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Why not CIT?
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Sequencing: option 1 — BTKi - BCL2i

Median FU: 82.7 mo Median FU: 5.3y
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Sequencing: option 2 — BCL2i - BTKi

Median FU: 65.4 mo Median FU: 65.3 mo
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Histology



Clinical implications of differentiating histologically aggressive CLL vs
Richter syndrome

Survival from biopsy according to the histology
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|IGHV status



RESONATE2 - PROGRESSION FREE SURVIVAL IN U-CLL AND M-CLL

Progression-Free Survival (%)

Burger JA, et al. Leukemia. 2020
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CLL13 - PFS ACCORDING TO IGHV STATUS

Unmutated IGHV
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Mutated IGHV
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PROGRESSION-FREE SURVIVAL - IGHV status
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TP53 status



ALLIANCE A041202: PROGRESSION FREE SURVIVAL IN TP53ABN AND TP53WT

Progression-free Survival Probability
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SEQUOIA — ARM C, del(17p): zanubrutinib
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OS in R/R CLL with Acalabrutinib-based Regimens for Del(17p)/TP53m, ulGHV, or CK
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PROGRESSION-FREE SURVIVAL - TP353 status

Cum Survival
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Mutations of resistance



Mutations conferring resistance to BTKi

B-cell receptor
+ antigen

Wang E, N Engl J Med. 2022
Blombery P,. Blood Adv. 2022
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Mechanisms of resistance to Venetoclax

Venetoclax
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Acquired mutations after VenG
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Summary

* What are the predictive biomarkers?
o Disease histology

o Mutations of resistance

o TP53 status and IGHV status are prognostic but not predictive



