Zanubrutinib vs venetoclax+obinutuzumab in treatment-naive (TN) chronic lymphocytic leukemia (CLL)

Authors: Talha Munir,* Nicolas Martinez-Calle,? Ayad K. Ali,® Balazs Dobi,* Han Ma,?Keri Yang,? Leyla
Mohseninejad,’ Lipeng Chen,® Pal Rakonczai,* Rhys Williams,? Sheng Xu,® Wassim Aldairy,® Nicole Lamanna’

Affiliations: 'Leeds Teaching Hospitals NHS Trust, Leeds, UK; 2Nottingham University Hospital, Nottingham, UK;
3BeiGene USA, Inc, San Mateo, CA, USA; *Evidera, London, UK; *BeiGene Netherlands BV, Schiphol, the
Netherlands; ®BeiGene (Shanghai) Co, Ltd, Shanghai, China; "Herbert Irving Comprehensive Cancer Center,
Columbia University, New York, NY, USA

ABSTRACT

Background: Continuous zanubrutinib (zanu) efficacy has been evaluated in SEQUOIA (NCT03336333) in TN
CLL/SLL, while fixed-duration venetoclax+obinutuzumab (VenO) was evaluated in CLL14 (NCT02242942). An
unanchored matching-adjusted indirect comparison (MAIC) was conducted to compare survival (PFS and OS)
and adverse events of interest (AEls) between zanu (SEQUOIA) and VenO (CLL14).

Methods: The MAIC used study data with similar median follow-up periods (SEQUOIA, 62.67 mo; CLL14, 65.4
mo). Individual patient data of zanu were reweighted to match key patient characteristics of VenO. For the AEI
analysis, incidence rates of infections, hematologic events, and treatment-emergent adverse events (TEAEs)
leading to treatment (tx) discontinuation (dx) of zanu in SEQUOIA (n=351) and VenO in CLL14 (n=212) were
compared.

Results: After applying matching adjustment to align with the patient characteristics of the VenO in CLL14
(N=216), the effective sample size for zanu in SEQUOIA was 163. Zanu had longer PFS (HRpgs.inv=0.66 [95% ClI:
0.44-0.97]; P=0.0351) and a trend for extended OS (HRos=0.89 [95% Cl: 0.55-1.46]; P=0.6468). With a median tx
duration of 23.9 mo with zanu vs 11.1 mo with VenO, the incidence of grade 3/4 infections (excluding COVID-
19) was similar; grade 3/4 neutropenia, thrombocytopenia, and febrile neutropenia, and TEAEs leading to dx,
were lower with zanu vs VenO (nominal P<.05 for all).

Conclusions: This MAIC suggested zanu had longer PFS and a trend for extended OS vs VenO. Hematologic
toxicity rates and TEAEs leading to dx were also lower with zanu vs VenO.
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