Preliminary Efficacy and Safety of the Bruton Tyrosine Kinase Degrader BGB-16673 in Patients With
Relapsed/Refractory Richter Transformation: Results From the Ongoing Phase 1 CaDANnCe-101 Study
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AN RE S U LT S Table 2. TEAE Summary Table 3. Summary of Disease Responses in All Patients and by Mutation Status
CONCLUSIONS * As of August 22, 2025, 24 patients with RT had received BGB-16673 (dose range, 100-500 mg) Patients, n (%) Total (N=24) Total (N=24)
* In phase 1 of CaDANnCe-101, the BTK degrader BGB-16673 had a tolerable safety * Patients were heavily pretreated, with a median of 3.5 (range, 1-11) prior lines of therapy for either Any TEAE 24 (100) Best overall response, n (%)
profile in heavily pretreated patients with R/R RT CLL/SLL or RT (Table 1) R 305
. . . . . Any treatment-related 18 (75.0) (12.5)
— Only three patients discontinued treatment due to TEAEs * All patients received CIT for RT prior to study enrollment (23/24 received anthracycline-based CIT)
PR 8 (33.3)
. . . . . . . . . - Grade >3 18 (75.0
* Promising efficacy was observed, including in patients with BTK and TP53 The median study tollow-up was 71 months (range, 0.9-20.8 months) 750 - s
mutations, and those previously exposed to BCL2 and ncBTK inhibitors, and Treatment-related grade >3 11(45.8) €3
anthracycline-based CIT Table 1. Baseline Patient Characteristics corioue O PD 10(#.7)
— The ORR was 45.8% (11/24), including a CR rate of 12.5% (3/24), with Total (N=24) Discontinued prior to first assessment 1(4.2)
responses lasting >6 months in heavily pretreated patients with R/R RT Treatment-related serious 4 (16.7)
. . . . ] ORR, n (%)° 11 (45.8)
— Median time to first response was 2.8 months Age, median (range), years o7 (4r83) Leading to death’ 2(8.3)
) . ) o . ) ' Time to first response, median (range), months® 2.8 (2.6-4.6)
* These data support further investigation of BGB-16673 clinical activity in patients Male, n (%) 15(62.5)
. Treatment-related leading to death 0 . 2 . o
with R/R RT ECOG PS, n (%) Characteristic, n/N with known status (%) ORR
0 1 (45.8) Leading to treatment discontinuation 3(12.5) Previously received BCL2 inhibitor 7/14 (50.0)
1 1(45.8 Data cutoff: August 22, 2025. Median follow-up: 71 months (range, 0.9-20.8 months). Previously received ncBTK inhibitor 3/5 (60.0)
I N T R O D U C T I O N ( ’ ) aPyrexia and unknown death, both n=1 (note: both in the context of PD).
5 5 (8 3) Abbreviations: PD, progressive disease; TEAE, treatment-emergent adverse event. BTK mutations 4/5 (80.0)
* Richter transformation (RT) of chronic lymphocytic leukemia/ Figure 1. BGB-16673: '
i i i, . TP53 mutations 9/20 (45.0
small Iymphocytl.c Iymphoma (CFL{SLL) to diffuse Igrge B-cell A BTK-Targeted CDAC Bulky disease (LN >5 cm), n (%) 13 (54.2) Figure 3. TEAEs in >10% of All Patients (45.0)
lymphoma remains a pressing clinical challenge, with no PLCG2 mutation 2/7 (28.6)°
established standard of care’ @ Ternary complex formation Elevated LDH, n (%) 16 (66.7) \ utations _
o . 4. . . i . . e
Existing therapies, such as chemoimmunotherapy (CIT) and ) BGB 16673 ¥ e el e () G 106.5 (57.0-151.0) No BTK mutations post BTK inhibitor therapy 7119 (36.8)
B.ruton tyro§|ne kinase (BTK) II’.]thItOI’S - c.heckpomt |nh|b|tors, . . 9 Nausea — 21 3Includes best overall response of PR or CR. °In patients with a best overall response better than SD. “Both patients with PLCG2 mutations who responded also
yield short-lived responses, with poor patient outcomes' e Neutrophils, median (range), 10°/L 3.2 (1.0-6.5) had BTK mutations.
o . . . . Abbreviations: BCL2, B-cell ymphoma 2; BTK, Bruton tyrosine kinase; CR, complete response; ncBTK, noncovalent Bruton tyrosine kinase; ORR, overall
BGB-16673 is an orally available protein degrader that I Platelets, median (range), 10°/L 148.0 (4.0-399.0) Back pain  — 13 n response rate; PD, progressive disease; PR, partial response; SD, stable disease.
blocks BTK signaling by tagging BTK for degradation 1
through the cell’s proteasome pathway, leading to tumor I Polyubiquitination Mutation status® Contusion — 17 . . .
rearession? (Fiaure 1 | Figure 4. Swimlane Plot of Treatment Duration and Response Assessment
egression“ (Figure 1) :
1 TP53 mutation, n (%) 20 (83.3) Pneumonia
* By degrading BTK, BGB-16673 disrupts both inherent | u B 8 n . . . . . .
