Updated Safety and Efficacy of All-Oral Sonrotoclax + Zanubrutinib in Relapsed/Refractory
Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma, Including Patients With del(17p)/TP53

PS1697

Stephen S. Opat,' Constantine S. Tam,> Mary Ann Anderson,>* Alessandra Tedeschi,> Emma Verner,*’ Masa Lasica,® Alejandro Arbelaez,’ Stephan Stilgenbauer,° Peter Browett," Sophie Leitch,”” Eva Gonzalez-Barca,”
Mazyar Shadman,** Jing-Zhou Hou,° Herbert Eradat,” David Westerman,'®"® Binghao Wu,?° Gabriel Man,?' Yigian Fang,?° Sheel Patel, Remus Vezan,” Chan Y. Cheah?*?*

'Lymphoma Research Group, School of Clinical Sciences at Monash Health, Monash University, Clayton, VIC, Australia; 2Alfred Hospital and Monash University, Melbourne, VIC, Australia; *Royal Melbourne Hospital and Peter MacCallum Cancer Centre, Melbourne, VIC, Australia; “The Walter and Eliza Hall Institute, Melbourne, VIC, Australia; >’ ASST Grande Ospedale Metropolitano Niguarda, Milano, ltaly;
®Concord Repatriation General Hospital, Concord, NSW, Australia; ’University of Sydney, Sydney, NSW, Australia; St Vincent’s Hospital Melbourne, Melbourne, VIC, Australia; °Pindara Private Hospital, Benowa, QLD, Australia; ®Ulm University, Ulm, Germany; "Auckland City Hospital, Grafton, Auckland, New Zealand;™Te Whatu Ora, Health New Zealand-Waitemata, Auckland, New Zealand;

Blnstitut Catala d’Oncologia Hospitalet, Universitat de Barcelona, IDIBELL, Barcelona, Spain;Fred Hutchinson Cancer Center, Seattle, WA, USA; ®University of Washington, Seattle, WA, USA; ®University of Pittsburgh Medical Center, Pittsburgh, PA, USA;"”David Geffen School of Medicine at UCLA, Los Angeles, CA, USA; ®Peter MacCallum Cancer Centre, Melbourne, VIC, Australia;

®University of Melbourne, Melbourne, VIC, Australia; 2°°BeOne Medicines, Ltd, Shanghai, China;?'BeOne Medicines, Ltd, San Carlos, CA, USA;??Sir Charles Gairdner Hospital, Nedlands, WA, Australia; 2Medical School, University of Western Australia, Crawley, WA, Australia; ?*Linear Clinical Research, Nedlands, WA, Australia.

\
CONCLUSIONS

* With a median study follow-up of 40.6 mo, sonrotoclax + zanubrutinib was tolerable
and demonstrated substantial antitumor activity in the R/R CLL/SLL population,
including those who were BTK inhibitor-pretreated and those with high-risk features,
such as TP53 mutation, del(17p), or unmutated IGHV

— No cases of TLS occurred

— Response rates were high and deepened over time, with a 100% ORR and
52.4% CR rate observed in the sonrotoclax 320-mg/RP2D cohort

— High rates of blood uMRD4 were seen by week 24 of combination therapy
and increased over time, with 85.7% of the sonrotoclax 320-mg/RP2D cohort
achieving uMRD4 by week 72

— Across all cohorts, 24 of 25 patients who electively discontinued treatment
remain in remission, with a median time off treatment of 13.8 mo, including all
patients in the sonrotoclax 320-mg/RP2D cohort

* These results continue to support the development of all-oral, time-limited treatment
with sonrotoclax + zanubrutinib in this population with substantial unmet need,
including those with high-risk disease features and poor outcomes

RESULTS

INTRODUCTION

Chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL) is an indolent B-cell
malignancy characterized by recurrent cycles of relapse following remission’

— Fixed-duration therapies have emerged as an effective treatment for relapsed/refractory (R/R)
CLL/SLL, leading to the US approval of venetoclax + acalabrutinib?; however, novel treatments
that improve safety and tolerability while maintaining response depth and durability are needed

* Sonrotoclax (BGB-11417), a next-generation B-cell lymphoma 2 (BCL2) inhibitor, is a more selective
and pharmacologically potent inhibitor of BCL2 than venetoclax, with a shorter half-life and
no drug accumulation®#

— In May 2026, sonrotoclax received accelerated approval from the US FDA for patients with
R/R MCL who had previously received >2 lines of therapy, including a BTK inhibitor®

* Zanubrutinib, a highly selective and potent next-generation Bruton tyrosine kinase (BTK) inhibitor
approved for CLL/SLL, has demonstrated superior progression-free survival (PFS) and fewer
cardiac adverse events (AEs) in a phase 3 head-to-head trial of zanubrutinib vs ibrutinib in
patients with R/R CLL/SLL®

