MAJOR RESPONSES IN MYD88 WILDTYPE (MYD88"") WALDENSTROM
MACROGLOBULINEMIA (WM) PATIENTS TREATED WITH BRUTON TYROSINE
KINASE INHIBITOR ZANUBRUTINIB (BGB-3111)
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INTRODUCTION RESULTS

 Bruton tyrosine kinase (BTK) plays a critical role in B-cell receptor signaling, which Figure 2. Sustained BTK Inhibition in Peripheral Blood and Lymph Nodes e Twenty-six MYD88"" WM pts were enrolled, including 5 treatment-naive pts, Table 2. Adverse Events Overview Figure 8. Progression-free and Overall Survival
: ) . : : : s : ) ) [ | .
medlate.s B cell.prc.bllferan.n, mlgr.atlon, and z?\dhesmn | | | — Lymph Node with a median follow-up of 12.2 mo (range, 2.3-21.7; Figure 5 and Table 1) Treatment-Emergent AE n (%) e 2 pts discontinued due to AEs 100-
— BTK is constitutively activated in WM and is a key mediator in cell survival*? 120 - o3 123 13 N3 | a3 M3 A Md | B e a5 B | e 1 e M (M M2 D 1D 120 - Grade 4 subdural hemorrhage I'|_|' T
32 o o o oy 0 : : _ 90—
e Most patients (pts) with WM (>90%) have a somatic activating mutation of the MYD88 ;, S e B ol S I o R B 100 secne  omep Figure 5. Patient Disposition Patients with >1 AE grade >3 12(46.2) Grade 3 diarrh 80 1 .
gene (most commonly MYD88:25°F)34 § BO 50 o, '.‘ Patients with >1 serious AE 8 (30.8) rade > dlarrhea o- I'l, —
e BTK inhibitor ibrutinib has shown activity in WM and has become a standard of care®’ g 28: g . ) 2 Mg)?g:;;: W_I\ggag;?;4wmw _ < 5 AE leading to treatment discontinuation 2°(1.7) * Major hemorrhage occurred in Tﬁ 60 - L::
— However, lower response rates,® no major responses,®® and shorter survival® have < S y Vod F/(S__12)2’ (2"‘_3)2#'; nown (n=2) 2 pts (Table 2) 2
been reported in pts who lack MYD88:25% or other activating mutations (MYD88Y7) = 0 nf nj nf nj ”;2 § 40 ok 142 MO (range, 2.5-217) ratal AL 0 — Gastric ulcer hemorrhage % ig_
- wr - fssdb bbb degbbf fssdb degkd ] AE of interest (BTK inhibitor class 5 Y
o Effective treatments for MYD88"" pts with WM are needed g g % 5 g g 2 5 g g ¥ g g ¥ g g ¥ = ol e S Bleeding ofa(ny Jrade ) 5 (34.6) _ Periorbital hematoma. subdural g -
e Zanubrutinib (BGB-3111) is an investigational, next-generation BTK inhibitor designed =gz 33533z 3gs33 Fgs3 Fgs33 ' e DLECL « MZL o WM Treatment Naive Relapsed/Refractory Most commonly grade 1 contusion 4 (15.4) hematoma, and subdural 20-
to maximize BTK occupancy and minimize off-target inhibition of TEC- and Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 . Median E/U: 21 . Median E/U: , .
o 40mgqgd 80mgqgd 160mgqd 320mgaqd 160 mg bid 0 edla : €dala : Diarrhea 5 (19.2) hemorrhage; treatment was 10- *+Censored
EGFR-family kinases (n=3) (n=4) (n=5) (n=6) (n=2) 320 mg qd 160 mg bid 13.7 mo (range, 12.6-15.7) 11.5 mo (range, 2.3-21.7) Hypertension 5 (19.2) oermanently discontinued — PES: median follow-up 111 mo (95% Cl 10.2-13.8)
— Has been shown to be a highly potent, selective, bioavailable, and irreversible | . L . , o Grade 3 or 4 cvtobenia 4 (15.4) 0~ .
C . : . . : Complete and sustained BTK occupancy is seen in paired PBMC (left figure) and lymph node biopsy samples (right figure) ylop . per protocol — 0OS: median follow-up 11.9 mo (95% CI 10.2-13.9)
BTK |nh.|b|’51or \.N|th potentially advantageous pharmacokinetic/pharmacodynamic collected predose on day 3. In blood samples, complete BTK occupancy was seen at the lowest dose (40 mg). Note 100% Grade 3 or 4 infections 3 (11.5) : | | | | | , , ; ; ; ;
propertles (Flgure 1) mgﬁéanr;argzgh occupancy at a dose of 160 mg twice daily, with 94% of pts having >90% occupancy in lymph nodes across Off Treatment Off Treatment . Second malignancyb 3 (11.5) e No fatal treatment emergent AES 0 2 4 6 8 10 12 14 16 18 20 22
— Complete and sustained BTK occupancy in both peripheral blood mononuclear bid, twice daily; BTK, Bruton tyrosine kinase; CLL, chronic lymphocytic leukemia; D, day; DLBCL, diffuse large B-cel -1PD o -4 PDb - In\{e.stlgcator Major hemorrhage 2 (7.7) or atrial fibrillation/flutter events No. of patients at risk Months
cells and lymph nodes" (Figure 2) lymphoma; FL, follicular lymphoma; MCL, mantle cell ymphoma; MZL, marginal zone lymphoma; PBMC, peripheral blood - 1 Investigator decision - 2 AE decision Atrial fibrillation/flutter 0
mononuclear cell; Pre, predose; W, week; WM, Waldentstréom macroglobulinemia. have been reported PFS 26 26 24 23 23 23 23 21 2118 15122 6 6 4 2 2 1 1 1 O
AE, adverse event; SAE, serious adverse event. 0SS 26 26 26 25 25 25 25 24 232018 16 12 8 6 4 2 1 1 1 1 1 O
e o o e o e ¢ i i ies: On Studyv Treat t °Grade 4 subdural hemorrhage (related) and grade 3 diarrhea (related).
Figure 1. Pharmacokinetics of Zanubrutinib, Ibrutinib,  Based on O!rtfg interaction studies - | | 1 n Study Treatmen Basal coll carcinome (o) ad Queyeat onythocnlasa () Shded arens shou the 85% G
and Acalabrutinib — Co-administration with strong or moderate CYP3A inhibitors (including agents such - 3 treatment naive Defined as any-grade >3 hemorrhage or any-grade CNS hemorrhage: gastric ulcer hemorrhage; 1 pt had periorbital hematoma, subdural hematoma,