BTK catalytic activity and its separate protein scaffolding I PLCG2 mutation, n (%) 7(29.2) _ « < < < < s
functions, in contrast to small molecule BTK inhibitors that | BTK mutation, n (%) 5 (208 Peripheral edema  — 17 < < < < < o
. . . . ’ (o) o
temporarily block BTK catalytic activity alone3* I Diarrh * * * L
larrnea —
* The elimination of BTK by degradation may be effective : @ Target degradation Unmutated IGHV, n/N (%)° 10/11(90.9) 17 < "
against treatment-resistant BTK mutants that have been | % ub . . L : 14 14 >
o , o Ub No. of prior lines of therapy*, median (range 3.5 (1-1 Pain in extremity —
shown to limit the efficacy of current BTK inhibitors® - ——— —DnC]—» BTK Ub P il (range) (-1 8 n - ® w5
. : . < < u
* In preclinical models, BGB-16673 degraded both wild-type @ Prior therapy, n (%) Vomiting — 13 ; ; .
BTK and mutant forms of BTK that.hz.:\ve showp.resstance to cBTK inhibitor 24 (100) = - %
covalent and noncovalent BTK inhibitors; additionally, BGB- COVID-19 — 13 * K>
16673 showed central nervous system (CNS) penetration?® BCL2 inhibitor 14 (58.3) &
- : : : » Proteasome AST i db
* In a clinical study, BGB-16673 led to substantial reductions in Q% I 5 (208 increased® 8 n * R Y
BTK protein levels in peripheral blood and tumor tissue® .5‘\:.‘4_ — ' m A
. ) i b _|
* Here, preliminary safety and efficacy results in patients with ‘ Allogeneic or autologous stem cell transplant 4(16.7) ALT increased 13 . N
. | *
relapsed/refractory (R/R) RT in phase 1 of CaDANCe-101 Abbrevia.tions: I.BTK., Bruton tyrosir.1e kinage; FZ'DAC, chimeric CAR T-cell therapy 1(4.2) Pyrexia B -
are presented degradation activating compound; ub, ubiquitin. 8
u
hemoi h 24 (1 : * CR
Chemoimmunotherapy (100) Decreased appetite — 13 n e ; gg
Anthracycline-based chemoimmunotherapy 23 (95.8) " = PD
METHODS Asthenia 13 g ° NE
. ) Discontinued prior BTK inhibitor due to PD, n (%) 18 (75.0) " » Death
* CaDANnCe-101 (BGB-16673-101; NCT05006716) is a phase 1/2, open-label, dose-escalation, and Anemia “ " g?g_cl’_'lg%T
dose-expansion study evaluating BGB-16673 in adults with R/R B-cell malignancies (Figure 2) Data cutoff: August 22, 2025. Grade 1/2 LS
. . aDetected from either CLL or RT tissue. PExcludes patients with unknown status. Prior therapy could be for CLL/SLL or for RT. ¢Of five patients with ncBTK - Grade >3 I I I I I I I
F|gure 2. Ca DAnCe_101 Study Des|gn inhibito.r e?<posure, four were also exposed to a cBTK inhibi’For. | o | o Fatigue | 8 n rade 2 0 13 55 37 49 61 73 35
CaDANCe -101 SN Y HOE g Abbreviations: BCL2, B-cell !ymphoma 2; BTK, Bruton tyrosine kinase; CAR, chimeric antigen receptor; cBTK, covalent Bruton tyrosine kinase; . )
(BGB -16673-101 ' - BY g - . ECOG PS, Eastern Cooperative Oncology Group performance status; LDH, lactate dehydrogenase; LN, lymph node; ncBTK, noncovalent Bruton tyrosine Treatment duration, weeks
NCTO5006716 ‘ kinase; PD, progressive disease; RT, Richter transformation. | | | | |
Selected R/R B-cell malignancies Abbreviations: allo-HSCT, allogeneic hematopoietic stem cell transplantation; BCL2i, B-cell ymphoma 2 inhibitor; BTKmut, Bruton tyrosine kinase mutation;
Key eligibility criteria for RT (MZL, FL, MCL, CL&SLZL’ WM, DLBCL, RT) Selected R/R B-cell malignancies 0 10 20 30 40 50 cBTKi, covalent Bruton tyrosine kinase inhibitor; CR, complete response; ncBTKi, noncovalent Bruton tyrosine kinase inhibitor; NE, not evaluable;
Oral, QD, 2_8-day cyclec (MzL, WM’HZTO’(?LBCL’ A PD, progressive disease; PR, partial response; RT, Richter transformation; SD, stable disease.
