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INTRODUCTION RESULTS (cont)

= WM is an indolent B-cell non-Hodgkin lymphoma characterized
by IgM-secreting clonal lymphoplasmacytic cells in bone marrow

Table 1. Baseline Characteristics Table 2. BOR by Investigator Assessment Table 5. TEAEs of Interest per Dosing Group

and extramedullary sites' Overall Patients Dose Zanubrutinib  Zanubrutinib
= Zanubrutinib (BGB-3111) is a next-generation BTK inhibitor CHBkECleniStics (N=50) 160 mg BID 320mgQ@D  Overall
designed to maximize BTK occupancy and minimize activation : 160 mg BID 320 mg QD (n=41) (n=9) (N=50)
g _ pancy _ . Age, median (range), years 72 (61-83) 72 (47-93) 72 (47-93) BOR by investigator assessment,? n (%) (n=33) (n=8)
of off-target kinases that may contribute to the AE profile of this <65 years. n (%) 2 (1.8) 7 212) 5 (18.0) Patients with >1 TEAE of interest, n (%) 31(75.6) 5 (55.6) 36 (72.0)
class of drugs?? =ovyears, it ' ' : Very good partial response 3(27.3) 13 (43.3) 13 (39.4) 3(37.5) 16 (39.0)
= BTK inhibitors, including zanubrutinib, have been shown to be Male, n (%) 10 (58.8) 17 (51.5) 27 (54.0) Partial response 4 (36.4) 10 (33.3) 12 (36.4) 2 (25.0) 14 (34.) erade =3 7 T o {169)
effective treatments for patients with WM, as demonstrated by Race, n (%) ) Hypertension 4 (9.8) o) 4 (8.0)
the results of the phase 3 ASPEN study* ‘ Minor response 1(9.) 4 (13.3) 4 (121) 1(12.5) 5 (12.2)
. . Asian 1(5.9) 1(3.0) 2 (4.0) : Infection 3(7.3) 1(111) 4(8.0)
= Zanubrutinib has also demonstrated fewer toxic effects N y et Pacific Ielamd 5 1 3.0) 120 Stable disease 2 (18.2) 0) 1(3.0) 1(12.5) 2 (4.9)
. . ; b L ; T ative Hawaiian or other Pacific Islander : : o
compared with the first-generation BTK inhibitor ibrutinib in the . Progressive disease 1(91) 3 (10.0) 3(91) 1(12.5) 4(9.8) Atrial fibrillation or flutter 1(2.4) 0 1(2.0)
phase 3 ASPEN study* White 12 (70.6) 29 (87.9) 41(82.0)
. i Neut [ 1(2.4 0 1(2.0
= In June 2021, zanubrutinib was added as a preferred therapy for Multiple 0 1(3.0) 1(2.0) Very good partial response or complete response 3(27.3) 13 (43.3) 13 (39.4) 3 (37.5) 16 (39.0) eutropenia (2.4) (2.0)
WM per the NCCN Guidelines® in Oncology v1.2022° Other? 4 (23.6) 1(3.0) 5 (10.0) Major response rate® 7 (63.6) 23 (76.7) 25 (75.8) 5 (62.5) 30(73.2) Second primary malignancy 1(2.4) o) 1(2.0)
= Zanubrutinib has recently been approved in the United States, ECOG PS, n (%) Overall response ratec 8 (72.7) 27 (90.0) 29 (87.9) 6 (75.0) 35 (85.4) aSafety population. No patients reported ventricular arrhythmias.

European Union, and Canada for the treatment of adult patients
. aEfficacy evaluable population. ®PMajor response rate includes patients achieving very good partial response and partial response. Overall response rate includes patients who achieved very good
6-8 3% pop ) p p g Y g p p p p p p Yg
with WM at a dose of 320 mg QD or 160 BID 0 3 (17.6) 4 (12.) 7 (14.0) partial response. partial response, or minor response.

