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An Update on Safety and Preliminary Efficacy of Highly Specific Bruton
Tyrosine Kinase (BTK) Inhibitor Zanubrutinib in Combination With PD-1 Inhibitor
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INTRODUCTION RESULTS CONCLUSIONS

e Bruton tyrosine kinase (BTK) plays a critical e Tislelizumab is an investigational IgG4 variant Figure 2. Patient Disposition Table 2. Safety Summary e 37/% of patients with aggressive NHLs experienced an overall response, with
role in B-cell receptor signaling, which monoclonal antibody with high affinity and ) . Iy median follow-up of 8.1 months (Table 4) e The RP2Ds from dose escalation are the established full
mediates B-cell proliferation, migration, and specificity for the programmed cell death-1 All Dosed Patients AEs, n (%) N=70 — Responses were comparable across subtypes of NHLSs; of note, 50% of : .. : .
adhesion™ (PD-1) receptor5$ N=70 , > | , > ’ single-agent doses of zanubrutinib 160 mg twice daily and
- ptor Total 68 (971) patients with Richter transformation achieved an objective response ticlelizumab 200 ma administered everv 3 weeks
e Zanubrutinib (BGB-3111) is an investigational, — Engineered to minimize binding to Fc-y Grade >3 50 (71.4) — Complete responses were observed across all aggressive NHL subtypes 9 y
next-generation, irreversible BTK inhibitor receptor on maf:rophz.ag.es to mitigate Aggressive Lymphomas . . = ' The combination of zanubrutinib and tislelizumab
designed to maximize BTK occupancy and macrophage-driven killing of effector T (DLBCL. tFL, RT. CNS lymphoma): o(g\LeLr EF"LCEA"Z'C"?/'\;&“T\;I‘(‘:‘SS Related SAEsP 23 (32.9) Figure 4. Duration of Treatment in Patients With (A) DLBCL and (B) ° . . . .
minimize off-target inhibition of TEC- and cells, which may compromise the antitumor n=54 B - S . Other Aggressive Lymphomas (CNS Lymphoma, Transformed FL, RT) demonstrated a safety profile that is consistent with
EGER-family ki A activity of PD-1inhibitors e n=16 Leading to discontinuation of either or both drugs 10 (14.3) ’ ’ . . ,
) NG Mo e A - -
amily kinases n n known class toxicities of BTK and PD-1 inhibitors in B-cell
. . . RT, n=6; CNS lymphoma, n=4¢
— Has been shown in nonclinical studies to — Currently under development for the Median follow-up: 8 months (range, 01-377) Fatal 5 (71) e e e ¢ e s e % malignancies
be a highly potent, selective, bioavailable, treatment of solid tumors and hematologic - - AE. adverse event: SAE serious AE. a2 e x  *
and irreversible BTK inhibitor with malignancies i *Safety data are pooled across all patient cohorts in dose escalation and expansion phases. In addition to aggressive — = Non.GCB DLBCL _ Overa”, 14%% of patients discontinued stu dy treatment
otentiallv advantadeous pharmacokinetic non-Hodgkin lymphoma subtypes, also includes patients with chronic lymphocytic leukemia (n=5), Waldenstrom —— X = GCB DLBCL
pPK Ioh y q 9 . P . e Zanubrutinib and tislelizumab have shown On Treatment Off Treatment On Study macroglobul'inemia (n=2), ma.rginSI zone Iym.phomg (n=1), follicular lymphoma (n=6), and mantle cell ymphoma (n=2) — o CR (21 dru g)
( ) pnarmacodynamic properties encouraging efficacy as monotherapies =9 e (safety/survival follow-up) enrolled during dose escalation. "Patients with serious treatment-related AE related to either study drug. — a PR
— Complete and sustained BTK occupancy in phase 2 studies for hematologic SeaEssive cleesse: =30 n=21 ——————-> e — Most frequent grade >3 AEs were neutropenia (n=9),
observedlln botl?I per|dpherlal blﬁod ] malignancies®’ Adverse event: n=7 Figure 3. TEAEs in 210% of Patients or Grade >3 TEAEs in - at + Treatment Continuing anemia (n=7), and thrombocytopenia (n=5)
mononueiear €efs and i ymph noges  PD-1/programmed death ligand 1and B-cell Withdr.a\{val o s.u!oject: i CurIill 22 Patients Regardless of Causa"ty — :g:zgmﬂgg 832 J’Eg ﬁ\l\z/estigator's Decision
receptor pathway inhibitors are being Physician decision: n=2 n=24 Diarihea = " " — Grade >3 IR AEs were reported in 15.7% of patients, with
evaluated in combination for various B-cell Data cutoff date: August 31, 2019 Faatlﬁgg - | | | | | | i1t — i1t — i i