as azole anti-fungals, important in the management of pts with leukemia/lymphoma) is - 14 relapsed/refractory and subdural hemorrhage.
TE. Zanubrutinib Ibrutinib Acalabrutinib permitted at a reduced dose
& 600 °007 000 — Co-administration of proton pump inhibitors or other gastric acid-reducin ts d Off Stud Off Stud Efficac
< 40 d 560 100 9 g agents does udy =Leh) y
c - 80 mg gd T T not affect zanubrutinib exposure 1 death?® - 1 withdrew consent S . . . o o . C O N C L U S I O N S
2 200 +13%%qu ?ﬁ'j 400.- 400.- . . . . 1 death due to PD e Median time to first major response (partial response or better, requiring reduction in extramedullary disease
*E g — Pts hgvet.b.ebe][w .alllowed to receive anticoagulant or antiplatelet agents on if present at baseline) was 2.9 mo (Figure 7 and Table 3)
N zanubrutinib trials
¥ | | Data cutoff: 28 February, 2019. o e I[gM complete response (requiring normal IgM and immunofixation negative) achieved in 1 pt : : wTt
§ 2907 200 200 e |n the Phase 1/2 study of zanubrutinib in B-cell malignancies (NCT02343120, AE, adverse event; F/U, follow-up; PD, progressive disease. o : : : : . In this exploratory anaIYSIS of MYD8
. °Pt discharged to hospice for palliative care, and deceased due to unrelated cardiac failure (onset date e Median progression-free survival and overall survival not yet reached (Figure 8)
g BGB-3111-AU-003): was 32 days from the last dose received). WM pts (n=26):
8 °0 6 1 1. 2 %0 e 18 24 °0 e 2 18 24 — In MYDS88 unselected WM™ (n=73) [updated results to be presented, Poster PF481] "Grade 4 subdural hemorrhage; grade 3 diarrhea.
8 ‘Investigator decided no further treatment needed. Table 3 Best Responses . . . . . .
Time Post-dose, h Time Post-dose, h Time Post-dose, h e Overall response rate (ORR) 91.8%; very good partial response (VGPR) 41.4% ’ P 0 Slngle—agent mMajor response act|V|ty (mcludlng
Adapted from Advani et al.” Adapted from Byrd et al.” . .
— In MYDS8"™ WM (n=9) . . - UG L R/R Patients VGPR) observed
qd, once daily. , , Table 1. Patient and Disease Characteristics 9 = =
Note: these data are from 3 separate analyses and differences in studies should be considered. e ORR 88.9%, major response rate (MRR; partial response or better) 66.7%, VGPR 22.2% Best Response, n (%) (n=5) (n=21)
Characteristic Total (N=26) Overall response rate (ORR) 21(80.8) 4 (80.0) 17 (81.0) — MRR of 53.8% including 23.1% with VGPR
O B J E C T I V E Age, median (range), y 715 (39-87) Major response rate (MRR, PR or better) 14 (53.8) 2 (40.0) 12 (571) _ |g|\/| CR achieved in 1 pt
Sex, n (%)
VGPR 6 (23.1)2° O 6 (28.6)*° . : : :
\'\//'Ven 1; (igg) 23 \28.9) — Median time to first major response was
e To assess the safety and efficacy of zanubrutinib in WM pts with MYD88Y’ from an exploratory cohort of the ongoing phase 3 study of zanubrutinib vs ibrutinib in pts with WM (ASPEN; omen (46.2) PR 8 (30.8)° 2 (40.0) 6 (23.6) 2.9 mo (range, 1.9-7.4)
NCT03053440 ECOG PS, n (% ' S
) 5 n (%) o (34.6) MR 7 (26.9) 2 (40.0) 5 (23.8)
12 1; ((:31352);) sD 4 (15.4) 1(20.0) 3 (14.3) - Zanubrutinib was generally well tolerated
METH O D S ; PD 1(3.8) 0 1(4.8) — Discontinuation due to AEs occurred in 7.7%
Prior treatment status
Treatment-naive, n (%) 5 (19.2) Time to major response (=PR), median (range), mo of pts (2 of 26)
e Open-label, multicenter, randomized, phase 3 study of zanubrutinib vs ibrutinib in pts with WM (Figure 3) R/R, n (%) 21(80.8)
No. of prior therapies for R/R pts, median (range) 1(1-5) 2.9 (1.9-7.4) 4.2 (2.9-5.6) 2.8 (1.9-7.4) — Primary reason for discontinuation was PD:
Figure 3. Phase 3 ASPEN Trial Design Extramedullary disease present at baseline 13 (50.0) Study follow-up time, median (range), mo 3 of 5 within first 3 cycles
Cohort 1: Relapsed/refractory or Treatment-naive* WM Eligibilit Genotype, n (%) 12.2 (2.3-217) 13.7 (12.6-15.7) 1.5 (2.3-217) el e a
With MYD88265F Mutation ArmA 9 y MYDS8SYT/CXCR4WT 23 (88.5) — No fatal AEs and no events of atrial fibrillation
Zanubrutinib e Clinical and definitive histologic diagnosis of WM, with MYDSS8WT/CXCR4WHM 1(3.8) CR, complete response; IgM, immunoglobulin M; MR, minor response; MRR, major response rate; PD, progressive disease; PR, partial response; SD,
160 mg bid until PD ble di IaM | 1505 a/dL d . : stable disease; VGPR, very good PR. I’epOI’ted
MYD88"YT WM Patients R measur? e disease (serum g . eve .5 g/dL), and meeting MYD88"'/CXCR4 unknown 2 (7.7) *One pt achieved IgM complete response (normalized IgM and negative immunofixation since cycle 11, with bulky extramedullary disease improving).
(N:201) } 11 >1 criterion for treatment accordlng to consensus panel CCOG PS. E c e Oncol c f R, rel et °Including pts confirmed by next-generation sequencing of no other activating MYD88 mutations: 3 of 6 VGPR (including IgM CR); 3 of 8 PR.
; Arm B criteria from the Seventh IWWM' , Eastern Cooperative Oncology Group performance status; , relapsed/refractory. Th h N r ||| f r N |n W| h
s - The depth and durability of response in pts wit