1 12 (70.6) 27 (81.8) 39 (78.0) CONCLUSIONS
O B J E C T | V E S 2 2 (11.8) 2 (61) 4 (8.0) Safety

= Despite differences in demographic characteristics and baseline

) Time from initial diagnosis to first dose, median 37 929 70.4 = No new safety signals were observed, and no major differences were seen in the safety profile between patients with TN or ,
Primary (range), months (07-1417) (8.0-302.0)  (07-302.0) R/R WM and in those assigned to 160 mg BID or 320 mg QD d!segse status compared to the phase.3 ASPEN study (olc!er age
’ distribution, worse ECOG PS, longer disease course duration, and
= To provide real-world experience with zanubrutinib for treatment Prognostic group at study entry for WM, n (%) poorer prognosis), observed response rates and toxicity profile

Table 3. Treatment Exposure

of patients with WM for whom no other clinical trials were were comparable

_ Low risk 2 (1.8) 0 2 (4.0)
available Overall
Intermediate risk 10 (58.8) 17 (51.5) 27 (54.0) Treatment exposure (N=50) = |n patients with >1 postbaseline response evaluations, this study
Secondar SR demonstrated a higher very good partial response rate, similar
y High risk 5 (29.4) 15 (45.5) 20 (40.0) Duration of exposure, median (range), months? 8.3 (1.8-19.5) 9.8 (1.4-20.0) 9.2 (1.4-20.0) aior resbonse ra,?e and IgV\?er oeraII res Opnse te compared 16
= To assess safety and efficacy of zanubrutinib in patients Missing 0 1(3.0) 1(2.0) J P ’ P P
with WM ' ' <3 months, n (%) 4 (23.5) 3(9) 7 (14.0) those of the phase 3 ASPEN study
Number of prior lines of therapy, n (%) o
5 pp—— 0 e 819 <6 TOrs, [ e 1l Z &) 200y = The higher rate of PD and thus lower ORR compared to that
M E T H O D S ' : 6 to <9 months, n (%) 2 (11.8) 9 (27.3) 1(22.0) of ASPEN may be attributed to the less frequent response
1-3 0 29 (87.9) 29 (58.0) 5 1o <12 e (o (59 6 182 S 140 assessments on this study (every 6 months), in which response
= BGB-3111-216 is a phase 2 expanded access study >3 o 4(129) 4(8.0) 0 <12 months, n (%) 5-9) (18.2) (14.0) assessments were performed monthly for the first year; therefore,
(NCT04052854) in patients with TN or R/R WM in academic and >12 months, n (%) 7 (41.2) 13 (39.4) 20 (40.0) any responses that may have been achieved between response
. . . alncludes patients with race not reported, unknown, or other. . .
community medical centers across the United States , , ) assessments (ie, during months 1-5 or months 7-11) would not be
Eliaibl fients with TN R/R WM led and ved Number of treatment cycles received, median (range) 9.0 (2.0-21.2) 10.7 (1.5-21.7) 10.0 (1.5-21.7) captured
= Eligible patients wi or were enrolled and receive . . . .
. : Figure 1. Patient Disposition i i - %)e L : :
zanubrutinib monotherapy in 28-day cycles at a dose of 9 P Patients with dose reduction, n (%) 1(5.9) 4 (129 5 (10.0) — When considering the 4 patients with a BOR of PD, 3 of these
320 mg QD or 160 mg BID based on the investigator’s discretion . aDuration of exposure is calculated as (last dose date - first dose date + 1)/30.4375. POne cycle is defined as 28 days of treatment. The 'x cycle(s)' indicates patients completed at least x cycle(s) but i i i i i
i J J J . Enrolled patients less than x+1 cycles. “All dose reductions due to adverse events. patlent.s had IgM levels reported dUI’II?]g t_he :fII’St 6 months (Ie’ prior
