IWWM-10 Session 10: Friday, October 12, 2018, Huang

Phase Il Study of Zanubrutinib vs. Ibrutinib in symptomatic WM patients
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Introduction Investigational BTK inhibitor zanubrutinib demonstrated greater selectivity
versus other TEC- and EGFR-family kinases in biochemical assays and favorable
pharmacokinetics/pharmacodynamics in preclinical studies. In phase 1 testing, high plasma
concentrations were achieved, resulting in complete and sustained 24-hour BTK inhibition in
blood and lymph nodes. Early clinical data demonstrated activity in CLL, WM, and other NHLs..
Methods: We have designed a head-to-head, randomized, open-label, global phase 3 study to
compare the efficacy and safety of zanubrutinib with those of ibrutinib in patients with R/R or
treatment-naive WM, the latter being unsuitable for treatment with standard
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chemoimmunotherapy. 188 MYD8 WM patients in need of treatment will be enrolled into
cohort 1 and randomized to 1 of 2 treatment arms (cohort 1; zanubrutinib 160 mg orally twice
daily [arm A] or ibrutinib 420 mg/d orally [arm B]) in a 1:1 ratio. Patients with wildtype MYD88
(MYD88"™T), which is estimated to be present in approximately 10% of enrolled patients, will be
enrolled into cohort 2 and will receive zanubrutinib 160 mg orally twice daily on a third,
nonrandomized study arm (arm C). The study schema is depicted in Figure 1. Patients will be
treated until disease progression. Key eligibility criteria include age 218 years, histologically
confirmed WM requiring treatment per the seventh International Workshop on WM, Eastern
Cooperative Oncology Group performance status of 0-2, and adequate hematologic function.
The primary objective is to demonstrate superiority of zanubrutinib to ibrutinib in terms of the
proportion of patients achieving complete response or VGPR, as determined by an independent
review committee by modified Owens criteria (Br J Haematol. 2013;160:171 and National
Comprehensive Cancer Network Guidelines). Key secondary end points include major
response rate, duration of response, progression free survival, and safety. Study enroliment has

completed in participating sites in Europe, Asia-Pacific, and North America (NCT03053440).
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