UPDATED SAFETY AND EFFICACY RESULTS OF A PHASE 1 STUDY OF THE NOVEL
BCL2 INHIBITOR SONROTOCLAX (BGB-11417) FOR RELAPSED/REFRACTORY
WALDENSTROM MACROGLOBULINEMIA

Authors: Chan Y. Cheah,'3 Constantine S. Tam,* Ramén Garcia-Sanz,® Sophie Leitch,® Emma
Verner,”# Raul Cordoba,® Mazyar Shadman,'%'" Paolo Ghia,'?'® Francesc Bosch,'* Uwe
Hahn,'> Masa Lasica,'® Christopher D’Angelo,"” Yigian Fang,'® Wei Ding,'® Charity Henrich,®
Sheel Patel,'® Peter Browett2°

Affiliations: 'Sir Charles Gairdner Hospital, Nedlands, WA, Australia; 2Medical School,
University of Western Australia, Crawley, WA, Australia; 3Linear Clinical Research, Nedlands,
WA, Australia; “Alfred Hospital and Monash University, Melbourne, VIC, Australia; °Gregorio
Marafion University Hospital, CIBERONC, Madrid, Spain; Te Whatu Ora, Health New Zealand,
Waitemata, Auckland, New Zealand; “Concord Repatriation General Hospital, Concord, NSW,
Australia; 8University of Sydney, Sydney, NSW, Australia; *Hospital Universitario Fundacién
Jiménez Diaz, Madrid, Spain; "°Fred Hutchinson Cancer Center, Seattle, WA, USA; ""University
of Washington, Seattle, WA, USA; "?Universita Vita-Salute San Raffaele, Milano, Italy; *IRCCS
Ospedale San Raffaele, Milano, Italy; "#Vall d’Hebron Institute of Oncology, Barcelona, Spain;
SRoyal Adelaide Hospital, Adelaide, SA, Australia; 'St Vincent's Hospital Melbourne,
Melbourne, VIC, Australia; '"University of Nebraska Medical Center, Omaha, NE, USA,;
8BeiGene (Shanghai) Co, Ltd, Shanghai, China; ®BeiGene USA, Inc, San Mateo, CA, USA;
20Auckland City Hospital, Grafton, Auckland, New Zealand

Background: BCL2 is overexpressed in many hematologic malignancies, including
Waldenstrom macroglobulinemia (WM). Venetoclax, the first-generation BCL2 inhibitor, has
antitumor activity in patients with WM, but it is not approved for the treatment of this disease. A
need remains for development of BCL2 inhibitors for treatment of patients with WM whose
disease progresses on standard treatments. Sonrotoclax (BGB-11417), a next-generation BCL2
inhibitor, is more selective and a more pharmacologically potent inhibitor of BCL2 than
venetoclax, with a shorter half-life and no drug accumulation. Sonrotoclax monotherapy is being
studied in the dose-escalation portion of the ongoing BGB-11417-101 (NCT04277637) study in

B-cell malignancies.

Aims: To present updated safety and efficacy data for sonrotoclax in patients with
relapsed/refractory (R/R) WM in BGB-11417-101.

Methods: Patients with R/R WM (=1 prior therapy) received sonrotoclax (80, 160, 320, or

640 mg QD) with a ramp-up schedule to the intended dose to mitigate potential risk of tumor

lysis syndrome (TLS). Patients were treated until progression or unacceptable toxicity. The
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primary endpoint is safety reported per CTCAE v5.0 and the secondary endpoint is overall
response rate (ORR; minor response [MR] or better per modified Owens 2013 criteria). TLS was

assessed per Howard 2011 criteria.

Results: As of December 6, 2024, a total of 23 patients with R/R WM were enrolled in 4 dose-
escalation cohorts (80 mg, n=6; 160 mg, n=8; 320 mg, n=5; 640 mg, n=4). Median age was 69
years (range, 48-87 years). The median number of prior treatments was 3 (range, 1-9); 14
patients were previously treated with a BTK inhibitor (noncovalent, n=1; covalent, n=13) and 22
were previously treated with anti-CD20. Median follow-up was 18.6 months (range, 2.1-37.2
months). Nine patients discontinued treatment: 6 due to progressive disease (PD) and 3 due to
treatment-emergent adverse events (TEAEs; multifocal neurological syndrome, COVID-19
pneumonia, and hemolysis [treatment-related]). Six patients died while on study due to PD
(n=4), COVID-19 pneumonia (n=1), and pneumonia (n=1); no deaths were related to study
treatment. TEAEs that occurred in 220% of patients who received sonrotoclax were anemia
(n=8; 34.8%), COVID-19 (n=8; 34.8%), and neutropenia, nausea, and pyrexia (n=5; 21.7%
each). Anemia was the most common grade =3 TEAE (n=5; 21.7%). No cases of TLS occurred
up to the highest dose tested (640 mg). No cases of atrial or ventricular fibrillation were
reported. In 23 patients, the overall, major, and very good partial response (VGPR) rates were
78.3% (18/23), 60.9% (14/23), and 13.0% (3/23), respectively. With a median follow-up of 22.1
months (range, 11.2-24.0), median progression-free survival was not reached (95% ClI, 19.7-
NE) (Figure). Nine patients had a BTK inhibitor as their last therapy and achieved an ORR of
66.7% (MR, n=1; PR, n=4; VGPR, n=1). In the 320 mg cohort, with a median follow up of 14.2
months (range, 12.8-18.6 months), all patients responded and had a major response rate of
80%, including 1 VGPR.

Summary/Conclusion: Sonrotoclax monotherapy has encouraging antitumor activity, with
ORRs of 78.3% across dose levels and 100% at sonrotoclax RP2D (320 mg) in heavily pre-
treated patients with R/R WM and has demonstrated a tolerable safety profile across all dose
levels tested. Based on the findings of this study, further evaluation of sonrotoclax monotherapy

in patients with R/R WM is ongoing in a potentially pivotal phase 2 study.
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Figure. PFS
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PFS, progression-free survival; WM, Waldenstrom macroglobulinemia.
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in Patients with WM Treated With Sonrotoclax Monotherapy
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