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Is there hope for the future?

Scarfò L., ASH Education Program 2022 



CaDAnCe-101: Phase 1/2, Open-Label, Dose-Escalation/ Expansion Study 
in R/R B-Cell Malignancies

a Data from gray portions of the figure are not included in this presentation. b Treatment was administered until progression, intolerance, or meeting other criteria for treatment discontinuation. c Safety was assessed according to 
CTCAE v5.0 in all patients and iwCLL hematologic toxicity criteria in patients with CLL; DLTs were assessed during the first 4 weeks of part 1a. d Response was assessed per iwCLL 2018 criteria after 
12 weeks in patients with CLL; response was assessed per Lugano criteria after 12 weeks in patients with RT.
GCB, germinal center B cell; RT, Richter transformation. 

Key eligibility criteria for 
CLL/SLL
• Meets iwCLL 2018 

criteria for treatment
• ≥2 prior therapies, 

including cBTKi if 
approved for disease

• ECOG PS 0-2 & 
adequate end-organ 
function

Key study objectives for 
part 1
• Primary: safetyc and 

tolerability, MTD, and 
RP2D

• Secondary: PK, PD, 
and preliminary antitumor 
activityd

Part 1: Monotherapy dose findinga

Selected R/R B-cell malignancies
(MZL, MCL, CLL/SLL, WM)

n≤120

Part 1b: Safety expansion Part 1c: Additional safety expansion

Selected R/R B-cell malignancies
(MZL, WM, RT, DLBCL, FL)

n≤100

Phase 2

Determination of 
BGB-16673 RDFE

Cohort 1:
Post BTK inhibitor, 

R/R CLL/SLL

Cohort 2:
Post BTK inhibitor, 

R/R MCL

Cohort 3:
Post BTK inhibitor, 

R/R WM

Cohort 4:
Post BTK inhibitor, 

R/R MZL

Cohort 5:
R/R FL

Cohort 6:
R/R non-GCB 

DLBCL

Cohort 7:
Post BTK inhibitor, 

R/R RT

Part 1a: Dose escalation
Selected R/R B-cell malignancies

(MZL, FL, MCL, CLL/SLL, WM, DLBCL, RT)
n≤72

Oral, QD, 28-day cycleb
Doses: 50 mg, 100 mg, 200 mg, 

350 mg, 500 mg, 600 mg

R/R CLL/SLL 
n≤30

Part 1d: Additional safety expansion
Selected BTK inhibitor–naive 

B-cell malignancies
(MZL, MCL, CLL/SLL, WM, RT)

n≤40

Part 1f: Monotherapy safety expansion
Selected R/R B-cell malignancies

(Japan only)
(MZL, FL, MCL, CLL/SLL, WM)

n=6-9

Part 1e: Additional safety expansion

CaDAnCe-101 
(BGB-16673-101, 

NCT05006716)

Thompson M, ASH2024, abs #885 oral comunication



Baseline Patient Characteristics
Heavily pretreated, with high-risk CLL features

Data cutoff: September 2, 2024. 
a Remaining 6 patients discontinued prior BTK inhibitor due to toxicity (n=3), treatment completion (2), and other (n=1). 
cBTK, covalent BTK; ncBTK, noncovalent BTK.

Total 
(N=60)

Mutation status, n/N (%)

BTK mutation present 18/54 
(33.3)

PLCG2 mutation present 8/54 (14.8)

No. of prior lines of therapy, median (range) 4 (2-10)
Prior therapy, n (%)

Chemotherapy 43 (71.7)
cBTK inhibitor 56 (93.3)
ncBTK inhibitor 13 (21.7)
BCL2 inhibitor 50 (83.3)
cBTK + BCL2 inhibitors 38 (63.3)
cBTK + ncBTK + BCL2 inhibitors 12 (20.0)

Discontinued prior BTK inhibitor due to PD, 
n/N (%)a

50/56 
(89.3)

Total 
(N=60)

Age, median (range), years 70 (50-91)
Male, n (%) 39 (65.0)
ECOG PS, n (%)

0 34 (56.7)
1 25 (41.7)
2 1 (1.7)

CLL/SLL risk characteristics at study entry, 
n/N with known status (%)

Binet stage C 27/56 (48.2)
Unmutated IGHV 38/46 (82.6)
del(17p) and/or TP53 mutation 40/60 (66.7)
Complex karyotype (≥3 abnormalities) 19/38 (50.0)
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Safety Summary and All-Grade TEAEs in ≥10% of All Patients

• No atrial fibrillation

• No pancreatitis

• Major hemorrhageb: 3.3% (n=2; grade 1 
subarachnoid hemorrhage [n=1] and 
grade 3 subdural hemorrhage [n=1]) 

• Febrile neutropenia: 1.7% (n=1; in the 
context of COVID-19 pneumonia and 
norovirus diarrhea) 

Median follow-up: 10.2 months (range, 0.3-26.4+).
a All events were lab findings and were transient, mostly occurring during the first 1-3 cycles of treatment, with no clinical pancreatitis. b Grade ≥3, serious, or any central nervous system bleeding. c Neutropenia 
combines preferred terms neutrophil count decreased and neutropenia. d Thrombocytopenia combines preferred terms platelet count decreased and thrombocytopenia. 

