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INTRODUCTION RESULTS CONCLUSIONS

Advanced-stage MZL is generally incurable’ - A total of 68 participants were enrolled in the study (Figure 2 Table 2. Best Overall Response by IRC and INV Assessment . At a follow-up of 24 months, progression-free survival (PFS) rate b Figure 6. Safety Summary : ..
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BTK inhibition has antitumor activity in various B-cell malignancies?? progressive disease (PD) e ikl LD - A
B Y 9 ORR, n (%) 45 (68) 44 (67) 50 (76) 00 Leading to death 5 (7)° to-treat subgroups
« Zanubrutinib (BGB-3111) is a potent and highly specific next-generation Figure 2. Patient Disposition [95% ClI] [55.6, 79.1] [54.0,77.8] [63.6, 85.5] 00 - —__ Tt , L Leading to dose interruption 25 (37)° . Zanubrutinib was generally well tolerated
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(Figure 1) Table 1. Baseline Demographics and Disease History < O 301 __ AT Overal r DISCLOSURES
Eligibl i >18 Id, had R/R MZL, had ived >1 g 00 "eR % 200 — vz o Arthralgia
¢ Igl e patlents were 2 yearS old, na , Nad receivea 2 Characteristics Total (N=68) & 50 - 24% 104 —— sMmzL Nl\l\jll?l: KISEA) SO: Employee of Monash Health, Consultant for Abbvie, AstraZeneca, Janssen, and Roche; research funding from AbbVie,
CDZO-direCted regimen, and had an Eastern Cooperative Oncology §_ 40 X | | | | | | | | | | | | | | | | | IS , | | | . | Pyrexia AstraZeneca, Beinge, Qilead,Janssen, Pharmacyclics, Roche, Sar?doz, and Takeda; hongraria from Abine, AstraZgneca,
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roup > 1 ? ] _ URTI [P ie, AstraZeneca, Celgene, ehring, Gilead, Janssen, Merck, Roche, and Takeda.
. . . . . _ >65, n (%) 41(60) l-%, 20 - . Months after first response AT: Consultant for BeiGene, AstraZeneca, AbbVie, and Janssen; honoraria from BeiGene, AstraZeneca, AbbVie, and
— PatlentS Wlth prlOr treatment Wlth d BTK InhlbltOr were eXCIUded 0 25% 26% No. at risk Abdominal pain = Grades 1/2 Janssen; speakers bureau for BeiGene, AstraZeneca, Abbvie, and Janssen; received travel funds from BeiGene,
. . o . >75, n (%) 19 (28) 10+ 20% 50/ MALT 16 16 16 16 16 16 16 15 15 14 14 14 13 13 13 13 13 13 13 13 12 11 11 9 8 | “ Grade 23 AstraZeneca. AbbVie. and Janssen.
’ A” patlents received zanubrutinib monothera PY 160 mY twice Male, n (%) 36 (53) . Extranodal (n=25)° Nodal (n=25) Splenic (n=12) Unknown (n=4) Total (N=66) gl\l\;;:: 189 189 189 168 167 167 167 167 167 167 167 167 167 167 157 156 153 143 143 143 123 122 111 Z) © Back pain | . l BH: Research funding from BeiGene, BMS/Celgene, and Roche; member of the board of directors or advisory committee for
dally (BID) ’ ORR (%) 64 76 67 50 68 0 5 10 15 20 25 ADC therapeutics, BeiGene, and Morphosys.
ECOG PS 0/18, n (%) 63 (93) 20One patient (extranodal MZL? who withdrew C.OHSGHt pl’i.OI’ to the first di;ease assessment was not shown in the graph. . . Patlents’ %o KML: Consultant for Ce|gene, Gilead/Kite, BeiGene, Genmab, and Roche; Speakers bureau for Genmab; member of the
¢ Res pOnse to treatm ent was measu red based on th e Lug ano ISRR ;g:gs:er;es;ii‘?sses IsRé:’bllr;d;Esgsdeent review committee; MZL, marginal zone lymphoma; ORR, overall response rate; PD, progressive disease; C aFive patients died owing to AEs: COVID-19 pneumonia (n=2); myocardial infarction in a patient with preexisting cardiovascular disease (n=1); acute myeloid board of directors or advisory committee for Genmab.
