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METHODS —igure 2. Clonal evolution of TP53 mutations and chromosomal aberrations
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OBJECTIVES Single-cell DNA sequencing (Tapestri CLL panel) was
carried out in one representative case.
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* We aimed to investigate mechanisms underlying pronounced clonal shifts of TP53-
mutated clones during treatment with BTK (BTKi) or BCL2 inhibitors (BCL2i).
RESULTS

— We focused on accompanying genomic changes that may drive or counteract TP53

clonal dynamics. - We searched for marked TP53-mut clonal shifts in a S
cohort of 171 patients with CLL treated with BCLI or BTKI.

CONCLUSIONS — Most patients were CIT-pretreated (96%; range 1-10
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patients. — TP53 mutations were detected in 108 patients (63%).
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In contrast to CIT, a significant reduction of TP53-mutant population can occur under * Three main patterns of TP53-mut clonal evolution were
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across multiple clones. L e e B Figure 3. Single-cell analysis: subclonal architecture of case 1225
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* Single-cell DNA sequencing of case 1225 from group 3
TP53: pd195T
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	Snímek 1: Clonal shifts of TP53 mutations  in patients treated with BTK and BCL2 inhibitors: analysis of accompanying genomic changes 