= Efficacy assessments were performed based on modified Owen N=50 to the first response assessment), which indicated a response
criteria (6th International Workshop on WM?®) at least every o - .
6 months Table 4. TEAEs (25% in the Overall Population) = The results of this real-world expanded access study were
= AEs reported on this study included any-grade serious AEs, TN R/R Overall ci):&séentl\l/wth lJ_[he estgbllsk;]ed zadnu.br.uIlnlbdproflle n \:\rl]M and .
grade 3/4 AEs, and the following AEs at any severity level: (n=17) (n=33) (N=50) g 'Ierd “ce T;z'g”anc'esn"v e,;‘ha m'”3'528re 85[5“0”1% Oerapél'% A
anemia, atrial fibrillation or flutter, hemorrhage, hypertension, al,y ose.o ) Mg (?ra y (el, er ?S Mg or Mg T
. : . : . Any grade Grade >3 Any grade Grade >3 Any grade Grade >3 patients with intermediate or high-risk R/R or TN WM
infections, major hemorrhage, myalgias or arthralgias, Safety population Safety population
neutropenia, second primary malignancies, thrombocytopenia, Discontinued treatment (received treatment) (received treatment) Discontinued treatment Patients with >1 TEAE, n (%) 13 (76.5) 2 (11.8) 25 (75.8) 11(33.3) 38 (76.0) 13 (26.0)
and tumor lysis syndrome prior to first response n=17 n=33 prior to first response .
= The study was terminated by the sponsor in July 2021, when o e Ahrelgle e 0 At U DS Ve REFERENCES ABBREVIATIONS
’ n=6 n=3 i , P . e Al .
all patients were given the option to continue commercial . Transitioned to commercial Contusion 2(M.8) 0 3(9) 0 5 (10.0) 0 3. G ot ot Miod Chem 20BEATITAIBNEAG BT Brton tyrosine kinase: ECOG PS, Easter Goopermiive Oncology
ini ' ' ' ini ' i ' i __zanubrutinib (n=2); taxi . Tam et ol Blood 2020436(812038.2080 and Brog Adminisraion; M. immanogiobuln M NGCN, National
zanubrutinib therapy through a patient assistance program commercial zanubrutinib Efficacy population Efficacy population zanubrutinib (n=2) Epistaxis 1(5.9) 0 4 (121) 0 5 (10.0) 0 Bl oP e con
(n=6) (21 response (21 response Investigator's decision (n=1) P ) ) ) 5. NCCN Guidelines forWaIdenstrbm Macroglobulinemia/ Comprehensivg Cancer Network; NCI-CTCAE, National Cancer Institute
evaluation) evaluation) Hypertension 0 0 5 (15.2) 4 (12.) 5 (10.0) 4 (8.0) 6. BRUKINGAS Ziﬁiﬁfuﬁ.ynr."bﬁ’?;’a"liagl.znﬁi] BeiGene Ltd; September 2021 E??”SZ”EQE\TZ’L°3&3 D, progressve cisease, PFS, progression oo
RESULTS SRR n=1 n=30 e 7 SEUKINSA et ummny ofprocut charaeric) Bioene i 00 ence g U elepsedtactoy TEAR verimert e
n=2 D'scontmueitreatment Increased tendency to bruise 2 (11.8) o) 3(9.) 0 5 (10.0) 0 8. gR%ﬂNFsAb (anubrutini) [prodluct monograh, BeiGene Switzerand o Y '
n= mbH; February
m : : — . — AE (h=1): PD (nh=1 9. Owen et al. Br J Haematol 2013;160(2)171-176
Fifty patients were enrolled and treated (R/R n=33; TN n=17) (=1 PD (n=1) BB PD 3 Pneumonia 1(5.9) 1(5.9) 4. (12) 1(3.0) 5 (10.0) 2 (4.0)
i i i i Investigator aecision (n=l);
across 10 academic and community medical centers in the Discontinued Discontinued Withdra%val e — . DISCLOSURES
Unlted States (Table 1) treatment treatment . (n_1) ’ Skin infection 1 (59) 0] 3 (91) 0] 4 (80) 0] JJC: consulting with Janssen, Roche/Genentech, BeiGene, AbbVie/Pharmacyclics, Polyneuron; research funding from Pharmacyclics, AbbVie, Janssen, BeiGene,
— TG Therapeutics, AstraZeneca
