Phase 2 Study of Zanubrutinib (BGB-3111) in Patients e
With Relapsed/Refractory Marginal Zone Lymphoma MAGKULIA

Phase 2 Relapsed/Refractory MZL

Stephen Opat, Robert Marcus,? Craig Portell,> William Reed,* Melannie Co,* Jane Huang,* and Judith Trotman>

'Monash Health, Monash University, Clayton, Victoria, Australia; “Sarah Cannon Research Institute, London, UK; 3University of Virginia Health Systems, Charlottesville, VA, USA; “BeiGene USA, Inc., San Mateo, CA, USA;
>Concord Repatriation Hospital, The University of Sydney, Sydney, New South Wales, Australia

BACKGROUND MAGNOLIA STUDY DESIGN

e Bruton tyrosine kinase (BTK) is a critical component of the B-cell receptor signaling pathway mediating B-cell proliferation, e Global, phase 2, open-label, multicenter study of single-agent zanubrutinib in patients with R/R MZL who have received >1 prior line of systemic therapy (Figure 3)
migration, and adhesion™

Figure 3. Study Design

— Inhibition of BTK is an established therapeutic strategy in B-cell malignancies, including marginal zone lymphoma (MZL)*

e Zanubrutinib (BGB-3111) is an investigational, next-generation BTK inhibitor designed to maximize BTK occupancy and
minimize off-target inhibition of TEC- and EGFR-family kinases R/R MZL (N=65)
« Measurable disease by CT scan

Zanubrutinib monotherapy

— Has been shown to be a highly potent, selective, bioavailable, and irreversible BTK inhibitor with potentially advantageous
pharmacokinetic/pharmacodynamic properties® (Figure 1)

« >1 prior systemic therapy including a CD20-directed regimen (no prior BTK inhibitor)

160 mg po bid until PD

— Complete and sustained BTK occupancy observed in both peripheral blood mononuclear cells and in lymph nodes> - Adequate marrow and organ function

(Figure 2)
bid, twice daily; BTK, Bruton tyrosine kinase; CT, computed tomography; po, by mouth; PD, disease progression.
Figure 1: Pharmacokinetics of Zanubrutinib, Ibrutinib, and Acalabrutinib DRUG ADMINISTRATION
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(40 mg). Note, 100% median trough occupancy at a dose of 160 mg twice daily with 94% of patients having > 90% occupancy in lymph nodes across malignancies.
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e Based on drug interaction studies:

— Co-administration with strong CYP3A inhibitors is permitted (includes important agents in management of leukemia/
lymphoma patients, such as azole anti-fungals)

— Co-administration of proton pump inhibitors or other acid-reducing agents does not affect zanubrutinib exposure

— Patients have been allowed to receive warfarin and aspirin on zanubrutinib trials Australia and New Zealand

e Results of early phase studies indicate that single-agent zanubrutinib was active in several non-Hodgkin lymphoma subtypes
including chronic lymphocytic leukemia,® mantle cell lymphoma,®'°® and Waldenstrom macroglobulinemia”

e |n the phase 1 study, single-agent zanubrutinib was associated with a response in 7 of 9 evaluable patients with
relapsed/refractory (R/R) MZL"™

e Atrial fibrillation, major hemorrhage, and zanubrutinib discontinuation because of adverse events were infrequent

e To further evaluate the safety and efficacy of single-agent zanubrutinib in patients with R/R MZL, the MAGNOLIA study
(BGB-3111-214; NCT03846427) was initiated
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