* Here, updated safety and efficacy data are reported from the phase 1/1b BGB-11417-101 study of
sonrotoclax + zanubrutinib combination therapy in patients with R/R CLL/SLL

METHODS

* BGB-11417-101 (NCT04277637) is an ongoing global, phase 1/1b, dose selection and expansion
study evaluating sonrotoclax as monotherapy or in combination with zanubrutinib and/or
obinutuzumab in patients with mature B-cell malignancies (Figure 1)

* Zanubrutinib monotherapy (320 mg once daily [QD] or 160 mg twice daily) was administered
for 8-12 weeks, followed by sonrotoclax + zanubrutinib until disease progression, unacceptable
toxicity, or protocol-defined elective discontinuation after week 96

* Sonrotoclax target doses (40, 80, 160, 320, or 640 mg QD) were achieved through gradual dose
ramp-up over approximately 4 weeks to mitigate the risk of tumor lysis syndrome (TLS)

Figure 1. BGB-11417-101 Study Design
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Part 1 endpoints

- Primary: DLTs, TEAEs, SAEs, AEs leading to d/c,
MTD, RP2D, TLS

« Secondary/exploratory: PK/PD

Part 2 endpoints

- Primary: TEAEs, SAEs, AEs leading to d/c

- Secondary/exploratory: ORR, DOR, TTR,
PFS, OS, MRD, TLS

Median follow-up (range): 40.6 (10.2-60.6) months

®The safety monitoring committee reviewed dose-level cohort data before dose escalation.

Abbreviations: AE, adverse event; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; d/c, discontinuation; DLT, dose-limiting toxicity;

DOR, duration of response; MCL, mantle cell ymphoma; MRD, measurable residual disease; MTD, maximum tolerated dose; ORR, overall response rate;

OS, overall survival; PFS, progression-free survival; PK/PD, pharmacokinetics/pharmacodynamics; R/R, relapsed/refractory; RP2D, recommended phase 2
dose; SAE, serious adverse event; sonro, sonrotoclax; TEAE, treatment-emergent adverse event; TLS, tumor lysis syndrome; TN, treatment naive; TTR, time to
response; zanu, zanubrutinib.
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* As of March 1, 2026, a total of 47 patients with R/R CLL/SLL were enrolled, including 22 patients
in the sonrotoclax 320-mg/RP2D cohort (Table 1)

* At baseline, 37.2% (16/43) of patients had TP53 mutation and/or del(17p) and 73.9% (34/46) had
unmutated immunoglobulin heavy chain variable region (IGHV)

* Seven patients (14.9%) had received prior BTK inhibitor therapy

* At the data cutoff, 14 patients (29.8%) remained on treatment; of 33 patients who discontinued
sonrotoclax, 25 (75.8%) did so due to protocol-defined elective discontinuation

— As of the data cutoff date, 24/25 (96.0%) who electively discontinued were in remission and
had a median time off treatment of 13.8 mo (range, 1.8-24.3 mo)

Table 1. Baseline Characteristics

Sonro 320 mg/
RP2D + zanu

Parameters (n=22)

Study follow-up, median (range), mo 40.6 (10.2-60.6)

Age, median (range), y 67.0 (36-76) 65.0 (36-/6)
Male, n (%) 18 (81.8) 35 (74.5)
ECOG PS, n (%)

0] 11 (50.0) 28 (59.6)

1 10 (45.5) 17 (36.2)

2 1(4.5) 2(4.3)

Risk status, n/tested (%)
del(17p) 3/18 (16.7)
TP53 mutation® 6/22 (27.3)
del(17p) and/or TP53 mutation?® 7/20 (35.0)

11/42 (26.2)
14/46 (30.4)
16/43 (37.2)

Unmutated IGHV, n/tested (%) 17/21 (81.0) 34/46 (73.9)

No. of prior lines of therapy, median (range) 1(1-3) 1(1-3)

Prior BTK inhibitor treatment, n (%) 3 (13.6) 7 (14.9)
Duration, median (range), mo 38.1(34.2-49.1) 34.2 (1.6-86.6)

Data cutoff: March 1, 2026.
aTP53 mutation was defined as >5% variant allele frequency.

Abbreviations: BTK, Bruton tyrosine kinase; ECOG PS, Eastern Cooperative Oncology group performance status; IGHV, immunoglobulin heavy chain variable
region; RP2D, recommended phase 2 dose; sonro, sonrotoclax; zanu, zanubrutinib.

