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Safety and Efficacy Results of a Phase 1 Study of the
Novel BCL2 Inhibitor Sonrotoclax (BGB-11417) for
Relapsed/Refractory Waldenstrom Macroglobulinemia
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INTRODUCTION Table 1. Baseline Patient Characteristics CONCLUSIONS
e Waldenstrom macroglobulinemia (WM) is a rare, incurable, Characteristic « Sonrotoclax monotherapy was well tolerated in
B-cell lymphoma, and more tolerable and effective treatments Study follow-up, median 234 131 41 0.2 123 patients with R/R WM; the MTD was not reached
are needed for patients who experience progression on (range), months (76-271)  (21-200) (27-85) (0.2-02)  (0.2-271) _ Ns lebeimaiaiy 6 @ Trieal TLE averis wisre cheeved
standard treatments'’ e inny Aam 65.5 63.5 650 0 eigis Pralimi .y o o in thi
’ ’ 48-79 61-87 61-77 84-84 48-87 o
e Inhibition of BCL2 has demonstrated antitumor activity in patients ( ) lacl) ikl ( - ) re Immary ST aCtIV,Ity Wa_s enf:ouraglng o il
Male sex, n (%) 6 (100) 5 (63) 4 (80) 1(100) 16 (80) heavily pretreated population, with high and durable

with WM; however, no BCL2 inhibitors are currently approved?
responses across all tested dose levels

e Sonrotoclax (BGB-11417), a next-generation BCL2 inhibitor, is a ECOG PS
more selective and pharmacologically potent inhibitor of BCL2 0 3(50) > (25) 120) 0 6 (30) - Furjcher erﬂ'Uation of 5.0nr0t0.C|aX. monc?therapy in
than venetoclax with a shorter half-life and no accumulation? patients with R/R WM is ongoing in a pivotal study
« Here, updated safety and efficacy data are presented for 1 3900 563480 1(00)  13(69) (BGB-11417-203)
patients with relapsed/refractory (R/R) WM treated with 2 0 1(13) 0 0 1(5)
sonrotoclax monotherapy in the ongoing BGB-11417-101 study « Response rates are shown in Figure 4; the 1 patient in the

MYD88 mutation, n/tested (%) 4/4 (100)  4/4(100)  2/2(100)  11(100)  11/11(100)
640-mg cohort was not yet response evaluable

