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ALPINE: Final Analysis of Zanubrutinib vs Ibrutinib for Relapsed/Refractory 
Chronic Lymphocytic Leukemia and Small Lymphocytic Lymphoma

Brown et al., . ASH 2022. Abstr LBA-6. Brown et al., NEJM. 2022

p=.002

PFS by IRC

Median study follow-up :
29.6 months



ALPINE: Final Analysis of Zanubrutinib vs Ibrutinib for Relapsed/Refractory 
Chronic Lymphocytic Leukemia and Small Lymphocytic Lymphoma

Brown et al., . ASH 2022. Abstr LBA-6. Brown et al. . NEJM. 2022

IRC-PFS del(17p)/TP53mut PFS Across Subgroups

OS-IRC



ALPINE: Final Analysis of Zanubrutinib vs Ibrutinib for Relapsed/Refractory 
Chronic Lymphocytic Leukemia and Small Lymphocytic Lymphoma

Brown et al., 2022  ASH meeting, Abstr LBA-6. Brown et al. . NEJM. 2022

Safety and Most Common AEs Cardiac Events

Adverse Events of Special Interest



Efficacy of Pirtobrutinib in Covalent BTK-Inhibitor Pre-Treated R/R CLL/SLL: 
Additional Patients and Extended Follow-up from the Phase 1/2 BRUIN Study

Mato et al., 2022 ASH meeting, Abstr.#961

Baseline CharacteristicsPhase 1 / 2 Study Design

Overall, 84% (n=232) received the recommended phase 2 dose of 200 mg  once daily as starting 
dose. 



Efficacy of Pirtobrutinib in Covalent BTK-Inhibitor Pre-Treated R/R CLL/SLL: 
Additional Patients and Extended Follow-up from the Phase 1/2 BRUIN Study

Mato et al., 2022 ASH meeting, Abstr.#961



Efficacy of Pirtobrutinib in Covalent BTK-Inhibitor Pre-Treated R/R CLL/SLL: 
Additional Patients and Extended Follow-up from the Phase 1/2 BRUIN Study

Mato et al., 2022 ASH meeting, Abstr.#961

Pirtobrutinib Future Development: CLL

Safety Profile



Efficacy of Pirtobrutinib, a Highly Selective, Non-Covalent (Reversible) BTK 
Inhibitor in Richter Transformation: Results from the Phase 1/2 BRUIN Study

Wierda et al., 2022 ASH meeting, Abstr. #348

Study Design Patient Characteristics

Response

Overall, 98% of pts received the recommended phase 2 dose of 200 mg once daily as starting dose



Wierda et al., 2022 ASH meeting, Abstr. #348

Median OS: 13.1 months

Six pts discontinued pirtobrutinib in ongoing response to pursue curative-intent
therapy (allogeneic transplan)

Median PFS: 3.7 months



Efficacy and Safety of Nemtabrutinib,                                                                                                                   
a Wild-Type and C481S-Mutated BTK Inhibitor for B-Cell Malignancies:                                                              
Updated Analysis of the Phase 1/2 Dose-Expansion Bellwave-001 Study

Woyach et al., 2022 ASH meeting, Abstr. # 393

Baseline CharacteristicsStudy Design

Response Duration of Response Safety

112

median DOR: 24 months median PFS
26 months

Treatment-related discontinuations 13%



Kater et al., Abstr. #348

Subcutaneous Epcoritamab in Patients with Richter’s Syndrome:                            
Early Results from Phase 1b/2 Trial (EPCORE CLL-1): RS Expansion Cohort

Epcoritamab (DuoBody®-CD3xCD20) 

CD3/CD20 bispecific monoclonal antibody
binds to CD3 on T cells and CD20 on B cells

Induces T-cell activation by binding to CD3 on T cells and 
CD20 on malignant B cells 

Promotes immunological synapse between bound cells, 
resulting in T-cell–mediated killing of CD20+ malignant B cell

Binds to a distinct epitope on CD20, different from the 
epitopes of rituximab and obinutuzumab

Retains activity in the presence of CD20 mAbs



Kater et al.,2022 ASH meeting, Abstr. #348

Subcutaneous Epcoritamab in Patients with Richter’s Syndrome:                            
Early Results from Phase 1b/2 Trial (EPCORE CLL-1)

Treatment-emergent AEs ≥30% 

Depth and Duration of responses

Responses



A Phase 1 Study with the Bcl-2 Inhibitor Bgb-11417 As Monotherapy or in 
Combination with Zanubrutinib (ZANU) in Patients (Pts) with CLL/SLL:
Preliminary Data

Cheah et al.,  2022 ASH meeting, Abstr. #62

ZANU (320 mg QD or 160 mg twice daily) beginning 8-12 weeks before BGB-11417
MTD has not yet been reached for any CLL cohort

With combination, contusion, neutropenia, and low-grade gastrointestinal toxicity  the most 
common No clinical TLS was reported. 

MRD data 
are early



Lisaftoclax a highly potent orally active BCL-2 inhibitor
Mulicenter study - 164 patients Daily ramp-up of lisaftoclax if no TLS

(20 mg, 50 mg, 100 mg, 200 mg 400 mg ). 
TLS labs:  at 0, 6- 8 hours, at 24 hours
after each dose. Inpatient setting.

Combination cohorts: same daily ramp-up,
2 weeks later, rituximab or acalabrutinib added

Data on CR and MRD rate not yet available

Clinical TLS:
2 patients

Grade 3 AF: 3.8%

Shah et al, 2022 ASH meeting, Abstr. #964

Lisaftoclax With or Without Rituximab or Acalabrutinib Elicits Favorable
Responses and Safety in CLL/SLL



NX-2127-001, a first-in-human trial of NX-2127, a BTK-targeted protein degrader, 
in patients with R/R chronic lymphocytic leukemia and B-cell malignancies

Phase 1b 
expansion cohort
at 100 mg dose

Phase 1a 
dose escalation
ongoing

Mato et al, 2022 ASH meeting, Abstr. #965

Patients receive NX-2127 orally once daily in 28-day cycles starting at 100 mg. 
Findings from the Phase 1a portion

NX-2127 degrades wild-type and mutant BTK, not only 
C481x, but also the novel BTK mutations post treatment with pirtobrutinib



NX-2127-001, a first-in-human trial of NX-2127, a BTK-targeted protein degrader, 
in patients with R/R chronic lymphocytic leukemia and B-cell malignancies

Mato et al, 2022 ASH meeting, Abstr. #965

Responses noted in BTKi/BCL2 double-refractory
patients and those who progressed on a ncBTKi

These data support further clinical
development of NX-2127 in CLL, including
expansion at the 100 mg dose level

PR
PR

PR

PR
PR

median follow up of 5.6 months (range 0.3 to 15.7 months)


