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SAFETY AND EFFICACY OF ZANUBRUTINIB IN PATIENTS WITH RELAPSED/REFRACTORY MARGINAL ZONE LYMPHOMA (MAGNOLIA PHASE 2 STUDY)
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INTRODUCTION RESULTS (COn tin ued) Figure 4. Responses Were Generally Consistent Across Subgroups Figure 6. PFS by Independent Review Table 4. TEAEs of Interest

» B-cell receptor-mediated signaling has been identified as a critical step in marginal zone ! 100 + All Grade Grade 23
) . . . g ien n ORR (95% CI)? TEAE of Interest _ _
lymphoma (MZL) pathogenesis' Table 1. Demographics and Disease Characteristics Patients/ : (95% Cl) o _‘—I—._\1_H_l_‘%N INooD s
. . .\ . . . . . t t II o Infection 31(45.6 11 (16.2
» Bruton tyrosine kinase (BTK) plays a critical role in B-cell receptor signaling, which mediates Characteristics, n (%) Total (N=68) All patients 45/66 i 68.2 (55.56.791) 80 - R |_L_* (456) (16.2)
B-cell proliferation, migration, and adhesion®* P ! ° ' ' : » 70 Hemorrhage 25 (36.8) 0
. . e . Age median (range), years 70 (37-93) ' o '
- First-generation BTK inhibitor ibrutinib has shown activity in relapsed/refractory (R/R) MZL, 9 (range), y Age group i s  60- Diarrhea 15(22.1) 2(29)
demonstrating a 48% overall response rate (ORR)? | > Thrombocytopenia@ 10 (14.7 3(4.4
9 P (ORR) Age category, n (%) <65 years 15/26 | I — 577 (36.92-76.65) £ 501 Y bp (14.7) (4.4)
» Zanubrutinib (BGB-3111) is a next-generation BTK inhibitor designed to maximize BTK 265 years 41 (60.3) >65 years 30/40 : o 75.0 (58.80-87.31) @ 40 Neutropenia 9(13.2) 7 (10.3)
occupancy and minimize off-target inhibition of TEC- and EGFR-family kinases I o Second primary malignancy® 5(7.4) 3(4.4)
275 years (920 <75 years 28/48 ! P 58.3 (43.21-72.39) & 30 ol fbrilation st 2 29 18)
_ N i i i i i i I rial fibrillation/flutte ) i
Zanu_bru_tlr_ub ha_s been shown to be an irreversible, hlghly p_otent, selective, an.d bloaval!abLe Male, n (%) 36 (2.9) 575 years 1718 : 94.4 (7271-99.86) 20 .
BTK inhibitor with potentially advantageous pharmacokinetic/pharmacodynamic properties i 10 | PFS rates at 12 and 15 months: Hypertension 2(2.9) 1(1.5)
. e e s . . . 0, ! ] o o ' f
+ The safety and efficacy of zanubrutinib in patients with R/R MZL were evaluated in the 2EO® peiferiEnEe S, W ) Disease status ! o 82.5% (95% Cl, 70.6-89.9) Major hemorrhage 0 0
_1 63 926 1 | | I I I I I I I I I I I [ [ [ |
MAGNOLIA StUdy 0 ( ) Rel d 31/43 : ® 721(56.33-84.67 0 1 2 3 4 5 6 7 8 9 10 N 12 13 14 15 16 17 alncludes thrombocytopenia and platelet count decreased.
. . . .. elapse ! 1(56. 67) Months after first dose bIncludes neutropenia and neutrophil count decreased.
- Study enrollment is complete; a total of 68 patients received at least 1 dose of zanubrutinib Disease status, n (%) Refractory 14/21 i ° 66.7 (43.03-85.41) Number at Risk eIncludes basal cell and squamous cell carcinoma (in 2 patients with history of skin cancer); papillary thyroid carcinoma (in 1 patient with
66 64 63 59 58 56 49 48 47 45 41 18 18 18 18 18 17 0 pre-existing
Relapsed 44 (64.7) E thyroid nodule); recurrent bladder cancer (in 1 patient with history of bladder cancer), and acute myeloid leukemia (in 1 patient with prior
i ! . ) . . . . chemotherapy with alkylating agents).
