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\ RESULTS Table 2. Overall Safety Summary Table 3. Summary of Best Overall Response in Patients With CLL/SLL
. . . . . . LL/SLL
C O N C L U S I O N S * As of December 15, 2025, 54 patients with chronic lymphocytic leukemia/small lymphocytic lymphoma Patients, n (%) C(n=/2$2)
. o L R _ . (CLL/SLL; n=29), marginal zone lymphoma (MZL; n=10), mantle cell ymphoma (MCL; n=8), Waldenstrom o
In the first report of BTK degrader clinical activity in a BTK inhibitor—naive population, macroglobulinemia (WM; n=5), and Richter transformation (RT; n=2) had been enrolled and received BGB-16673 TEAE 45 (83.3) Best overall response, n (%)
novel BTK degrader BGB-16673 was well tolerated * Patients had a median age of 68 (range, 42-81) years, and a median of 2 (range, 1-9) prior lines of therapy for
> atients with R/R diseasg (Table 1() ’ Y range 9 > Treatment-related 35(64.8) CR 0
— BTK inhibitor—naive patients had fewer grade >3 TEAEs compared with heavily Pati®
- * Median study follow-up was 8.3 (range, 0.4-12.8) months Grade >3 18 (33.3)
pretreated BTK inhibitor—exposed cohorts™? PR 15 (68.2)
. o . . o . Table 1. Baseline Patient Characteristics -
— No cases of major hemorrhage, opportunistic infections (including invasive fungal Treatment-related 13 (24.) PR-L 4 (18.2)
infections), or febrile neutropenia were reported Serious 6 (11.1)
. : o L : : : SD 3(13.6)
* BGB-16673 shows promising antitumor activity in BTK inhibitor—naive patients with Characteristic Treatment-related 2 (37)
CLL/SLL . . . . PD 0
Age, median (range), years 68 (42-81) Leading to dose interruption 10 (18.5)
— A high response rate was observed and all responses were ongoing at Il %)? 1 4
Male, n (%) 38 (70.4) Treatment-related 5 (9.3) Overall response rate, n (%) 9 (86.4)
data cutoff
. . aProportion of patients who achieved a best overall response of PR-L or better.
- Response rates were consistent in patients with hlg h-risk disease featureS, ECOGPS, n (%) Leading to dose reduction O Abbreviations: CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; CR, complete response; PD, progressive disease; PR, partial response;
. . . PR-L, partial response with lymphocytosis; SD, stable disease.
including del(17p) and/or TP53 mutation and unmutated IGHV 0 27 (50.0) Treatment-related 0
* These encouraging safety and efficacy results could inform future clinical trials 1 23 (42.6) Leading to treatment discontinuation 2 (3.7) Figure 4. Treatment Duration and Responses in Patients With CLL/SLL
2 4 (7.4) Treatment-related 0 CLL v A A A -
: CLL v A A A A -
INTRODUCTION Disease status, n (%) Lealing el 1@ cLL A A A A -
Treatment naive 13 (24.1) Treatment-related 0 CLL v v v v ~
* BGB-16673 is a potential first-in-class oral Bruton Figure 1. BGB-16673 Mechanism of Action CLL A A A A -
tyrosine kinase (BTK) degrader that induces BTK Treatment-naive CLL/SLL 1 (37.9) Abbreviation: TEAE, treatment-emergent adverse event. CLL ® A A A -
; Ternary complex formation : in >10° : CLL A A A A -
Icleg(]jr-adat’uotn through the.pr?ii?somi)pathway, A S y Relapsed or refractory 41(75.9) Figure 3. TEAEs in 210% of Patients oLL . N N N
eading to tumor regression' (Figure £ BGB.16673 .
