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INTRODUCTION RESULTS (conTinueD)

e B-cell receptor-mediated signaling has been identified as a critical step in marginal zone

lymphoma (MZL) pathogenesis' Table 1. Patient and Disease Characteristics Figure 4. Subgroup Analysis of ORR by Independent Review Figure 6. PFS by Independent Review Table 4. TEAEs of Interest
: : . . : : : . 100
° Brutgn tyrosine klna§e (BTK) plgys a. critical role in B-cgll receptor signaling, which Characteristic Total (N=68) . : . _ All grade Grade >3
mediates B-cell proliferation, migration, and adhesion* Patients/n | ORR (95% Cl) 90 TEAE of interest (N=68) (N=68)
 Eiret : Ll L Age, median (range), y 70 (37-95) ' — —+ i
First-generation BTK inhibitor ibrutinib has shown activity in relapsed/refractory (R/R) All patients 45/66 i —o—] 68.2 (55.56-79.11) 80 - - Infection 31(45.6) 1(16.2)
MZL, demonstrating a 48% overall response rate (ORR)® Age category, n (%) |
g gory, : i 70 - Hemorrhage 25 (36.8) 0
e Zanubrutinib (BGB-3111) is a next-generation BTK inhibitor designed to maximize BTK S Ade drou : o :
> : | Diarrh 15 (221 2 (2.
occupancy and minimize off-target inhibition of TEC- and EGFR-family kinases 65y 41(603) 9 9retp : © 60 - armes . > (22.) (2.9)
N , , , , S7E 19 (27.9) <65y 15/26 | ——e— 577 (36.92-76.65) 2 5o Thrombocytopenia® 10 (14.7) 3(4.4)
— Zanubrutinib has been shown to be an irreversible, highly potent, selective, =/2Y : ! = Neutrobenia® 9(13.2) 7 (10.3)
and bioavailable BTK inhibitor with potentially advantageous pharmacokinetic/ Male, n (%) 36 (52.9) 265y 30/40 | o 75.0 (58.80-87.31) ® 40 P ' '
pharmacodynamic properties® ’ ‘ 5 28/48 i 58.3 (43.21.72.39) e Second primary malignancy© 5(7.4) 3(4.4)
. o . . ECOG PS, n (%) y | ' = see a 30 Atrial fibrillation/flutter® 2 (2.9) 1(1.5)
e The safety and efficacy of zanubrutinib in patients with R/R MZL were evaluated in the 575 1718 ! 94.4 (72.71-99.86) -
MAGNOLIA study 0-1 63 (92.6) =2y ! e e ’ 20 Hypertension 2 (2.9) 1(1.5)
i | PFS 15 hs: i
— Study enrollment is complete; a total of 68 patients received at least 1 dose of Disease status, n (%) Disease status ! 10 82_522222; C[‘"7°§t5§_89_93) Major hemorrhage 0 0
zanubrutinib | 0 : | | | | | | | | | | | | I I I I 'I;E/-\IE;jtreiLmen'gemergent. adv(ejrscle fvle?t. g .
I ?Includes thrombocytopenia an atelet count aecreased.
Relapsed 44 (64.7) Relapsed 31/43 : —e— 72.1(56.33-84.67) 0] 1 2 3 4 5 6 7 8 9 10 N 12 13 14 15 16 17 bIncludes neutroperz/';[a znd neutro[;hil count decreased.
: | | ) Months after fil‘St dose °|n'C|ledeS bas;l cell and squamous cell carcinoma (in 2 pattients yvith ‘history of skin cancer); papillary thyroid ca.rcinoma (i’n 1.patien’F with pre- .
Refractory 22 (32.4) Refractory 14/21 ! | ® | 66.7 (43.03-85.41) Number at Risk existing thyroid nodule); recurrent bladder cancer (in 1 patient with history of bladder cancer), and acute myeloid leukemia (in 1 patient with prior
O B J E C T I V E S I 66 64 63 59 58 56 49 48 47 45 4 18 18 18 18 18 17 O chemotherapy with alkylating agents). S . _
H dAtrial fibrillation occurred in a patient with pre-existing atrial fibrillation (21 days after end of treatment due to disease progression).
MZL subtypes, n (%) Bulky disease i PFS, progression-free survival.
e The primary endpoint was ORR as determined by an independent review committee Extranodal 26 (38.2) i
based on the Lugano 2014 classification’ : LDi<5 em 26/42 i e 61.9 (45.64-76.43) Figure 7. DOR by Independent Review C O N C I_ U S I O N S
Nodal 26 (38.2) LDi >5 cm 19/24 | ——eo—] 79.2 (57.85-92.87) 100 L
METHODS Splenic 12 (17.6) 5 90 - - e — o .
