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Single Cell Analysis in CLL
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Single Cell Analysis in CLL
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Which part of the cell to study?
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Accurate Determination of CLL Phylogeny

e Patient with del(13q), del(17p), MYH1 and TP53 mutations

Wang et al. 2017



Accurate Determination of CLL Phylogeny
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Linking Mutations to Transcriptional State

* Consequence of SF3B1 mutations
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Epigenetic states at a single cell [evel

* Reduced representation bisulfite sequencing
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Epigenetic states at a single cell [evel

* Reduced representation bisulfite sequencing
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Single Cell Mitochondrial DNA Sequencing

ScATAC-seq scRNA-seq
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Single Cell Mitochondrial DNA Sequencing
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Single Cell Mitochondrial DNA Sequencing
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Single Cell Mitochondrial DNA Sequencing
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Therapeutic Resistance: BTKi/BCL2

* Multiple resistance mutations targeting same agent in mutually
exclusive clones
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Therapeutic Resistance: BTKi/BCL2
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Therapeutic Resistance: BTKi/BCL2

CLL2 relapse

Gene expression
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Therapeutic Resistance: BTKi/BCL2

CLL2 relapse
Gene expression » Novel PMAIP1 transcript
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Dissecting the Tumour Microenvironment
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Dissecting the Tumour Microenvironment
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Immune dysfunction in CLL
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Immune dysfunction in CLL

MBL-CLL Pts (1-4) vs HD
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Insights into Richter Transformation
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Conclusions

* High Dimensional Single Cell Approaches provide unparalleled
insights into leukemic and immune cells in CLL

* Ongoing advances will drive further understanding of CLL biology,
response and resistance

 Spatial transcriptomics will provide the next tranche of insights