* Across all cohorts, the most common any-grade treatment-emergent adverse events (AEs) were
COVID-19 (42.6%), upper respiratory tract infection (38.3%), and diarrhea (38.3%) (Figure 2)

* The most common grade >3 AE was neutropenia (29.8%)

* One patient in the sonrotoclax 40-mg cohort had an AE leading to death (histiocytic sarcoma;
not related to study treatment) >30 days from last dose (Table 2)

* No laboratory or clinical TLS occurred

Table 2. Safety Summary
Sonro 320 mg/
RP2D + zanu

Patients, n (%) (n=22)

Any TEAE 22 (100) 46 (97.9)
Grade >3 18 (81.8) 34 (72.3)
Serious 11 (50.0) 23 (48.9)
Leading to death 0 (0) 1(2.1)°
Leading to zanu discontinuation 2 (9.) 6 (12.8)°
Leading to sonro discontinuation 2(9.9) 5 (10.6)¢

a0ne patient in the sonro 40-mg cohort had a TEAE leading to death (histiocytic sarcoma) that occurred >30 days from last dose. PZanu discontinuations
(n=6): histiocytic sarcoma (sonro cohort: 40 mg), intracranial hemorrhage (80 mg), meningococcal sepsis (320 mg), myelodysplastic syndrome (320 mg),
knee pain (640 mg), and myeloma (640 mg). “Sonro discontinuations (n=5): histiocytic sarcoma (sonro cohort: 40 mg), meningococcal sepsis (320 mg),
myelodysplastic syndrome (320 mg), knee pain (640 mg), and myeloma (640 mqg).

Abbreviations: RP2D, recommended phase 2 dose; sonro, sonrotoclax; TEAE, treatment-emergent adverse event; zanu, zanubrutinib.

Figure 2. Treatment-Emergent AEs in >225% of Patients
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aNeutropenia includes PTs neutrophil count decreased and neutropenia. "Thrombocytopenia includes PTs platelet count decreased and thrombocytopenia.

Abbreviations: AE, adverse event; PT, preferred term; RP2D, recommended phase 2 dose; sonro, sonrotoclax; URTI, upper respiratory tract infection;
zanu, zanubrutinib.

* Among 46 efficacy-evaluable patients across all doses, the overall response rate (ORR) was
95.7%, with a complete response (CR) rate of 54.3% (Figure 3)

— Among 21 efficacy-evaluable patients in the sonrotoclax 320-mg/RP2D cohort, ORR was 100%
and CR rate was 52.4%

* Median follow-up was 40.6 mo (range, 10.2-60.6 mo); median time to CR was 10.5 mo
(range, 5.3-42.6 mo)

— In the sonrotoclax 320-mg/RP2D cohort, median time to CR was 9.9 mo (range, 5.3-22.8 mo)

* Among seven evaluable patients with prior BTK inhibitor therapy, five achieved partial response,
one achieved CR, and one was not evaluable

Figure 3. Overall Response Rates
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aDefined as PR with lymphocytosis or better per International Workshop on CLL 2018 guidelines.
Abbreviations: CLL, chronic lymphocytic leukemia; CR, complete response; NE, not evaluable; ORR, overall response rate; PR partial response;
RP2D, recommended phase 2 dose; SD, stable disease; sonro, sonrotoclax; zanu, zanubrutinib.

* For 46 measurable residual disease (MRD)-evaluable patients, the best rate of undetectable MRD
at 10 sensitivity (UMRD4) was 84.8% at the data cutoff (Figure 4)

— In the sonrotoclax 320-mg/RP2D cohort, best uMRDA4 rates were 52.4%, 81.0%, and 85.0% by
weeks 24, 48, and 96, respectively

— Among patients with del(17p) and/or TP53 mutation in the sonrotoclax 320-mg/RP2D cohort,
66.7% (4/6) achieved uMRD4 by week 48

Figure 4. Landmark uMRD4 Rates: Sonrotoclax 320-mg/RP2D Cohort
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3Flow cytometry-based assay of ERIC-recommended core panel markers. uMRD4 and MRD4+ were defined as <1 and >1 CLL cell per 10* total white blood
cells, respectively. MRD is best reported within a +4-week window following week 24, 48, 72, and 96 day 1 assessments. "Weeks 24, 48, 72, and 96 at sonro
target dose following zanu monotherapy. ‘Includes patients with >1 postbaseline MRD status or disease progression or death prior to MRD assessment,
excluding those with baseline MRD level <10

Abbreviations: CLL, chronic lymphocytic leukemia; ERIC, European Research Initiative on CLL; MRD, measurable residual disease; NE, not evaluable;

RP2D, recommended phase 2 dose; sonro, sonrotoclax; uMRD, undetectable measurable residual disease; zanu, zanubrutinib.

* Among the sonrotoclax 320-mg/RP2D cohort, 13 patients electively discontinued treatment after
>96 weeks of combination therapy

— As of the data cutoff date, all were in remission and had a median time off treatment of 4.5 mo
(range, 1.8-17.0 mo) (Figure 5)

* With a median follow-up of 40.6 mo (range, 10.2-60.6 mo), the 36-mo PFS rate was 95.5%
(95% ClI, 83.2%-98.9%) across all dose cohorts

Figure 5. Progression-Free Survival: Sonrotoclax 320-mg/RP2D Cohort
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Abbreviations: PFS, progression-free survival; RP2D, recommended phase 2 dose; sonro, sonrotoclax.
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