Unk 4 (5.9) Saseline extranodal disease | 30 ] e The MAGNOLIA study met its primary endpoint
nknown? : . -
¢ MAGNOLIA (BGB-3111-214) is a phase 2, single-arm, multicenter study of zanubrutinib in : : o Yes 34/52 | —e— 65.4 (50.91-78.03) x . e Zanubrutinib was highly active with a favourable safety profile in
patients with R/R MZL who had received >1 CD20-based regimen (Figure 1) Lymphoma involvement in bone marrow, n (%) 29 (42.6) No 114 i I o | 78.6 (49.20-95.34) 8 patients with R/R MZL
c . . : ' : : 60 - .
Fi 1. Studv Sch Prior lines of systemic therapy, median (range) 2 (1-6) ; E e After a median study follow-up of 15.7 months:
Igure ¢ tu y chema ECOG PS, Eastern Cooperative Oncology Group performance status; MZL, marginal zone lymphoma. Bone marrow involvement i E 50 - - ngh ORR Of 682% and CR rate Of 258% by independent reVieW
aFour patients presented with both nodal and extranodal lesions; investigators were unable to classify the MZL subtype. : o] 40 | . .
Primary Endpoint: Yes 19/29 | o 65.5 (45.67-82.06) _‘8" * ORR higher than prespecified null ORR of 30% (P<0.0001)
ORR by IRC usin . . . I S 30 - . i
Zanubrutinib Luga:o Criteriaf’ Figure 3. ORR by (A) Independent Review and (B) Investigator No 26/37 | —e—| 70.3 (53.02-84.13) o Responses were observed in all MZL subtypes
R/'\IIQ_I;/ISZL monotherapy Assessment ; 20 - — Median PFS and median DOR not reached
(N=68) (160 mg BID) Key Secondary Endpoints: A B Prior line of systemic therapy ! 10 Do g‘;%ﬂ%gg?;‘% » 93% of responders were progression/death-free at 12 months
ORR by PI, PFS, OS, DOR, I OATR L IEeTE initi
L 100 - 100 <3 36/48 | —e—] 75.0 (60.40-86.36) 0 R e e e after initial response
safety | o 1 2 3 4 5 6 7 8 9 10 N 12 13 14 15 « PFS rate was 82.5% at 15 months
. _ . o . . . _ _ 90 - 90 >3 9/18 : I ® I 50.0 (26.02-73.98) : =0
BID, twice a day; DOR, duration of response; IRC, independent review committee; MZL, marginal zone lymphoma; ORR, overall response rate; OS, I . Months after first response . . . . . .
overall survival; PFS, progression-free survival; PI, principal investigator; R/R, relapsed/refractory. 80 30 ORR 7429 : Number at Risk - Treatment d|SCOnt|nuat|On due tO AES OoCcCu I‘red N 4 patlents, none
7 7 2% ! 45 44 44 4 40 40 35 33 28 17 17 17 15 14 2 0 . .
2 70- ORR 68.2% 2 70 Prior treatment i DOR, duration of response. \(/;\lerj C(;nAS;Edered rela;e.d t30 Zar.]Uert.m”r ding 2 _ ho died
K EY E |_ I G I B I |_ I TY C R I T E R |A :,n; co. 3,; co. RCVP 50/25 i 80.0 (59.30-9317) — Grade S occurred in : patients (including 2 patients who die
c c : Table 3. Safetv S from COVID-19 pneumonia)
2 50 8 50 RCHOP 917 | ® | 52.9 (27.81-77.02) able 5. satély summary o : .
@ @ | — Atrial fibrillation/flutter occurred in 2 patients
® Age 215 years = 40- = 40- BR 16/22 | e 72.7 (49.78-89.27) — No major haemorrhage was reported
e Histologicall fi d MZL includi lenic, nodal, and ext dal subt o o I
istologically confirme including splenic, nodal, and extranodal subtypes 8 30- 3 30 R-lenalidomide 12 ) o I 50.0 (1.26-9874)
e Previously received >1 CD20-directed regimen, with documented failure to achieve at o ! Patients with at least 1 TEAE 65 (95.6
least partial response or documented progressive disease after the most recent systemic 207 20+ Rituximab monotherapy 1015 i | ¢ | 66.7(38.38-88.18) Grade 3 or hiaher TEAE 57 (397)
treatment 10 10- CHOP 23 o | 66.7 (9.43-99.16) rade 2 or higher (397) REEERENCES
e Measurable disease by computerised tomography or magnetic resonance imaging 0- o4——— : - | Serious TEAE 26 (38.2)
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CR, complete response; ORR, overall response rate; PR, partial response. BR, bendamustine/rituximab; CHOP, cyclophosphamide/doxorubicin/vincristine/prednisone; LDi, longest diameter; ORR, overall response rate; R, . . P ’ . . ’ . .
rituximab; RCHOP, rituximab/cyclophosphamide/doxorubicin/vincristine/prednisone; RCVP, rituximab/cyclophosphamide/vincristine/prednisone. TEAE Ieadlng to death 3 (44)a
“Two-sided Clopper-Pearson 95% Cls for ORR.
RESULTS Table 2. Best Overall Response by Independent Review and MZL TEAE leading to dose reduction 0 DISCLOSURES
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