.« po . . 8 MZL subtypes, n (%) ’ T ' 1 . leukemia in a patient with !orior exposure to an alkylating agent (n=1); septic encephglopathy foII_owing ra_dical cystectomy and ilgal conduitin a pati_ent with . . . ' - . '
ClaSSIflcathn fOI’ nOn—HOdg kin |ym phoma (N H L) 00 ' | | — :jecurhrent blazdo:er cancer (in CR at the tlfme of deatzh; [n=1]). ®Most cor;mon AEs |ea§|mg to dose |nt2errupdt|on: C”OVID-1E; pnFeumonla (n:zg, neutropegla (n=3), e PM: Honoraria from Roche, BeiGene, Recordati Rare Diseae, Gilead/Kite, BMS/Celgene, Takeda, AstraZeneca, AbbVie,
. _ —iI- iarrhea (n=2), lower respiratory tract infection (n=2), pneumonia (n=2), pyrexia (n=2), syncope (n=2), and tonsillitis (n=2). ‘Five patients discontinued owing to AEs: . ] .
. . . . . . . Extranodal 26 (38) ® A” key patlent Su bg rou pS had ares pOnSG adsS eva I Uated by IRC 90 I_I COVID-1£§ pnc)eumonia (n52); py?/exia later attriblgted)topdisease prc()gre)sspi)gn (n:1(); m;zocgrdiaﬁ)inﬁarct)ion (n=1); septic(enc)ephaloppathy (n=1). “Fatal infection:gCOVID-19 Epizyme, and Incyte; speakers bureau for Janssen, Incyte, Roche, and Kite; travel funds from Takeda.
- Positron emission tomography (PET)-based criteria for patients with (Figure 4) < 80 | preumonis 13 Grstonesin hemorhegeGey 83)in et oo ecoed ntceogu o puoray el ptr contrued suING e Spealers bureau for Janssen and Roches member ofthe board ofcitectors o acisory commites for Janssen, Abbyie,
|ndependent reV|eW COm m |ttee (I RC)_CO nfl rmed ﬂ UOrOdeoxyg I uccse NOdaI 26 (38) -B.; 70 - with preexisting atrial fibrillation (21 'days after end of treatment owing to disease ,progression). Patient with atrial flutter recovered spémtaneously and continued Eusa, and GSK; travel funds from Amgen and Celgene.
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] . . ] Subgroup Patients/response ORR, % (95% CI)? e . . (with prior chemotherapy with alkylating agent). lIncludes ne_utropenia a|_1d negtrophil count decreased. kIncludes thrombocytopenia and platelet count decreased. b dofS Bio. Celltri Gilead. J _Cil BMS. S . Sand MSD. TG Th i Takeda. Roch
_ Computerized tomography (CT) based criteria for non FDG-avid nknown o I £ 0 e O e a2 omthe: R e e S e
Age group 30 - 0 ) ) ) ) ) .
i . ) . ' o — MALT 0
patlentS Disease status, n (%) <65 15/26 ' ® ' 57.7 (36.9, 76.7) i MALT 92% . .. PB: Honoraria from AbbVie; member of the board of directors or advisory committee of MSD and Janssen
. o | | | 265 3040 == 750 (584, 87.9 207 — NmzL NMZL 80% Table 3. Cardiac TEAEs of Clinical Interest K Travel funds from Boid
— Additional sensitivity analysis for all evaluable patients using CT- Relapsed 44 (65) b 28148 | ' L, obann 18 —— SMZL SMZL 929, : Travel funds from BeiGene.
. . MZL subt ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' Pooled analysis CT: Consultant for Roche, AbbVie, GenMab, Gilead/Kite, Takeda, Novartis, Incyte, Celgene, and BMS; research funding from
based criteria Refractory 22 (32) VAT 16125 : . : 64.0 (425, 82.0 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 BGB-3111.214 B-cell malignancies: Roche; travel funds from Novartis, Gilead, and BMS.
. Adverse events (AEs) were assessed and graded per the National Stage lI/IV, n (%) 59 (87) suzL 12 , — " L, BIms No. at risk Zanubrutinib  Zanubrutinib Ibrutinib A: Fonoraria from Gilead, BMS, and Novartis.
nknown - - .0 (6.8, 93. . . .
Cancer Institute Common Terminology Criteria for Adverse Events EDG-avid (by IRC), n (%) 61(90) Disease stage , | MALT 25 25 24 23 23 23 23 23 23 23 23 23 23 23 23 23 23 21 21 21 21 21 21 21 21 Cardiovascular disorders (N=68) (N=1550) (N=422) PW: Consultant for Acerta and BetGene. - |
’ I 2/4 - ® - 50.0 (6.8, 93.2) NMZL 25 25 25 25 25 25 25 25 25 25 25 24 24 24 24 24 23 21 21 21 20 20 20 20 20 EAH: Consultant for Specialised Therapeutics; research funding from Roche, BMS, Merck KgA, and AstraZeneca; speakers
I 3/5 | = ! 60.0 (14.7, 94.7)
(NCI-CTCAE) v4.03 Extranodal site involvement, n (%) 53 (78) " e ' : o . 714 (29.0., 96.3) SMZL 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 Median treatment duration, months 24 26.64 19.96 bureau for Regeneron, Janssen, AstraZeneca, and Roche; member of the board of directors or advisory committee for BMS,
, v ol ! ¢ : (00T B, DOR, duration of response; IRC, independent review committee; MALT, mucosa associated lymphoid tissue; MZL, marginal zone lymphoma; NMZL, nodal MZL; Anv cardiovascular medical historv. n (‘y) Roche, Gilead, Antengene, Link, Novartis, BeiGene, and MSD.