Refractory 22 (32.4) Bulky disease ! Abbreviations: Cl, confidence interval; PFS, progression-free survival. dAtrial fibrillation occurred in a patient with pre-existing atrial fibrillation (21 days after end of treatment due to disease progression).
ST U DY O BJ E CT IVE S LDi <5 cm 26/42 : 0 61.9 (45.64-76.43) Abbreviation: TEAE, treatment-emergent adverse event.
MZL subtypes, n (%) : E 2 DoR by Ind d R
. . . . : . i> ' —=e— : .85-92.87 igure 7. n nden view
* The primary endpoint was ORR as determined by an independent review committee based Extranodal 26 (38.2) LDi>5 cm 19/24 | 79.2(5785-92.87) gure ©R by Independent Revie
on the Lugano 2014 classification’ |
peda Ao (i) Baseline extra-nodal disease | 100 —+ C O N C L U S I O N S
Splenic 12 (17.6) i I'.'_|—|'L|.|_|_|_|_|.||_|_|| } —t . . .
Unk 4(5.9) Yes 34/52 | o 65.4(50.91-78.03) 90 - I_L% « The MAGNOLIA study met its primary endpoint
nknown? . ]
M ETH ODS No 1114 : ———=@— 78.6(49.20-95.34) 80 - - Zanubrutinib was highly active with a favorable safety profile in patients with R/R MZL
Lymphoma involvement in bone marrow, n (%) 29 (42.6) ! o 70 Aft di tudv foll £15.7 th
. . . L . ! o o er a median study Tollow-up o ./ monins:
° - - - i o
M?GI\#OLI%(E%BNIET iMr)\ |Za phgsedZ;flg%lzoaLm, n;ultlcgnter ?It:l.de of :)anubrutlnlb in Prior lines of systemic therapy, median (range) 2 (1-6) Bone marrow involvement i s 60 Hioh ORR of 68.2% and CR rate of 25.8% by ind dont rev
atients wi Wno nad received = -pbased regimen igure | . el i | (0] .Z/0 AN rate o .07/0 Independent review
p g g aFour patients presented with both nodal and extranodal lesions; investigators were unable to classify the MZL subtype. Yes 19/ 29 : 655 (4567-8206) E 50 g y
Abbreviations: ECOG, Eastern Cooperative Oncology Group; MZL, marginal zone lymphoma. No 26/37 ! 70.3 (53 02-84 13) -_‘au 20 « ORR h|gher than prespecified null ORR of 30% (P<OOOO1 )
. ! —o0— . . . © | _
Figure 1. Study Schema ! s 4 « Responses were observed in all MZL subtypes
. " . 1 a -
Figure 3. ORR by (A) Independent Review and (B) Investigator Assessment Prior line of systemic therapy i 20 — Median PFS and median DoR not reached
< { |—.—| - . . e ey
Primary Endpoint: 3 36/48 : 75.0(60.40-86.36) 10 - DoR rate at 12 months: * 93% of responders were progression-free/alive at 12 months after initial response
Zanubrutinib ORR by IRC using Lugano’ A . B . > 1 | | _ 93% (95% Cl, 79.8-97.7)
a2l monotherapy 100 - Independent review 100 Investigator assessment >3 98 E : o ! 50.0(26.02-73.98) 0 T T T T T T T T T T T T T T T * PFS rate was 82.5% at 15 months
(N=68) (160 mg BID) Key Secondary Endpoints: 1 0 1 2 3 4 5 6 7 8 9 10 N 12 13 14 15 ) ) ) ) ) )
ORR by PI, PFS, OS, DoR, Safety 90 - 90- Prior treatment : Number at Risk Months after first response — Treatment discontinuation due to AEs occurred in four patients; none were considered
1 umbper a IS 0n
i related to zanubrutinib
80 50 ORR 74.9% RCVP 20/25 : e 800 (59.30-9317) 45 44 44 4 40 40 35 33 28 17 17 17 15 14 2 0 o foe A ; i . e
% ' -, N . — Grade five AEs occurred in three patients (including two patients who died from
Abbreviations: BID, twice a day; DoR, duration of response; IRC, independent review committee; MZL, marginal zone lymphoma; ORR, overall response rate; Y 70+ ORR 68.2% ‘\? 70+ RCHOP 9/17 : I @ { 529 (2781'7702) Abbreviations: Cl, confidence interval; DoR, duration of response. COVID 1 9 H p ( g p
08, overall survival; PFS, progression-free survival; P, principal investigator; R/R, relapsed/refractory. < < 25.8% ! = pneumonla)
@ 60+ . @ 60 BR 16/22 I ——e— 72.7 (49.78-89.27) e et e . .