malignancies, with the expectation of an CLL, chronic lymphocytic leukemia; CNS, central nervous system; DLBCL, diffuse large B-cell ymphoma; FL, follicular Upper respifatorytractirll\!fection 0 5 10 15 >0 55 20 IR enterocolitis (n 3) and pneumOnltIS (n 2) OCcCurring in
= ’ o S lymphoma; GCB, germinal center B cell; MCL, mantle cell ymphoma; MZL, marginal zone lymphoma; RT, Richter C°2§$',‘$§§:82 Treatment Duration, mo >1 patient
additive or synergistic effect transformation; tFL, transformed follicular lymphoma. Anemia B
®MCL is considered aggressive, but was not selectively enrolled in dose expansion and thus was not included here. Throm'ﬁs;‘jiggiﬂ:z - m m m n n B X
15 Non-GCB; 12 GCB Back pain =’ - ¢ ¢ — — Related serious AEs in >2 patients included IR enterocolitis
O B J E C T I V E <3 Primary CNS lymphoma; 1 secondary CNS lymphoma. Decreased agﬁg}g X . . — . . N ?
omiting i 19 o ————————— RT anemia, hemolytic transfusion reaction, and pneumonitis
 In total, 70 patients with B-cell malignancies (safety population) were enrolled and Hyporaloms B Grade >3 N T SO G S W Transformed FL
* To evaluate safety, tolerability, and efficacy of zanubrutinib in combination with tislelizumab in treated in dose escalation and expansion, of which 54 patients had aggressive edtropnt C°“:t§nee°dﬁqa§$§ ———— Sy ymehoma — Grade 5 (fatal) events occurred in 5 (71%) patients, 4 of
. . . . . . . ypertension - e e >
- : mmune-mediated enterocolitis S e % : : 2 §
patients with relapsed/refractory aggressive non-Hodgkin lymphomas (NHLS) NHL subtypes (efficacy population; Figure 2 and Table 1) | T g tld. t geplgis :gg which were in the context of progressive disease
Figure 1. Trial Design e The maximum tolerated dose was not reached in dose escalation; 1 dose-limiting ”m°rA%E§%yiRa|“|5§E =*.,_ * PD
. .. cre . . . . . Ute isﬁgssm!m = + Treatment Continuing . . :
. thmlty (grade 3 hypersensmwty reaction) occurred at the RP2D in a patient with e ey ity = > Treatment Continuing _ . IR AEs consistent with anti—PD-1 therapy were observed
Dose Escalation -Dose ExPanSIona RIChter transformatlon |_II_?/nmqg:}nlgccyttrcfrc]f)flhjr?’lodnercer:gggg -_ . . . 0
in NHL subtypes Preumonts S, e and managed with supportive therapy including
Dose 1 Cohort 1 . . . . Urinary tract infection * . . . . .
(n=16) (n=8) Table 1. Patient and Disease Characteristics (Aggressive NHLSs) y 0 5 10 15 20 Y 20 iy 20 45 20 0 : 5 1 0 y 20 corticosteroids; however, treatment termination was
Zanubrutinib 320 mg qd GCB DLBCL : Patients, % Treatment Duration, mo ' '
Tislelizumab 2.0 mg/kg q3w Aggressive NHLs TEAE, treatment-emergent adverse event. ﬁLE,faclilverlse Ieven;c}; CNS,GCBI\CI:S, central InervousBsystﬁnlg);DCR, complete rdesponsel;al[_\?LBCL, fliffuse IargeRE-cleellhlymphoma; NECessary In a su bset of patlents
. - Cohort 2 Characteristic (n=54) , follicular lymphoma; , germinal center B cell; PD, progressive disease; PR, partial response; RT, Richter o .
R/R B-Cell Malignancies RP2D - formation; SD, stable disease. 9
. CLL . DLBCL Dose 2 Zanubrutinib Non-CinCI;OI;LBCL Age, median (range), y 63 (27-86) e The most common treatment-emergent AEs were diarrhea (26%); fatigue, cough, ransiormation; =5, siable clsease » Clinical aCtIVIty. based on .an overall response rate .Of 37%
S ) 160 mg bic ECO’G o5, n % ’ and nausea (each 20%); and upper respiratory tract infection (19%; Figure 3) e 17% of patients remain on treatment, most of whom (6 of 9) have other aggressive was observed in aggressive subtypes of NHL that included
.MCL  -RT B st el W 200 mg flot G3w o R lymphomas (Figure 4) specific subtype responses as follows: diffuse large B-cell
' 0 21(39) Table 3. Grade =3 IR AEs 0 i 0
tFL, RT 1 25 (46 Table 5. Progression-Free Survival y.mphoma (37%), trgnsformed follicular lymphoma (35%),
Dose 3 Cohort 4 Events, n (%) N=70 Richter transformation (50%), and central nervous system
(n=7) (n=4) 2 8 (15) : : . CNS mphoma (25%)
Zanubrutinib 160 mg bid PCNS lymphoma or : : : : Patients with >1 specific grade 23 IR AE 11(15.7) DLBCL lymphoma RT (o ymp ©
Tislelizumab 200 mg flat q3w SCNS lymphoma No. of prior systemic therapies, median (range) 3 (1-10) . .. (n=27) (n=4) (n=6) (n=17)
) Immune-mediated enterocolitis 3(4.3)
Refractory to most recent systemic therapy, n (%) 20 (37)