Stratification factors:
« CXCR4 mutational status (CXCR4""™ yvs CXCR4"" or missing)
« No. of prior lines of therapy (O vs 1-3 vs > 3)

420 mg qd until PD ° g;;i?ttafg‘f:g‘ra;\t’aeag“aﬁfheefnog‘iiﬁigt%:;‘;?t'rggg ifnheys;c'a” Safety Figure 7. Responses Over Time on Treatment MYD88YT WM will be further assessed in this
ongoing phase 3 study

e Eastern Cooperative Oncology Group performance status 0-2 e Most common AEs (in >15% pts) were contusion, constipation, diarrhea, Treatment-Naive MYDS88"™ WM Patients
' > > hypertension, muscle spasm, pneumonia, and upper respiratory tract infection
(Cohort 2: WM With MYD88"'; present in “10% of Enrolled Patients ’ Absolute heutrophil count 2750/LL, plgtelets =50 000/uL pr 6 P P PP P Y
(independent of growth factor/transfusions) (Figure 6)

ArmC
Zanubrutinib
160 mg bid until PD e No significant cardiac disease, active central nervous system

e Adequate renal, hepatic, and coagulation function

MYD88"" WM Patients

(N = 26 WT + 2 unknown) Figure 6. Common Adverse Events (>10% Patients), Regardless

A Investigator decision: pt in palliative care
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e Responses were assessed monthly by IgM with extramedullary disease assessment e Efficacy: response rates (overall and major response rate), duration of response, - - - - ! ’
every 3 months, according to response criteria in the NCCN WM guidelines® and progression-free survival, overall survival 0 10 20 30 40 50 - | | | o | 3
. e .19 . . . Patients. % A.E, adverse event; CR, complete response; IgM, immunoglobulin M; MR, minor response; PD, progressive disease; PR, partial response; SD, stable Copies of this poster obtained through Quick Response (QR) Code are for personal use only and
modified Owen criteria™ as assessed by the investigator e Safety assessed according to NCI-CTCAE v4.03 » 70 disease; VGPR, very good PR. may not be reproduced without permission from EHA® and the author of this poster.
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