D . Relapsed or refractory CLL/SLL 18 (62.1) All patients CLL v v v g
— Degrades both wild-type and mutant BTK, - > I,gE;e o SLL A A ® ->
with the broadest activity among Disease type, n (%) Contusion (bruising) 28 CLL v A A -
BTK-targeting agents'? E CLL o © o -
(Pargeting agent o : Polyubiquitination CLL/SLL 29 (53.7) SLL . N o
— Disrupts both BTK kinase activity and its 5 Neutropenia® 6 “
. . . . . ' E2 Ub MCL 8 14 8 CLL . . . +X
scaffolding-mediated signaling, unlike BTK : s o (14.8)
. - . .. : ligase *» 2 @ o CLL - - g
inhibitors that block kinase activity alone3* E MZL 10 (18.5) Petechiae 19 SLL ) A -
— Degrades multiple BTK proteins with ; CLL ® v -
a single molecule* E (C) Target degradation WM °>(9:3) Anemia 9 “ CLL v A -
. .. E Ublup CLL A A ->
— Drives robust clinical responses across several ' Ub RT 2 (3.7)
I d/refractory (R/R) B-cell malignancies® e l " - & Diarrhea 13 CLL “ “ -
relapse - | | . .
P y d €2 Bulky disease LDi >5 cm, n (%) 16 (29.6) CLL ° A - % CR
* These mechanistic advantages support evaluating E3 CLL v + A A PR
igase 5 q o
BGB-16673 in BTK inhibitor—naive patients, with No. of prior lines of therapy, median (range) 2(1-9) Nausea 1 CLL® + v PR-L
the potential to reduce treatment intolerance and .. ’, Proteasome Prior therapy in previously treated patients, n/N (%) CLL - ¢ I?’B
’ u
resistance seen with BTK inhibitors®® .‘ ;\“.' ) . — CLL = o NE
: : , ¢ Anti-CD20 monoclonal antibodies 41/41 (100 . . CLL -
* Here we report, for the first time, safety and efficacy - ¢ | pod /41(100) Patients with CLL/SLL CLL o x Death
results of BGB-16673 in BTK inhibitor—naive patients Chemotherapy 40/41 (97.6) CLL > —Ongoing
with B-cell malignanCieS in the CaDANCe-101 StUdy Abbreviations: BTK, Bruton tyrosine kinase; ub, ubiquitin. SELD faEfers 4/41 (9 8) Contusion (eriSing) 28 CLL — + Discontinued treatment
Treatment duration, weeks
* CaDANnCe-101 (BGB-16673-101; NCT05006716) is an ongoing open-label, phase 1/2 trial (Figure 2) et siEge © (el S0 (Z=H) Anemia 14 n
- BGB-16673 dministered v at 200 dail Grade 1/2 "Treatment discontinued due to withdrawal of consent by the patient.
B was administered orally a mg once daily Unmutated IGHV 6/6 (100) MW Grade >3 Abbreviations: CLL, chronic lymphocytic leukemia; CR, complete response; NE, not estimable; PD, progressive disease; PR, partial response;
. . Petechiae 14 - PR-L, partial response with lymphocytosis; SD, stable disease; SLL, small lymphocytic lymphoma.
Figure 2. CaDAnCe-101 Study Design del(17p) and/or TP53 mutation 8/25 (32.0)
CaDANnCe-101 Part 1: Monotherapy dose finding T T T T T 1
(BGB-16673-101, Complex karyotype (>3 abnormalities) 1/4 (25.0) 0 5 10 15 20 o5 30 REFEREN C E S
NCT05006716) 1. Feng X, et al. EHA 2023. Abstract P1239. 7. Moreno C. Hematol Am Soc Hematol Educ Program. 2020;2020(1):33-40.
Kev elidibilitv criteria f aPercentages are calculated based on the number of patients with CLL/SLL. °No BTK mutations were reported in patients with available BTK mutation data. . o 2. W:cmg H, et al. EHA 2023. Abstr'act P1219. . . 8. Woyach JA, et al. N Engl J Med. 2(?14;370.(24):2286-2294.