Patients were treated until progression or unacceptable toxicity

1 o
Pneumonitis 2 (2.9) PFS, median (95% CI),

Data cutoff date: August 31, 2019. Time from end of most recent systemic therapy 2.7(1.4-5.3) 4.5(03-8.3) 41(2.4-NE) 5.4(1.7-8.3)

bid, twice daily; CLL, chronic lymphocytic leukemia; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; GCB, germinal center B cell; to studv entrv. median (ran e) mo 2.3 (0'62-5) . 5 - . mo R E F E R E N C E S
MCL, mantle cell ymphoma; MZL, marginal zone lymphoma; NHL, non-Hodgkin lymphoma; PCNS, primary central nervous system; q3w, every 3 y Y, ge), ALT increased, GGT increased, diarrhea, eczema, autoimmune Follow-up time,

weeks; qd, once daily; RP2D, recommended phase 2 dose; R/R, relapsed/refractory; RT, Richter transformation; SCNS, secondary central nervous ECOG PS, Eastern Cooperative Oncology Group performance status; NHL, non-Hodgkin lymphoma. encephalitis, immune-mediated hepatitis, maCU|Opa|DU|ar raSh, each 1 (14) median mo 6.5 NE 23.9 8.5 1. Rickert RC. Nat Rev Immunol. 2013:13:578-591. 5. Qin S, et al. Future Oncol. 2019:15:1811-1822.
system; tFL, transformed FL; WM, Waldenstrom macroglobulinemia. ’ ’ ’ . . « . . ’ " 2 1QE.
, , , , toxic epidermal necrolvsis. immune svnhovitis 2. Choe H, Ruan J. Oncology (Williston Park). 6. Song, et al. HemaSphere. 2019;3:185-186.
aCohorts 1, 2, and 4 had slots available for up to 10 patients; cohort 3 had slots available for up to 20 patients. [ y ’ y CNS | . DLBCL. diff | Bcell | h . NE imable: PES ion.f val- 2016:15:pii:218737 , . _
e Grade >3 treatment—emergent AEs were reported in approximately 71% of patients ,.centra nervous system, , ditffuse large B-cell lymphoma; NE, not estimable; , progression-free survival, 212 -. 7. SongY, et al. Hematological Oncol. 2019;37(suppl 2):45-46.
) ) o ) ) ) AE, adverse event; ALT, alanine aminotransferase; GGT, gamma-glutamyl transferase; IR, immune-related. RT, Richter transformation; tFL, transformed follicular lymphoma. 3. Aalipour A, Advani RH. Br J Haematol. 2013;163:436-443. 8. Cull G, et al. Blood. 2017;130(suppl 1, abstr):4057.
® Open—label, mU|t|Center, phase 1b trial (NCT02795182) of zanubrutinib in combination with (Table 2) 4. Tam CS, et al. Blood. 2019;34:851-859. 9. Othman J, et al. Haematologica. 2018;103(5):e223-225.
tislelizumab in patients with relapsed/refractory B-cell malignancies (Figure 1) e Related serious AEs occurred in approximately 33% of patients e Grade >3 IR AEs were reported in 15.7% of patients (Table 3). e Median progression-free survival ranged from nearly 3 to 5 months in treated
— Events reported in >2 patients were patients (Table 5) DISCLOSURES
M E T H O D S * Immune-related (IR) enterocolitis (n:3) Tab|e 4 Best Response CST: research funding from Janssen and AbbVie and honoraria from Janssen, AbbVie, BeiGene, Novartis, and Roche. GC: travel and
’ accommodations expenses from Amgen, GlycoMimetics, and AbbVie. SO: consultancy with and honoraria from AbbVie, Janssen,

* Abscess “mb’ anemia, back pain, hematurla’ pneumaonia, pneumom’us, and Gilead, Roche, Mundipharma, Merck, Bristol-Myers Squibb, and Celgene and research funding from AbbVie, BeiGene, Janssen,
urosepsis (n=2) DLBCL Gilead, Roche, Celgene, and Epizyme. GPG: research funding from Monash University. AMJ: consultancy with Roche and member

