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Outcome with first-line chemoimmunotherapy
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Selection of clones carrying TP53 aberrations during
chemoimmunotherapy
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|brutinib vs ofatumumab In relapsed/refractory CLL : Resonate study

Progression-free survival (%)
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PFS by prior lines of therapy
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Outcome with ibrutinib in relapsed/refractory CLL : phase 1b/2 study

Progression-free survival, %

PFS on ibrutinib by cytogenetics PFS on ibrutinib by IGHV mutation status
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lbrutinib for CLL with or without TP53 aberration (NHLBI IST)

No TP53 aberration (n=33) With TP53 aberration (n=48)
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PFS on ibrutinib by treatment history and TP53 aberration

Progression-free survival (%)
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Prognostic model of PFS on ibrutinib across CLL populations
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Long-term disease control with ibrutinib as first line therapy of
CLL with TP53 aberration
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CD49d expression is associated with inferior PFS with ibrutinib
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Progresson-free survival (proportion)
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Progression-free survival by cytogenetics
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Progression-free Survival (% of Patients)

Venetoclax-rituximab for relapsed/refractory CLL: the Murano study
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Progression-free survival (%)

PFS on venetoclax & obinutuzumab (CLL14 trial) by TP53 and IGHV
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Targeted agents in relapsed/refractory CLL with TP53 aberration

venetoclax Ibrutinib
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BTK inhibitor resistance and mutations in BTK & PLCG2

Mechanism of action and resistance to BTKi Restoration of B-cell receptor signaling
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Emergence of multiple ibrutinib-resistant clones over time
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Biology of progressive disease on ibrutinib (covalent BTK inhibitors)
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Overcoming BTKI resistance due to C481 mutations

Reversible BTK inhibition independent of C481 Inducing BTK degradation
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Prognosis after ibrutinib failure

OS with CAR-T therapy
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. Improved with novel therapies

OS with venetoclax after ibrutinib
(68% ibrutinib refractory)
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Genetic mechanisms of venetoclax resistance
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CLL biology and treatment response

IGHV mutation status:
no difference in ORR, PFS, or OS with ibrutinib (BTK inhibitors) or venetoclax

In IGHV mutated CLL with no adverse cytogenetics chemoimmunotherapy can be
equally effective in first line as targeted agents

TP53 aberration:
strongly favors use of ibrutinib (BTK inhibitors) or venetoclax over alternative agents
remains associated with shorter PFS with targeted agents

CD49d expression: possibly associated with inferior PFS with ibrutinib, awaiting
Independent confirmation

Complex karyotype: conflicting data, needs standardized methods and confirmation
of independent prognostic value

Prior therapy: treatment history impacts PFS with targeted agents (BTKIi)
B2M: appears important — at least with ibrutinib, variable cutoffs used
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