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Abstracts to Be Reviewed
• #391: Pirtobrutinib, A Next Generation, Highly Selective, Non-Covalent BTK 

Inhibitor in Previously Treated CLL/SLL: Updated Results from the Phase 1/2 BRUIN 
Study

• #392: Preliminary Efficacy and Safety of MK-1026, a Non-Covalent Inhibitor of Wild-
Type and C481S Mutated Bruton Tyrosine Kinase, in B-Cell Malignancies: A Phase 2 
Dose Expansion Study

• #3730: A Phase 1 Study to Evaluate the Safety, Pharmacokinetics (PK) and 
Pharmacodynamics (PD) of Lisaftoclax (APG-2575), a Novel BCL-2 Inhibitor (BCL-
2i), in Patients (pts) with Certain Relapsed or Refractory (R/R) Hematologic 
Malignancies (HMs)

• #2627: Subcutaneous Epcoritamab in Patients with Relapsed/Refractory 
Chronic Lymphocytic Leukemia: Preliminary Results from the Epcore CLL-1 
Trial



3

Introduction

• Bruton tyrosine kinase inhibitors (BTKi, like ibrutinib, acalabrutinib, 
zanubrutinib) and BCL-2 Inhibitor venetoclax are all FDA-approved 
agents and are currently used in the routine management of CLL

• All have become standard approaches in both frontline and relapsed 
refractory settings in CLL among other B-cell histologies, thus no longer 
novel

• This presentation will focus on recent updates from ASH 2021, 
highlighting molecules and biologics with novel mechanisms of action, 
all of which are remain under clinical investigation. 
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Abstract 391: Mato et al, ASH 2021 
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Pirtobrutinib Is a Potent and Selective 
Reversible BTKi
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Bruin: Phase 1 / 2 Study Design
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Baseline Characteristics



8

Pirtobrutinib Efficacy
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Outcome and BTK C481 Mutation Status
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Pirtobrutinib Safety Profile
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Pirtobrutinib Future Development: CLL
• BRUIN CLL-313: A Phase 3 Open-Label, Randomized Study of 

Pirtobrutinib Versus Bendamustine Plus Rituximab in Untreated 
Patients with Chronic Lymphocytic Leukemia/Small Lymphocytic 
Lymphoma

• BRUIN CLL-321: A Phase 3 Open-Label, Randomized Study of 
Pirtobrutinib Versus Investigator’s Choice of Idelalisib Plus Rituximab 
or Bendamustine Plus Rituximab in BTK Inhibitor Pretreated Chronic 
Lymphocytic Leukemia/Small Lymphocytic Lymphoma

• BRUIN CLL-322: A Phase 3 Open-Label, Randomized Study of Fixed 
Duration Pirtobrutinib Plus Venetoclax and Rituximab Versus 
Venetoclax and Rituximab in Previously Treated Chronic Lymphocytic 
Leukemia/Small Lymphocytic Lymphoma
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Abstract 392: Woyach et al, ASH 2021
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Nemtabrutinib (MK-1026/ARG-531): 
Selectivity and Study Design

Reiff SD, et al. Cancer Discovery. 2018.
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Baseline Characteristics



15

Nemtabrutinib: Efficacy

Response Rate Duration of Response Change in Baseline SPD
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Nemtabrutinib: Safety
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Nemtabrutinib: Future Development

Chaudhry A, et al. ASH 2021. Abstract 3737. 
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Abstract 3730: Sun et al, ASH 2021
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Lisaftoclax: FIH Chinese Multicenter Study Design

Ailawadhi et al, ASCO 2021 
presented FIH global study
35 patients enrolled 12 with 
CLL
Daily ramp-up
MTD not met and no TLS up 
to 1200 mg
ORR in 14 CLL pts 85% all PRs
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Lisaftoclax: Efficacy
Swimmer’s Plot

Waterfall Plot of LN Response

Response Rate
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Lisaftoclax: Safety
TEAE per Dose Level

TEAE ≥ Grade 3 All Dose Levels
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Lisaftoclax: Future Development

Study 
Design

Ramp-Up 
Schema



23

Abstract 2627: Kater et al, ASH 2021
• Epicoritamab is a fully humanized bispecific antibody that induces 

potent activation and cytotoxic activity of CD4+ and CD8+ T cells, 
which targets and eliminates CD20-expressing cells



24

EPCORE CLL-1: Study Design
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Epcoritamab: Baseline Characteristics
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Epcoritamab: Efficacy
Swimmer’s Plot
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Epcoritamab: Safety
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Conclusions
• Reversible BTKi appear well tolerated and demonstrate significant 

activity in R/R CLL in both wt and mutated BTK settings
• BCL2 inhibitor lisaftoclax demonstrates encouraging activity 

with a manageable safety profile and ease of use with daily ramp-up 
without TLS

• Bispecific epcoritamab demonstrates encouraging activity in a heavily 
pretreated high-risk R/R CLL population with an acceptable safety profile 

• There is ongoing future development, with combination therapy currently 
being explored

• There are additional targets to address resistance currently in clinical 
development (including, but not limited to PKC-ß, PROTAC BTK 
degraders, MCL1/CDK9 inhibitors, anti-BAFF mAb)
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