- The data cutoff date was May 4, 2022 Bone marrow infiltration, n (%) 29 (43) B‘;g': marrow involvement 1029 : . : 65.5 (45.7, 82.1 0S, overall survival; PFS, progression-free survival; SMZL, splenic MZL. o - | y . y:nt% JT: Research funding from BMS, Roche, Janssen, BeiGene, Cellectar, and PCYC.
Median prior lines of systemic therapy (range)b 5 (1 6) D.NO - 26/37 I - I 70.3 (53.0, 84.1) Atrial fibrillation/flutter 8 (117) 101 (65) 26 (62) ZL, JX, CT, RD, and MC: Employees of and may own stock in BeiGene, Inc.
- isease status
Figure 1. StUdy Design mmunochemotherapy, n (%) 61(00) iz:c?::ti?y ﬂg? | | : ° I: ;g; Eigg gg;; . All patients experienced at least 1 treatment-emergent adverse event Ventricular arrhythmia® O 14 (0.9) 1(0.2) JJ, MS, MS-T, CAP, FB, S-JH, and KZ: Nothing to disclose
! Prior lines of systemic therapy B Hypertension® 21(30.9) 669 (43.2) 206 (48.8)
- int: . . < 36148 —— 750 (604, 86.4 (TEAE; Figure 6A)
Primary en_dpomt. Rituximab monotherapy, n (%) 7 (10) >3 9/18 | s | 50.0 Eza.o, 74.03 o : : : Any cardiovascular AE, n (%) CORRESPONDENCE
L Zanubrutinib ORR by IRC using Lugano?® oo a3 ot e pe e 60, 35% Prior treatment e 48% of patlents experlenced TEAEs of Grade 3 or hlgher ’ stephen.opat@monashhealth.org
?Overall, 43% of patients ad . PRituximab-based c emo'F erapy in most patients n.= '8 %). . ‘ . RCVP 20/25 | - | 80.0 (59.3, 93.2) . . . ) ) ) ) )
(N=68) rr!l%r(l)otherBal%y Key Secondary endeintS: ;CZ?,GmF:g’;ilf;sltzecz:eci/iqpperzimﬁ Oncology Group Performance Status; FDG, fluorodeoxyglucose; IRC, independent review committee; SSHOP 19(;;272 I .. . I | ?;3 Ei;g ;;g; ° Ca rdlac TEAES were ra re’ Wlth hypertenSIOn oCccCu rrlng in 40/0, atl’la| Nl fibrlation/flt 2 (3) 60 (39) 60 (142)
m . | ' ' , 0 e B e e . . . . . rial fibrillation/flutter - ;
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o o . _ o | | | . 0(5.3, 85. o , .. Ventricular arrhythmia (grade >2) 1(1.5) 11 (0.7) 6 (1.4) by Medical Expressions and funded by BeiGene
BID, twice daily; DOR, duration of response; INV, principal investigator; IRC, independent revi ttee: MZL. marginal zone lymph IRC was 68%; ORR by principal investigator (INV) was 76% (Table 2) 0 25 o 75 100 of zanubrutinib, and lower than reported for ibrutinib (Table 3) ¥ b s 225 (14.5) %5 201 y y -
;- overall responsé rate; OS, overall survival; PFS, progression-free sumival: RIR, relapsediefractory. : Twos : : : : ypertension - -
o e o ” B f i cpesetesey ¢ 26% Of patlents had a Complete response (CR) by IRC’ and 29% had a ggot;zl:g:milsot?r?ee;Eiarzfszhgai?éﬁofgC())E'Iz-phOSphamide, hydroxydaunorubicin hydrochloride, vincristine sulfate, and prednisone; Cl, confidence interval; ° The mOSt common TEAES (218%) InClLIded CO”tUSlOn, dlarrhea’ and 3Including ventricular tachyarrhythmia (SMQ narrow), ventricular arrhythmias and cardiac arrest (High Level Term MedDRA v24.0). ®Including hypertension (SMQ
. . . IRC, independent review committee; MALT, mucosa associated lymphoid tissue; MZL, marginal zone lymphoma; NMZL, nodal MZL; ORR, overall response rate; . . ° - . ’ g o
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