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Fixed Duration vs. Indefinite Therapy 
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• Chemoimmunotherapy – Fixed Duration

• BTKi Monotherapy – Indefinite

• BCL2i (venetoclax) + Obinutuzumab – Fixed Duration

• BCL2i (venetoclax/sonrotoclax) + BTKi +/- Obinutuzumab – Fixed Duration

Ryan Jacobs, MD; Levine Cancer Institute
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Fixed Duration vs. Indefinite Therapy 
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Indefinite 
Therapy: 
Marathon
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Time-Defined Therapy: Sprint
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CLL-14
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Fischer K et al. N Engl J Med. 2019.
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Thompson MC  et al. Blood Advances. 2022.

Venetoclax Retreatment

• 46 patients with venetoclax 
retreatment

• Median 2 prior lines of therapy
• Median of 16 months between the 

completion of Ven1 and start of Ven2
• Median Ven2 PFS for the overall 

cohort was 25 months
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Hybrid Treatment Approaches

J Brown et al. 
NEJM 2025.
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Brown J et al. N Engl J Med.  2025.
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Brown J et al. N Engl J Med. 2025.
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J Brown et al. 
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PFS by IGHV Subgroup
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Brown J et al. N Engl J Med. 2025.
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J Brown et al. 
NEJM 2025.

uMRD Rates (Flow Cytometry [<10-4] in PB)
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Brown J et al. N Engl J Med. 2025.
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BRUIN CLL-321

J Brown et al. 
NEJM 2025.

Sharman et al.  ASH 2024. Abstract 886.
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BTK Degraders in Relapsed/Refractory CLL
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• There is an increasing number of recognized cBTKi resistant mutations in 
CLL (including to noncovalent BTKis)

• Cell survival can be mediated by BCR signaling through the 
kinase-independent scaffolding function of BTK (ie, bypassing BTKi 
inhibitory effects)

• There is a need for new mechanisms of action to block BTK other than 
kinase inhibition

• BTK degraders induce specific degradation of both wild-type and mutant 
BTK through ubiquination via the cereblon E3 ligase complex and tagging 
for protein degradation

• 2 trials presented at ASH with BTK degraders in CLL
- NX–5948–301 – Shah et al.
- BGB–16673 (CaDAnCe-101 trial) – Thompson et al.

Ryan Jacobs, MD; Levine Cancer Institute
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BTK Degraders in Relapsed/Refractory CLL
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Shah N et al. ASH 2024.
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BTK Degraders in Relapsed/Refractory CLL
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Thompson et al.  ASH 2024.
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Wierda W et al. Presented at: 66th ASH Annual Meeting and Exposition; December 7-10, 2024; San Diego, CA. Abstract 887.

Liso-cel in CLL: TRANSCEND CLL 004 

J Brown et al. 
NEJM 2025.
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Wierda W et al. Presented at: 66th ASH Annual Meeting and Exposition; December 7-10, 2024; San Diego, CA. Abstract 887.

Liso-cel in CLL: TRANSCEND CLL 004 

J Brown et al. 
NEJM 2025.
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Danilov et al. ASH 2024.

Epcortimab for R/R CLL (Epcore CLL–1)

J Brown et al. 
NEJM 2025.

• Epcortimab is a CD3xCD20 bispecific antibody
• All patients receive subcutaneous epcortimab 48 mg in 28-day cycles little B-cell 

population
- Weekly cycles 1–3
- Every 2 weeks cycles 4–9
- Monthly for cycle 10+

• 40 patients total–median age 71, median number of prior LOT was 4 (2–10)
• Chromosome 17 aberrations in 63%, IGHV unmutated 70%
• 85% double exposed to BTKi/Bcl-2i
• ORR 61%, CR 39% (ORR/CR double-exposed patient is 53%/37%)
• CRS 96% (grade 3; 17%), 3 total ICANS events (none grade 3)
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