Cjz oertla:: Ity criteria for Abbreyiations: CLL/SLL, chronic Iymphpcytic Iegkemia{small Iymp.hocytic lymphoma; ECOG PS, Eastern Cooperatiye Oncology Group performance status; Patlents, % i ?:Eli(rii nl\:lé:tDéjléngllf Zi\; ggigcﬁs237\202/22022,5212&5)3:12-22?2.78‘ ?(.)‘ ¥\r/223 EP i f;:\lsir;% J;;ﬁié?é%gi%(ggﬁ;?fa
: . ' IGHV, immunoglobulin heavy chain variable region; LDi, longest diameter; MCL, mantle cell ymphoma; MZL, marginal zone lymphoma; 5. Seymour JF, et al. ASH 2023; Abstract 4401. 1. Ahn IE. et al. ASH 2025: Abstract 85.
: gﬁ[‘gﬂedwgﬁg&;i'sﬂw or RT RT, Richter transformation; WM, Waldenstrom macroglobulinemia. ®Neutropenia combines preferred terms neutropenia and neutrophil count decreased. The values of any-grade TEAEs have been calculated from individual 6. Tam CS, et a,ul. Blood Cancer:/. 2023:13(1):141. 12. Tam C’S, ot al. ASH 202’5; Abstract 3583.
' S N S grade 1/2 and grade >3 values rounded to the nearest whole number.
; ECOC? PS 0_2. (0_.1 |.n EU) . 2 b S f Abbreviations: CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; TEAE, treatment-emergent adverse event.
: i\lo o ?TK Iliehiey Selected BTK inhibitor-naive B-cell a ety DISCLOSURES
reatmen malighancies
« Adequate organ function (MZL, McL, %;I}/SSLL’ WM. RT) ¢ Overall, 83.3% of patients experienced a treatment-emergent adverse event (TEAE) of any grade, and 33.3% Effica Cy AMF: Honoraria: Janssen, BeOne Medicines, Ltd; Consulting or advisory role: Janssen, BeOne Medicines, Ltd, AstraZeneca, AbbVie, Lilly; Travel, accommodations,
. d de >3 TEAE (Table 2 expenses: Janssen, BeOne Medicines, Ltd, AstraZeneca, AbbVie, Lilly. AC: Honoraria: Johnson & Johnson, AbbVie, Regeneron, AstraZeneca, Knight Therapeutics, Lilly;
experienced a grade 2 ( apie ) * Efficacv is onlv reported for patients with CLL/SLL at this time. due to small sample sizes in other cohorts Consulting or advisory role: Johnson & Johnson, AstraZeneca, Ipsen; Research funding: Johnson & Johnson, AbbVie, Regeneron, AstraZeneca, Roche, BeOne Medicines,
Key objectives for part 1 — Median duration of exposure was 81 (ran e. 0.4-12 8) months y y P P ’ P Ltd, Pfizer, BMS; Travel, accommodations, expenses: Johnson & Johnson, AbbVie, Takeda, Roche, AstraZeneca. ML: Consulting or advisory role: Janssen, BeOne Medicines,
+ Primary: safety" & P ) J o _ o . . _ * In 22 evaluable patients with CLL/SLL, the overall response rate (ORR) was 86.4%, with a median follow-up L1, Sobi Speakers bureau: Janssen, Beone Medicines, |16, Abbile. ©S: Consuing or advisory roje: AstraZeneca, MSD, Janssen Cilag; Speakers bureal: AbbVie,
HR L - . . straZeneca, Lilly; Iravel, accommodations, expenses: e, AslraZeneca. . Lonsulting, aavisory poard, nonoraria: kocne, Janssen, Gllead, AstraZeneca, Llilly,
ORI, (RS S IREiAE The most common anyograde TEAEs I.I"I all pat:)ents, were contusion (erISIng’ 2786)’ neutropenla/neutrophll of 8.2 (Fange, 04'128) months (Table 3; Flgure 4) BeOne Medicines, Ltd, Menarini, Dizal, AbbVie, Genmab, Sobi, CRISPR Therapeutics, BMS, Regeneron; Speakers bureau: Janssen, AstraZeneca, BeOne Medicines, Ltd,
= Secondary: FK, PD, count decreased (20.4%), and petechiae (18.5%) (Figure 3); the most common grade >3 TEAE was Genmab, AbbVie, Roche, MSD; Research funding: BMS, Roche, AbbVie, MSD, Lilly; Travel expenses: Lilly, BeOne Medicines, Ltd. EM: Consulting or advisory role: AbbVie.