= Most patients had either intermediate (n=27; 54.0%) or high-risk T =2 Upper respiratory tract infection 1(5.9) 0 2 (6.) 0 3 (6.0) 0 HAY: tock with Karyopharms smoakers borcas wilh AdtiaZences, Janmscon. BoiGane, GSK. Samoft Karsonhar, Amgen. pharmacyclcs
(n_zo_ 40 Oo/) disease All transitioned to All transitioned to JMM: consulting with TG Therapeutics; speakers bureau with Janssen, AstraZeneca
- ) . (o) H i o g o : stock with Immunomedics; research funding from ie elgene, Genentec ilea eiGene, InnoCare, Merc izer, Roche
. . . . . . Supply SeluliSe] Supply Urlnary traCt |nfeCt|0n 1 (59) O 2 (61) O 3 (60) O ::nlgF:tstolc(:k vstlzrll Alexion; hgno;aria fromhI;MSd; cgr:sultirgb\tl)v\i/th ’A?Dlvclisjl'hcerlgpeu';ich, Beié—]e:é,GGIiIe:é,BMtaerpho’s:/s/InSyte,"I'}g Thke’rzfpeu"tiSS; shpeakers bureau with
= Forty-one patients were assigned to receive zanubrutinib ADC Therapeutics, Genentech, Gilead, MorphoSys/incyte Seagen, TG Therapeics
160 mg BID, and 9 patients Were assigned to receive ° Leadlng tO treatment dlSCOI‘ItInuatIOI‘I, n (%)C 1 (5.9) 2 (6.1) 3 (6.0) EH.M,XZ,AC: employment?and.stod(.\gllvitr; BeiGeneFT . . . . . .
b t b 320 QD Efflcacy JH: employment and patents with BeiGene; leadership with BeiGene, Protara; research funding from BeiGene; stock with BeiGene, Roche
Zanuprutini mg Cardiac AESd 1 (59) O 1 (20) ECK, CAD, MG: nothing to disclose
= Median number of prior therapies for patients with R/R WM = A total of 41 patients had >1 response evaluations while on study (efficacy evaluable, n=41; CORRESPONDENCE
was 2 Table 2) Leading to treatment dose reduction, n (%)® 1(5.9) 3(9) 4 (8.0) Jorge 3. Castilo, WD
Dana-Farber Cancer Institute
= Nine patients discontinued drug before the first response = QOverall, 85.4% (35/41) of patients responded to treatment, with 73.2% (30/41) achieving a Leading to treatment dose interruption, n (%)’ 1(5.9) 5(15.2) 6 (12.0) e el
assessment (Figure 1) major response and 39.0% (16/41) achieving a very good partial response Leading to death 0 0 0 ACKNOWLEDGMENTS
— Eight transitioned to commercial supply of zanubrutinib = Responses were similar between patients with TN or R/R WM and in patients who sAE grades are evaluated based on NCI-CTCAE (v5.0). PPatients with multiple events for a given system organ class or preferred term are counted only once for each category. TEAE leading to \T’\:]eis"gﬁéd '\i/‘;aest‘s’ tgiggr?j;”"gjg:;‘;rséj:ti;;ﬁo”;:f&aasndri\s/%eec(;agy g‘lg gitrilir:jﬁfg;spﬁfg:’:;;‘L?nigetgizSt;;éene
owing to study closure received doses of 160 mg BID or 320 mg QD treatment discontinuation: pericardial effusion, pleural effusion, skin hemorrhage, soft tissue sarcoma (each n=1). “Pericardial effusion. °TEAE leading to treatment dose reduction: arthralgia, contusion, Y P Y ' PP P Y Y '
. . . . o ' ' fat.igue, pruritus, sl.<in hgmorrhgge (each n=1). TEAE leading to treatment dose interruption: arthralgia (n=2), contusion, fatigue, glomerular filtration rate decreased, hematuria, hypertension, pruritus, Copies of this poster obtained through Quick Response (QR) Code are for personal use only and
— One discontinued based on investigator decision = PFS and OS were immature due to short follow-up, and the median was not met skin hemorrhage, infection, urinary tract (n=1each). may not be reproduced without permission from IWWM® and the authors of this poster.
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