Patients, n (%)
Total (N=60)

All Grade Grade ≥3
Fatigue 18 (30.0) 1 (1.7)
Contusion (bruising) 17 (28.3) 0
Neutropeniac 15 (25.0) 13 (21.7)
Diarrhea 14 (23.3) 1 (1.7)
Anemia 11 (18.3) 0
Lipase increaseda 10 (16.7) 2 (3.3)
Cough 9 (15.0) 0
Pneumonia 8 (13.3) 5 (8.3)
Pyrexia 8 (13.3) 0
Arthralgia 7 (11.7) 0
COVID-19 7 (11.7) 0
Dyspnea 7 (11.7) 0
Peripheral edema 7 (11.7) 0
Thrombocytopeniad 7 (11.7) 2 (3.3)
Amylase increaseda 6 (10.0) 0
Nausea 6 (10.0) 0
Sinusitis 6 (10.0) 0
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Treatment Duration and Response

Data cutoff: September 2, 2024. Efficacy-evaluable patients. First response assessment after 12 weeks. 

Median follow-up in 
efficacy-evaluable patients: 

11.0 months (range, 0.3-26.4+)
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NX5948-301: Trial design

Shah NV, ASH2024, abs #884 oral comunication



NX5948-301: Patient characteristics
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NX5948: Safety Profile
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NX5948: Duration of treatment

Shah NV, ASH2024, abs #884 oral comunication



BRUIN CLL-321: Study Design

Sharman J, ASH2024, abs #886 oral comunication



BRUIN CLL-321: Baseline characteristics
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BRUIN CLL-321: IRC-Assessed PFS (Primary Endpoint) and TTNT or Death

Sharman J, ASH2024, abs #886 oral comunication

IRC-Assessed PFS TTNT or Death

HR 0.54 (0.39-0.75), p = 0.0002

Median PFS 8.7 m 
95% CI 8.1-10.4
Median FU 17.7 m

Median TTNT 24.0 m 
95% CI 17.8-29.7
Median FU 20.0 m

HR 0.37 (0.25-0.52), p < 0.0001

Median TTNT 10.9 m 
95% CI 8.7-12.5 m
Median FU 20.2 m

Median PFS 14.0 m 
95% CI 11.2-16.6
Median FU 19.4 m

Cross-over rate: 50/66 (76%) à OS follow-up limited and confounded by high 
rate of post-progression crossover



BRUIN CLL-321: Safety Exposure Adjusted Incidence Rate
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TRANSCEND 004 Ibrutinib cohort: Study Design

Wierda W, ASH2024, abs #887 oral comunication



TRANSCEND 004 Ibrutinib cohort: Baseline Characteristics
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TRANSCEND 004 Ibrutinib cohort: Response and MRD

Wierda W, ASH2024, abs #887 oral comunication

Median (IQR) on study follow-up: 24.8 m (14.2-34.6)
Median (range) time to first response: 1 m (0.9-6.0)
Median (range) time to CR/CRi: 3 m (0.9-12.1)



TRANSCEND 004 Ibrutinib cohort: DOR by best response at DL2 
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TRANSCEND 004 Ibrutinib cohort: Safety
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EPCORE 101: study design

Danilov A, ASH2024, abs #883 oral comunication



EPCORE 101: Safety Optimization
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EPCORE 101: Efficacy data
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Outcomes with Venetoclax-Based Treatment in Patients with Covalent Bruton Tyrosine Kinase Inhibitor (cBTKi)-
Treated, Chemotherapy-Naïve Chronic Lymphocytic Leukemia (CLL): An International Retrospective Study

Hampel P, ASH2024, abs #1856 poster presentation

Total Cohort
• TTNTD: only TP53 disruption with HR 2.23 (95% 

CI 1.02-4.87; P=0.04)
• OS: only older age with HR 1.05 (P=0.02)

cBTKi-Resistant Subgroup
• TTNTD: only TP53 disruption with HR 6.68 (95% 

CI 1.51-29.46; P=0.01)
• OS: only TP53 disruption with HR 7.95 (95% CI 

1.02-61.97; P=0.04)
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