< 25.8% c : — Atrial fibrillation/flutter occurred in two patients
o ) . .
2 50+ a 50- R-lenalidomide 172 I ® | 50.0 (1.26-98.74) Table 3. Safety Summary _
g g o : . . — No major hemorrhage was reported
KEY E LIG I B I LITY C RITE RIA g . g - Rituximab monotherapy 10/15 ! | ® . 66.7 (38.38-88.18)
1
@ 30 @ 30 CHOP 2/3 L o | 66.7(9.43-99.16) Nz‘/‘*;
. > .07 . | n (7%
Age 218 years 20 12 4% 20 R-chlorambucil 2/5 i { ® { 40.0 (5.27-85.34) Patients with at least 1 TEAE 65 (95.6)
. . . . . . atients with at leas .
» Histologically confirmed MZL including splenic, nodal, and extranodal subtypes 10 10- : REFERENCES
. . . . . . . [ T I T 1 .

« Previously received 21 CD20-directed regimen, with documented failure to achieve at 0 = 0 - . Grade 3 or higher TEAE 27 (39.7) 1. Seiler T, Dreyling M. Expert Opin Investig Drugs. 2017:26(8):909-915. 2. Rickert RC. Nat Rev Immunol. 2013;13(8):578-591.
least partial response or documented progressive disease after the most recent systemic = f 0 25 50 75 100 3. Choe H, Ruan J. Oncology (Williston Park). 2016;30(9):847-858. 4. Aalipour A, Advani RH. Br J Haematol. 2013;163(4):
treatment PR PR Serious TEAE 26 (38.2) 436-443. 5. Noy A, et al. Blood. 2017;129(16):2224-2232. 6. Tam CS, et al. Blood. 2016;128(22):642. 7. Cheson BD, et al. J Clin

Response to zanubrutinib (N=66) Response to zanubrutinib (N=66) ZZ{?’Si‘-‘eﬁ CIOng-Eeazson 95tf’/o ?lf for OE%I fdonce intorval: CHOP. oveloohosahamideldoxorubicin/vincristing/oradni - © diamet Oncol. 2014,32(27):3059-3067.
. . H . H reviations: , bendamustine/rituximan; , confidence Interval; , Cyclophosphamide/aoxorubicin/vincristine/prednisone; 1, longest alameter,;
* Measurable dlsease by ComPUterlzed tomography or magnetlc resonance Imaglng ORR, overall response rate; R, rituximab; RCHOP, rituximab/cyclophosphamidildo?(oruEicin/vincristine/prednisone; RC\F/)P, o TEAE Ieading to dose interruption 20 (29.4)
Ad f t rituximab/cyclophosphamide/vincristine/prednisone.
. Abbreviations: CR, let : ORR, I te; PR, partial .