M ET H O DS CXCR4 mutation, n/tested (% 174 (25 174 (25 1/2 (50 0/1(0 3/M (27 .
%) 25 125 59) ©) 27) Figure 4. Response Rates®
o BGB-11417-101 (NCT04277637) is a first-in-human, phase 1, Prior therapy ORR® ORR® ORR" ORR®
open-label, multicenter, dose-escalation and -expansion study 100 °7” o8 5o% %
i ) ) i i . No. of lines of prior systemic 318 55 (19 1018 3(33 55 (1-9
in patients with B-cell malignancies (Figure 1) therapy, median (range) (1-8) 5 (1-9) (1-8) (3-3) 5 (1-9)
o Eligible patients h.ad R/R WM (disease that relap§ed after or was No. of lines of prior systemic therapy, n (%) o0
refractory to >1 prior systemic therapy) and required treatment
per IWWM-7 criteria 1 1(17) 3(38) 4(80) 0 8 (40)
. . . 60
e The primary objectives of the study were to assess safety/ 2 1(17) 1(13) 0 0 2 (10) R VGPR
(]
tolerability, evaluate the ramp-up dosing schedule, define the g oPR
. : >3 4 (67) 4 (50) 1(20) 1(100) 10 (50) = = MR
MTD, and determine the RP2D of sonrotoclax monotherapy in o 40 = SD
patients with B-cell malignancies, including R/R WM Prior BTK inhibitor, n (%) 4(67) 4 (50) 3(60) 1(100) 12 (60) =PD
e Responses were assessed per modified Owens 2013 criteria BTK inhibitor as last ~ ~ ~ ~ 9 (45) -
.. . therapy, n (%)
o Sonrotoclax was administered orally QD with a ramp-up
median (range), months (55.3-85.4) (19.4-54.5) (11-251) (68.5-68.5) (11-85.4) 0
H H 80 160 320 All i
Flgure 1. BGB'11417'101 StUdy DeSlgn LDi, longest diameter; PS, performance status. (n=n61)g (n=;;cg (n=;;g (Zi:'gfts
Study follow-up®,
. . H H H H median (range), 234 131 41 12.3
Sonrotoclax monotherapy dose finding® e An overall summary of TEAEs in patients with R/R WM is shown e 767 21200) 27.85) 02571
in Table 2 3 o ,
R/R NHL. R/R CLL/SLL. R/R MCL. R/R WM @Responses were assgssed per modified Owgns 2Q13 criteria. ® ORR was pleflned as response of MR or
) 2 ) . i i i — _ better. < One patient died due to a COVID-19 infection before a post-baseline response assessment.
Four patients died while on study due to PD (n=2), COVID-19 For all patients as treated (N=20).
640 i pneumonia (n:']), and mu|ti_organ failure (n:’]); neither TEAE MR, minor response; NA, not assessable; VGPR, very good partial response.
was related to sonrotoclax Figure 5. Treatment Duration and Investigator-Assessed Responses
m e The most common any-grade TEAEs across cohorts were —
H . . rior
- anemia (35%), COVID-19 (30%), and pyrexia (25%) (Figure 3) BTKi
. - D
— The most common grade >3 TEAE was anemia (20%) X | Bomol HEEBAAA A A A A A e ste
mg
80 mg « No laboratory or clinical TLS was seen regardless of target dose oMo HEGATATTATTATTA A 160 mg
: : : 80mg1 HOOOW OO o v o o ® B I 320
?The safety monitoring committee reviewed dose-level cohort data before dose escalation. « One patlent in the 16O'mg dose group experlenced a DLT of ° B 640 o
grade 3 febrile neutropenia which resolved after 2 days without X | s8omg{ #O@O®®®® A A A a4 X mo
RESULTS dose reduction during ramp-up day 2 on 10 mg of sonrotoclax < | somginseom X
: : e Dose escalation is ongoing at 640 mg, with no MTD reached at
e As of February 4, 2024, a total of 20 patients with R/R WM had . 90Ny J A e
, , the time of data cut-off
received sonrotoclax (80, 160, 320, or 640 mg), and 14 remained X | 60mg{ IS ee @ e ee e
on treatment (Figure 2) Table 2. TEAE Summary 160 mg-| AT AT A AT A >
. . . . . 80 mg 160 mg 320 mg 640 mg All
—_ o 60 mg- o 9 9 v 9 -
Six patients (30%) discontinued treatment due to progressive Patients, n (%) (n=6) (n=8) (n=5) (n=1) (N=20) 160 mg-f
disease (PD; n=4) and AEs of multifocal neurological 160 mg HEGTATATAATA A
syndrome (n=1) and COVID-19 (n=1); neither AE was Any TEAE > (83) 8(100) > (100) 0 18 (90) soms o eeewe A A
considered related to sonrotoclax by the investigator Grade >3 3 (50) 3(38) 1(20) 0 7 (35) N D ——
Figure 2. Patient Disposition Serious TEAEs 3 (50) 2 (25) 1(20) 0 6 (30) X |16omg OO OO0 X
All patients dosed to date in BGB-11417-101 Deaths 1(17) 1(13) 0 0 2 (10)° X | 1e0mgy X A VGPR
N=348 X 320 mg A PR
mg-HETATAT
Led to sonrotoclax 1017) 1013) 0 0 2 (10)° ¥ MR
_____________________________________________________________________________________________________________ | discontinuation 320 mg N WA A - ® <o
| f x| 320 mo- fpmemm- m o
| i Led tq sonrotqclax 2 (33) 3(38) 0 0 5 (25)
- N ) dose interruption 20 ¢ NE
Sonrotoclax monotherapy Sonrotoclax + zanubrutinib Sonrotoclax + obinutuzumab 320 mg EITA -+ Ongoing treatment
B n=200 + zanubrutinib Led to sonrotoclax
B ACb RL (TN and R/R CLL and R/R MCL cohorts) n=25 dose reduction 0 0 0 0 0 X | 320 mo iR X Death
o (CLL cohorts) X | 640 mg{> # Reached target dose
R/R CLL/SLL sonrotoclax + zanubrutinib | L ’ @ COVID-19 pneumonia, pneumonia.® COVID-19, multifocal neurological syndrome (no further information). - < <
EHA 2024 Abstract S156 . . . 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
. Figure 3. TEAEs in =3 Patients o
R/R WM n=20 R/R MCL sonrotoclax + zanubrutinib Time since first dose, months
. EHA 2024 Abstract P1112 Sonrotoclax monotherapy
Median follow-up: 12.3 months g ) BTKi, BTK inhibitor; MR, minor response; NE, not evaluable; VGPR, very good partial response.