End Points

. of board of directors/advisory committees for Roche and Janssen. FR: employed by St George Hospital. SMH: employed by Peter
° Hemo|yt]c transfusion reaction (n:2) GCB Non-GCB All DLBCL CNS |ymphoma RT tFL Aggress|ve Total MacCaIIl.Jm Cancer Cen.tre; honoraria from Gilead; and. expenses from AbbVie. HMP: consulting with Takeda, Janss.en, Amgen, and
o Pri e S d R =12 =15 =27 =4 -6 =17 =54)° Allergan; research funding from Allergan; and honoraria from Takeda, Janssen, Amgen, Celgene, and Allergan. WL: employed by
o escatation: maxi e . ~ Occurred in 2 patients with Waldenstrm macroglobulinermia and led to r— e vy il — S il e e P e o oy 2
— Dose escalation: maXImumztolerat(ed gosie — Overall response rate, ?rogresswn-free discontinuation of further enroliment of patients with this subtype?® Follow-up, median (range), mo 5.4 (0.6-29.8) 8.9 (01-30.8) 77 (01-30.8) 3.2 (1.0-10.8) 14.5 (3.5-377) 8.4 (0.9-34.4) 81(01-377) ’ e o S ' |
and recommended phase 2 dose (RP2D), survival, and duration of response
based on the incideace of dose-limiting . . e AEs leading to study drug discontinuation (>1 drug) in 14% of patients were mostly ORR, n (%) 4 (33.3) 6 (40.0) 10 (37.0) 1(25.0) 3 (50.0) 6 (35.3) 20 (37.0) CORRESPONDENCE
toxicities. safetv. tolerabilitv. and PK profile - InC|.dence an.d dgvelopment of antlodr.ug serious and IR, including pneumonitis, IR hepatitis, IR enterocolitis, and IR encephalitis Best overall response, n (%)
’ Ys Y P antibody to tislelizumab when administered Constantine.Tam@petermac.org
— Dose expansion: safety and tolerability of in combination with zanubrutinib e Fatal AEs (grade 5) in the 5 patients were CR 1(8.3) 3 (20.0) 4 (14.8) 1(25.0) 1(16.7) 3 (17.6) 9 (16.7)
the combination determined by occurrence « Exploratory analyses — Multi-organ dysfunction (in the setting of progressive disease [PD]) PR 3 (25.0) 3 (20.0) 6 (22.2) 0 (0.0) 2 (33.3) 3 (17.6) 11 (20.4) ACKNOWLEDGMENTS
and severity of adverse events (AEs) per — Septic shock and pneumonia (in the setting of PD) SD 0 (0.0) 0 (0.0) 0 (0.0) 1(25.0) 0 (0.0) 4 (23.5) 5 (9.3)

— PK profiles of the combination treatment We would like to thank the investigators, site support staff, and especially the patients for

common ferminology Criteria for AEs, — Respiratory failure (in the setting of PD) PD 7 (58.3) 8 (53.3) 15 (55.6) 2 (50.0) 3 (50.0) 7 (41.2) 27 (50.0)° partcipating in this study.

version 4.03 — Predictive biomarkers (eg’ mutation anaIySIS)’ Aspirati . ( th ti £ PD) Discontinued before first This study was sponsored by BeiGene. Editorial support was provided by Bio Connections LLC and
i i i — ASPpIrauon pneumonia (In the setting O f Bei _

Changes. INn tumor m|croenV|ronment, and P P g ecessment 1 (83) 1 (67) 2 (74) 0 (OO) 0 (OO) 0 (OO) 2 (37) unded by BeiGene
mechanisms of resistance — Toxic epidermal necrolysis (related to tislelizumab)

— Cerebral spinal fluid concentrations of e Toxic epidermal necrolysis an IR AE. was observed in a patient after 2 doses: CNS, central nervous system; CR, complete response; DLBCL, diffuse large B-cell lymphoma; GCB, germinal center B cell; ORR, overall response rate; PD, progressive disease; PR, partial response; RT, Richter transformation; SD, stable disease;

, , i , _ ’ C _ _ T ’ tFL, transformed follicular lymphoma.
study drugs for patients with central patient died despite study treatment discontinuation and use of antibiotics, “Includes patients with any postbaseline disease assessments or who had discontinued from the study as of the data cutoff date. One patient with secondary CNS lymphoma and 2 patients with tFL were excluded from the evaluable population
Nnervous system Iymphoma intravenous immunoglobulin, and corticosteroids because they were still on study and had no disease assessments as of the data cutoff date. Copies of this poster obtained through Quick Response (QR) Code are for personal use only and
°Includes patients who have progressed clinically or died from disease under study based on investigator judgment and without confirmed imaging by positron emission tomography-computed tomography or computed tomography. may not be reproduced without permission from ASH® and the author of this poster.
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