equate organ function reviations complete response overall resonse rate partial response TEAE leading to study drug discontinuation 4 (5.9)2 CORRESPONDENCE
* No prior BTK inhibitor exposure alessandra.tedeschi@ospedaleniguarda.it
TEAE leading to death 3(4.4)
Table 2. Best Overall Response by Independent Review and MZL Subtypes Figure 5. Majority of Patients Had Reduction in Tumor Burden TEAE leading to dose reduction 0 DISCLOSURES
RE S U LTS 2One patient discontinued due to pyrexia (later attributed to disease progression); 1 patient died from myocardial infarction; 2 patients died from COVID-19 AT: Consulting/Advisory Role and Speakers Bureau for Abbvie, AstraZeneca, Janssen, and BeiGene. JT: Research Funding
Best Response Extranodal Solenic Unknown Total 2’;1“"”0_”'3- TEAE. treatment g . from BeiGene, Celgene, Janssen, Pharmacyclics LLC, Roche, and Takeda. PLZ: Honoraria from EUSA Pharma, Takeda,
< pie & o 140 reviation: TEAE, lreaiment-emergent adverse event. Merck, Roche, Abbvie. Consulting/Advisory Role for Takeda, EUSA Pharma, Roche, Merck, Abbvie. Speakers Bureau for EUSA
Figure 2. Patient Di ition (n=25) (n=12) (n=4) (N=662) Complete response Pharma, Merck, Takeda, Gilead. FC: No conflicts of interest. RM: Honoraria and Travel expenses from Abbvie. AML: Grants or
igure <. Fatie ISpositio 120 Nonprogressive disease contracts/material and services from Takeda, Servier, Roche, Celgene, Abbvie, Incyte, Janssen, Sanofi, Verastem, Novartis,
; MorphoSys, GSK, Oncopeptides, Karyopharm, Onconova, Archigen, Pfizer, Fibrogen. Honoraria or Consulting Fees from Incyte,
ORR (CR or PR), n (%) 16 (64.0) 19 (76.0) 8 (66.7) 2 (50.0) 45 (68.2) 100 Partial response . . . . ; ; ;
. . Fiaur . TEAE rrina in 210% of Patients R rdl f li IQVIA, Servier, Celgene, Abbvie, BMS, Janssen. Travel expenses from Takeda, Roche, Janssen, Celgene, BMS, Abbvie,
. ~ 95% CIP (42.52-82.03) (54.87-90.64) (34.89-90.08) (6.76-93.24) (55.56-79.11) 80 :goglreséﬁlve disease gure 8 s Occu 9 0% of Patients ega dless of Causa ty Novartis, Sanofi, IQVIA, Verastem. Data Safety Monitoring Board or Advisory Board for Amgen, Servier. KL: Honoraria from
E"’°'I:d:afety F;°Pf“'|"l"t'°" (N=68) abie dIScase Roche. Consulting/Advisory Role for BeiGene, Celgene, Gilead, Karyopharm, Roche, Takeda. Research Funding from Genmab,
edian study follow-up: ; BeiGene, Pharmacyclics, Roche. Travel expenses from BMS, Roche, Janssen, Celgene. PM: Honoraria from Roche and
_ Complete response 10 (40.0 5(20.0 1(8.3 1(25.0 17 (25.8 Diarrhea (22.1% % . yclics, p , ; , Celg
15.7 months (range, 1.6-21.9) P P (40.0) ( ) (8.3) ( ) (25.8) N 60 ( °) S Recordati. Consulting/Advisory Role for Celgene, Janssen, BeiGene, Kite. BH: Consulting/Advisory Role for Kite and Cellectar.
. w40 Contusion (20.6%) Research Funding from Roche/Genentech, Celgene, BeiGene. MC: Research Funding from Abbvie, Pharmacyclics,
Partial response 6 (24.0) 14 (56.0) 7 (58.3) 1(25.0) 28 (42.4) 5 ) o AstraZeneca, BMS, Celgene. KA: Honoraria from Gilead, BeiGene, Novartis, Celgene, Roche. Consulting/Advisory Role for
g 20 Thrombocytopenia (14.7%) Gilead, BeiGene, Novartis, Celgene, Roche. Travel expenses from Gilead, Novartis, Roche FB: Consulting/Advisory Role for
Efficacy population (n=66) Not evaluable for efficacy (n=2°) n R BMS and Abbvie. RM: Consulting/Advisory Role for MEI Pharma. CP: Consulting/Advisory Role for BeiGene, Genentech
. 20. 25. 1 (25. 13 (19.7 % 9 ry 9 ry : ’
Stable disease 4 (16.0) 5(20.0) 3(25.0) (25.0) 3(19.7) E 0 Constipation (14.7%) Jansen, Kite/Gilead, MorphoSys, Pharmacyclics. Research Funding from Abbvie, Genentech, Xencor, Infinity, TG Therapeutics,
) Neutropenia (13.2%) Acerta, Kite, AstraZeneca, SeaGen, VelosBio. CT: Honoraria from Janssen, Novartis, Gilead, Roche, Celgene/BMS.