- Responses were ongomg in all 19 patlents who responded at data cutoff FM: Consultant: Roche, BMS, Gilead; Honoraria or speakers bureau: Takeda, Roche, Chugai; Data safety monitoring board or advisory board: Gilead, BMS, AbbVie.

° : : : _ : : : MB-O: Honoraria and speakers bureau: AbbVie, BMS, Incyte, Kite, Roche, AstraZeneca; Consulting and advisory role: AbbVie, Incyte, Kite, Roche, AstraZeneca;
Median time to first response was 2.8 (range’ 2.7 56) months, around the time of first disease assessment’ Research funding: AbbVie, Incyte, Kite, Roche; Expert testimony: Incyte, Kite, Roche; Travel, accommodations, expenses: AbbVie, BMS, Incyte, Kite, Roche, AstraZeneca.

preliminary efficacy®

neutropenia/neutrophil count decreased (14.8%)
— In patients with CLL/SLL, the most common grade >3 TEAE was neutropenia/neutrophil count decreased

°Data from gray portions of the figure are not included in this presentation. "Treatment was administered until progression, intolerance, or other criteria were 20.7%) (Fi 3 and median time to best response was 5.5 (range, 27-68) months NS: Consulting or advisory role: Amgen, BMS, Foundation Medicine; Speakers bureau: Amgen, Takeda, Jazz Pharmaceuticals, Genentech. YW: Research funding (payable

met for treatment discontinuation. “Safety was assessed according to the National Cancer Institute Common Terminology Criteria for Adverse Events v5.0 ( : °) ( igure ) R din4of 6 | bl . 66.7% ith del(17 d/ TP53 . th h to institution): Incyte, InnoCare, LOXO Oncology, Lilly, MorphoSys, Novartis, Genentech, Genmab, AbbVie, BeOne Medicines, Ltd, Merck, AstraZeneca, BMS; Advisory board

with iwCLL hematologic toxicity criteria (CLL). ‘Responses were assessed after 12 weeks per Lugano 2014 criteria for MCL, MZL SLL and RT, per iwCLL 2018 — One patient with MCL developed grade 3 paroxysmal atrial fibrillation, which resolved to sinus rhythm esponses occurred in 4 of 6 evaluable patients (66.7%) with del(17p) and/or mutation; the other (payable to institution): Lilly, LOXO Oncology, TG Therapeutics, Incyte, InnoCare, Kite Pharma, Janssen, BeOne Medicines, Ltd, AstraZeneca, Genmab, AbbVie; Consultancy
N . . . . - o . T . . . . . . . . i i i i i i i (payable to institution): InnoCare Pharma, AbbVie; Honoraria (payable to institution): Kite Pharma. SR: Employment: BeOne Medicines, Ltd, BMS: Stock or other ownership:

criteria with partial response with lymphocytosis modification for CLL, and after 4 weeks per modified IWWM-11 criteria for WM™, — No cases of major hemorrhage, opportunistic infections (including invasive fungal infections), or febrile two patients remain on treatment with stable disease. Responses occurred in all 4 evaluable patients with BeOne Medicines, Ltd, BMS, Celgene. YZ, LX, KB, SF: Employment and may own stock: BeOne Medicines, Ltd. IM, LM: No disclosures.

Abbreviations: BTK, Bruton tyrosine kinase; cBTK, covalent Bruton tyrosine kinase; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; neutropenia occurred unmutated IGHV

ECOG PS, Eastern Cooperative Oncology Group performance status; IWWM, International Workshop on Waldenstrom Macroglobulinemia; — Grade 3 infections were reported in 3 patients (5.6%), and no grade 4 or 5 infections occurred * No PFS events were observed at 6 months

iwCLL, International Workshop on Chronic Lymphocytic Leukemia; MCL, mantle cell ymphoma; MTD, maximum tolerated dose; MZL, marginal zone lymphoma; ’ AC K N O W L E D G M E N T S

PD, pharmacodynamics; PK, pharmacokinetics; QD, once daily; RDFE, recommended dose for expansion; RT, Richter transformation: One TEAE Ied.to tregtmept discontinuation anFI death due. to metastf':ltlc neoplasm; one additional TEAE led BTK degr.adatlon data in peripheral blood were available for 44 patients; all showed complete BTK The authors thank the patients and their families, investigators, co-investigators, and the study teams at cach of the participating centers. This study was sponsored by

WM, Waldenstrom macroglobulinemia. to treatment discontinuation due to exacerbation of chronic back pain deg radation at steady state BeOne Medicines, Ltd. Medical writing support was provided by Shanen Perumal, PhD, of Nucleus Global, an Inizio Company, and supported by BeOne Medicines
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