(range, 0.2-27.1 months)

80 mg: =6 Anemia 15 20 REFERENCES
ElD) finiep =2 COVID-19 30 1. Castillo JJ, et al. Lancet Haem. 2020:7(11):c827-837.
320 mg: n=5 2. Castillo JJ, et al. J Clin Oncol. 2022:40(1):63-71.
640 mg: n=1 Pyrexia o5 3. HuN, et al. AACR 2020. Abstract 3077
Pruritus 20 DISCLOSURES
. CYC: Consultancy, honoraria, membership on an entity's Board of Directors or advisory committees: Roche, Janssen,
Neutropenia® 15 “ MSD, Gilead, Ascentage Pharma, AstraZeneca, Lilly. CST: Research funding: Janssen, AbbVie, BeiGene; Honoraria:
Janssen, AbbVie, BeiGene, Loxo, AstraZeneca. RGS: Consultancy: Janssen, BeiGene; Research funding: Gilead,
Nausea 15 “ Takeda; Honoraria: Janssen, Takeda, BeiGene, Incyte, Astellas, Novartis, GSK; Patents and royalties: IVS (institutional
agreement); Speakers bureau: Janssen, BeiGene. MS: Consultancy: AbbVie, Genentech, AstraZeneca, Genmab,
On treatment QB Off treatment Rash 15 Janssen, BeiGene, BMS, MorphoSys/Incyte, Kite Pharma, Eli Lilly, Fate Therapeutics, Nurix, Merck; Research funding:
n=14 n=6 Mustang Bio, Genentech, AbbVie, BeiGene, AstraZeneca, Genmab, Morphosys/Incyte, Vincerx; Stock options: Koi
80 mg: n=2 PD: n=4 Headache 15 Biotherapeutics; Employment: BMS (spouse). SL: Consulting or advisory role: BeiGene. CD: Consulting or advisory
160 mg: n=6 AE: n=2 role: AbbVie, Ono Pharma, BMS, Seagen; Research funding: BeiGene, BMS, Fate Therapeutics, Curis Inc, Ono Pharma.
320 mg: n=5 Contusion 15 LS: Consultancy: Octapharma, Eli Lilly; Membership on an entity's Board of Directors or advisory committees: AbbVie,
640 mg: n=1 AstraZeneca, BeiGene; Speakers bureau: AbbVie, Johnson & Johnson. YF, SP: Employment and may own stock:
Fatigue 10 “ Grade 1/2 BeiGene. HG: Employment, may own stock, travel, accommodations, or expenses and leadership role: BeiGene.
. = Grade >3 WD: Employment, may own stock and research funding: BeiGene; Grants: Merck, AstraZeneca, DTRM pharma,
e Across dose COhOI’tS, the median age was 68.5 years a nd the Thrombocytopenia® 5 “ = Octapharma, BeiGene; Advisory board: Kite Pharma. PB: Honoraria: AbbVie; Membership on an entity's Board of
, , , , , , , . Directors or advisory committees: MSD, Janssen.
median number of prior treatments was 2.5 (Table 1) 0 5 10 15 20 25 30 35 40
Patients, % ACKNOWLEDGMENTS
— Twelve patients (60%) received prior BTK in h | bitor thera py, The authors thank the patients and their families, investigators, co-investigators, and the study teams at each of the
) . . . ®*Neutropenia combines preferred terms neutrophil count decreased and neutropenia. ® Thrombocytopenia participating centers. This study was sponsored by BeiGene, Ltd. Medical writing was provided by Angela R. Eder, PhD,
niNne (45%) of whom had it as their last pPrior thera PY combines preferred terms platelet count decreased and thrombocytopenia. and Brittany Gifford, PharmD, of Nucleus Global, an Inizio company, and supported by BeiGene.

CORRESPONDENCE: Chan Y. Cheah, Presented at the 2024 Annual Meeting of the Chinese Society of Clinical Oncology; September 25-29, 2024, Xiamen, China

chan.cheah@health.wa.gov.au Data originally presented at the EHA2024 Hybrid Congress; June 13-16, 2024; Madrid, Spain. Abstract P1110




