H ® A serious adverse event of autoimmune encephalitis was reported O ';'_E c ‘ NA MCL A O NI'E c ‘ NA
Dose 1 ndolent B-Ce alignancies ggressive Lymphoma in a patient with CLL and a biopsy suggestive of large cell FL = Treatment Continuing | =» Treatment Continuing
—15 (n = 0/20) (CLL, FL, MZL, WM) (DLBCL, MCL, transformed) transformation | ' ' !
(n =15) SR BILEEL O 50 100 150 200 250 300 350 400 450 o) 50 100 150 200 250 300 350 400 450
zanubrutinib Petechiaec/gg{up;gar{ Siarh — Approximately 2 months after initiating therapy tislelizumab Treatment Duration (Day) Treatment Duration (Day)
320 mg QD arrhea in combination with zanubrutinib, the patient presented with . o
Thrombocytopenia f ti | decli t fUS] h toni d twitchi . Note: symbpls on f|gur§s |nd|catg best response. | . . | _ .
tislelizumab unctional decline, acute contusion, nypertonia and twitcning in CLL, chronic lymphocytic leukemia; CR, complete response; DLBCL, diffuse large B-cell ymphoma; FL, folliular lymphoma; GCB, germinal center B-cell-like; MCL, mantle cell ymphoma; MR, minor response; MZL, marginal zone lymphoma,;
20 /ka Q3W Cohort 2 ALT increase Fatigue face and neck, and delirium NA, not assessed; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease; VGPR, very good partial response.
.0 mg/kg
(n = 0/20) Anemia — During a four-month hospitalization for this event, the patients
Non-GCB DLBCL Arthralgia Pyrexia mental status waxed and waned, at one point he was comatose C O N C L U S I O N S R E F E R E N C E S
Dose 2 Constipation URTI ~ He was treated with aggressive immunosuppressive therapy e Preliminary results from the Phase 1b trial suggest that the combination 1. Rickert RC. Nat evimmunol. 2013;13:578-591.
and gradually improved over time . .. e . .
Cohort 3 Cough of BTK inhibitor zanubrutinib (BGB-3111) and the checkpoint inhibitor 2. Choe H, Ruan J. Oncology (Williston Park). 2016;15:pii:218737.
Fatigue ™ Grade 1-2 Cough ™ Grade 1-2 — A thorough diagnostic work up ruled out other causes of tislelizumab (BGB-A317) had a manageable toxicity profile in a wide variety of 3. Aalipour A, Advani RH. Br J Haematol, 2013:163:436-443.
zanubrutinib (n = 0/20) Grade 3-4 Grade 3-4 encephalitis B-cell malignancies
320 mg QD Transformed GGT increased 4. Tam CS, et al. Blood. 2015;126:832.
| h Hemolvtic Nausea ; — Adverse events were attributed to the known single-agent toxicity profiles
tislelizumab YARPLOIE transfusion reacion Table 3. Safety Summary, Dose Comparison 5. Sagiv-Barfi |, et al. PNAS. 2015;112:E966-72.
5.0 mg/kg Q3W Headache Anemia Dose 1 Dose 2 * Autoimmune adverse events, consistent with anti-PD1 therapy, were
Event, n (%) (n = 15) (n =10) observed and managed with supportive care
Hyperglycemia
Cohort 4 Nausen Hypomagnesemia Any AE 15 (100) 9 (90) — Pneumonitis (n=1) and encephalitis (n=1) led to discontinuation of tislelizumab
(n = 0/20) : : : : :
Dose 3 SCNSL o SCNSL Orphayngeal pain e Grade 2 3 AE 1(73) 8 (80) — The severe hemolytic transfusion reactions following PRBC transfusions ACKNOWLEDGMENTS
(Not yet open) o Y Serious AE 10 (67) 8 (80) in 2 patients with WM suggests a unique limitation of this combination
. 4a (n=10): Cycle 1-4: ermat burn Bheumonia for WM given the high response rate seen in WM with single-agent We would like to thank the investigators, site support staff and especially the
ﬁ%%Uertl'Bng Single-agent URTI Fatal AE 0 " (19) zanubrutinib; 1 patient continued on zanubrutinib monotherapy patients for participating in this study
mg tislelizumab | | | | | | | | | | | | AE leading to di , , ¢ . _ o
o o 0 200 40 60 80 100 0 20 40 60 80 100 . g to discontinuation o 3 (20) 5 (50) e Responses have been seen in both indolent B-cell malignancies and aggressive This study was sponsored by BeiGene. Editorial support was
tislelizumab Cycle 5+: RP2D either or both drugs P . L . 0 L gg. provided by Bio Connections LLC and funded by BeiGene
200 mg flat Q3W o Patients (%) Patients (%) lymphomas, and further investigation into the activity of the combination in
« 4b (n=10): RP2D Death 4 (27) 2 (20) aggressive diseases such as in Richter's Transformation is warranted

BID, twice daily; GCB DLBCL inal center B-cell diffuse B-cell lymph PCNSL, pri tral SlfeLT]CSrr:%grc rlggnp?rzct)g;itcr;ecltjTr?fgic?i;o[r)rL\E/;vCI\/lL’ SJ;fllstenLat:giqz_;ea”c%nt;ﬁ)hbmr?;e:1Liéf0|”CUIarIymphoma; VI, mantle cellymphoma; Mk, marginal zone ymefome: AE, adverse event Copies of this poster obtained through Quick Response Code
, IWICE dally, , germinal center b-ce Inruse b-ce mpnoma, , Primary centra ) ) ) . ) . . . s .

nervous systezw lymphoma; QgW, every 3 weeks; QD, once daily; I%/P2D, recommended Phasye 2 *Multiple organ dysfunction syndrome related to progression; **Deaths determined to be * Enrollment into Dose 3 is ongoing are for persona/ use On/y and may not be reproduced without

dose; SCNSL, secondary central nervous system lymphoma. * Immune-related AEs were reported in 20% of patients (Table 2) due to progressive disease. permission from the author of this poster.
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