Epigenetic and transcriptional single-cell profiling reveals CLL-like states in low-count MBL
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Introduction Epigenetic and transcriptional changes arise at the stage of LC-MBL Clonal expansion occurs as early as LC-MBL stage

The premalignant conditions low-count (LC) and high-count (HC) monoclonal B cell lymphocytosis (MBL) precede chronic A

lymphocytic leukemia. Despite multiple genomic sequencing studies which showed a high genetic and epigenetic similarity B cell clonality (Pre-)malignant B cell subclones
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Fig. 3 A Copy number changes calculated from scATAC-seq data for each cell type for patient P1 show deletions in chromosome 1 and a del(14q) as well as a Our single cell omics analyses confirm high genetic, epigenetic, trans-  Although physiologic B cells are more abundant in LC-MBL individuals  Large expanded clones are already present in a majority of LC-MBL
tri(12) in P5. LC-MBL T cells were used as a reference offset. B Differential cell surface marker expresion between physiologic B cells of 6 LC-MBL patients and Summar criptional, and (sub-)clonal similarity between HC-MBL and CLL than in advanced stages, LC-MBL cells already show a distinct epigenetic  individuals and increase in frequency during disease progression.
Cve;/;’,egg,‘?’%ﬁq"lﬂzégﬁgelgral’c‘c’)/frg‘c’gg-n‘/erncal and horizontal dashed lines indicate fold change thresholds and filtering of significance. Wilcoxon rank sum test Y  suggesting an earlier disease onset. profile that phenocopies HC-MBL and CLL, which is reflected in their = Despite heterogenous (pre-)malignant subclone counts, the
d g gene expression. subclonal landscape in HC-MBL to CLL progression remains stable.
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