Nonprogressive disease 1 (4.0)¢ 0 0 0 1(1.5) 20 - ) Consulting/Advisory Role for Janssen, Novartis, Gilead, Roche, Celgene/BMS. Travel expenses from Novartis, Gilead, Roche,
Off treatment (n=28) 40 Pyrexia (13.2%) Grade 1 Celgene/BMS. EB: No conflicts of interest. RC: No conflicts of interest. SI: Honoraria from Takeda, Gilead, Janssen. Travel
PD (n=20); AE® (n=4); ; ; N W Grade expenses from Abbvie, Takeda, Janssen. Advisory Board for Takeda, Gilead. Leadership or Fiduciary Role for UK NCRI low
investigator’s discretion® (n=3); Progressive disease 3(12.0) 1(4.0) 1(83) 1(25.0) 6(9.1) 60 URTI (11.8%) " Grade 2 grade lymphoma group and UK NCRI CLL group. HM: No conflicts of interest. MC, WZ, MC, CT, JH: Employment, Stock or
withdrawal by patient (n=1) N Abdominal pain (11.8%) Grade 23 Other Ownership at BeiGene. SO: Honoraria from Roche, Janssen, Abbvie, Celgene, Takeda, Merck, Gilead, AstraZeneca.
i i i J - """~~~ - - - - - - - - - T TS RN BEERT TR TR Tl e Consulting/Advisory Role for Roche, Janssen, Abbvie, Celgene, Takeda, Merck, Gilead, Mundipharma, AstraZeneca, CSL.
Discontinued prior to 80 ' : : . .
On study treatment first assessment 1(4.0)? 0 0 0 1(1.5) Nausea (10.3%) Research funding from BeiGene, Roche, Janssen, Abbvie, Takeda, Merck, Gilead, Epizyme, AstraZeneca. Travel expenses
(n=40; 58.8%) - : 100 - . from Roche.
On study Back pain (10.3%)
(n=59; 86.8%) 18 Jan Data cutoff: 18 J 2021. i
Data cutoff:18 January 2021 a'I'awe:)i)uatci)ents weargu:):c}:lluded due to lack of central confirmation of MZL. COVID-19 pneumonia (5-9%)
bTwo-sided Clopper-P 95% Cl.

aTwo patients were excluded due to lack of central confirmation of MZL. COVr;Ig ;Iat?ent V\(/)i{)hpliBGe-::/Sig r:1isease missed the PET scan at Cycle 3 and was assessed as having nonprogressive disease by independent review due to missing OI% 10|% 26% 36% AC KN OWLEDG M ENTS

bFour patients discontinued due to AE (pyrexia later attributed to disease progression, n=1; fatal myocardial infarction in a patient with pre-existing cardiovascular PET scan. CT scan results showed stable disease at Cycle 3. We thank the investigators, site support staff, and especially the patients for participating in the MAGNOLIA (BGB-3111-214) study.

disease, n=1; COVID-19 pneumonia leading to death, n=2). dOne patient (extranodal MZL) withdrew consent prior to the first disease assessment. Only patients with nonmissing best overall response and SPD percent changes were included (n=61). . ’ . . ' . .

cThree patients discontinued per the investigator’s discretion (requiring prohibited medications). Abbreviations: Cl, confidence interval; CR, complete response; CT, computed tomography; FDG, fludeoxyglucose; MZL, marginal zone lymphoma; ORR, overall Dashed lines = median reduction in SPD (-74%). This study was sponsored by BeiGene. Editorial support was provided by Peloton Advantage, LLC, an OPEN Health company,

Abbreviations: AE, adverse event; MZL, marginal zone lymphoma; PD, progressive disease. response rate; PET, positron emission tomography; PR, partial response. Abbreviation: SPD, sum of the products of the longest perpendicular diameters. Abbreviations: TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection. Parsippany, NJ and funded by BeiGene.