* History of R/R CLL/SLL & oses: 50 mg, 100 mg, 200 mg, : .
cor;[ﬁrri/wed RT diagnosis® 9 0 350 iﬁog, 590(1)On?g, gOf)ofgg ’ ) L ) Safety Patlent59 %
: il]gr:)‘iiro'ftg;rici;i?&:‘;rapy * The overall safety summary is shown in Table 2 aNeutropenia combines preferred terms neutrophil count decreased and neutropenia. °AST and ALT increased were in the same patients. StUd Status
for RT or CLL/SLL 2 (37 50/) g Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase; TEAE, treatment-emergent adverse event. y
(US/EU/AUS only) * The most common treatment-emergent adverse events (TEAES) were neutropenia (37. and nausea : : :
. ECOG PS 09 ’ o/ e J ( ) P ( ° * Enrollment for CaDANnCe-101 phase 1 and phase 2 is ongoing at >100 study sites across the US, Canada,
(20.8%) (Figure 3) . . : : ,
. Adequate organ function _ . Efficacy the UK, France, Georgia, Germany, Italy, Moldova, Spain, Sweden, Turkey, Australia, South Korea, Brazil,
— The most common grade >3 TEAEs were neutropenia (33.3%) and anemia (12.5%) , _
. . , , . . * The overall response rate (ORR) was 45.8% (11/24), including a complete response (CR) rate of 12.5% (n=3) and Japan
P * Major hemorrhage (defined as grade >3, serious, or any CNS bleeding) occurred in one patient (Table 3)
- Primary: safety? &
A (grade 2 subdural hematoma) : : : : :
: ;;con:,:ry,ﬂii . e . . * Responses were observed at all dose levels (ranging from 100 mg to 500 mg); in patients with prior REFERENCES
S * No cases of atrial fibrillation or febrile neutropenia occurred o . . . 1. Bajwa A, et al. Curr Hematol Malig Rep. 2024;19(1):45-55. 5. Wang H, et al. EHA 2023. Abstract P1219.
exposure to a BCL2 or noncovalent BTK inhibitor; and regardless of specific baseline mutation status, > Fena X ot al EHA 2093. Abstract P1239 6 Sevmour JF. et al ASH 2023, Abstract 4401
| | | o | - | - | * Three patients had TEAEs that led to treatment discontinuation (bacterial pneumonia, pneumonitis, and - : : Lo e s e TR e SRR
aData from gray portions of the figure are not included in this presentation. "Patients with progressive CLL/SLL who had a prior history of RT were included ? ? |nclud|ng BTK, TP53, and PLCG2 mutations (Ta ble 3) 3. Békés M, et al. Nat Rev Drug Discov. 2022;21(3):181-200. 7 Cheson BD, et al. J Clin Oncol. 2014;32(27):3059-3068.
in the RT cohort. “Treatment dministered until ion, intol , or other criteri t for treatment discontinuation. Safet d iti . : : o i - 20(4):265-
e A o e o oS o e T B, Sl v e serosits [1 each) o + Among the ff patients who attained a response, five maintained a response for 6 months; of the T ot G et 20320026575
Abbreviations: BTK, Bruton tyrosine kinase; cBTK, covalent Bruton tyrosine kinase; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; * Two patients had a TEAE that led to death: unknown death and pyrexia, both in the context of remaining patients, three were censored and three experienced events prior to 6 months (Figure 4)
DLBCL, diffuse large B-cell lymphoma; ECOG PS, Eastern Cooperative Oncology Group performance status; FL, follicular lymphoma; GCB, germinal center B cell; prog ressive disease (n:1 each)' neither TEAE was considered to be treatment related ) . ) . . . ACKN OWLE DGM ENTS
MCL, mantle cell ymphoma; MTD, maximum tolerated dose; MZL, marginal zone lymphoma; PD, pharmacodynamics; PK, pharmacokinetics; QD, once daily; ’ °* One patlent with an ongoing response discontinued treatment to undergo aIIogenelc stem cell tra nsplant The authors thank the patients and their families, investigators, co-investigators, and the study teams at each of the participating centers. This study was sponsored by BeOne
R/R, relapsed/refractory; RDFE, recommended dose for expansion; RT, Richter transformation; WM, Waldenstrom macroglobulinemia. Medicines, Ltd. Medical writing was provided by Chris Kirk, PhD, and Brittany Gifford, PharmD, of Nucleus Global, an Inizio company, and supported by BeOne Medicines.

CORRESPONDENCE: Meghan C. Thompson, thompsm2@mskcc.org Presented at the 67th ASH Annual Meeting and Exposition, December 6-9, 2025, Orlando, FL




