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Multiplex deletion of myeloid antigens by base editing in human
hematopoietic stem and progenitor cells (HSPCs) enables potential for "

next generation transplant for acute myeloid leukemia (AML) treatment 1'
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CONCLUSION

» Our data shows high base editing efficiency, robust surface protein KO, and no detection of translocation of multiplex edited cells in ex vivo edited cells.
» Pharmacology studies using NOD/SCID-gamma mice showed unaltered long-term engraftment and multilineage differentiation in the multiplex-edited cohorts.

» NGS analysis revealed no change in total editing between dual knockout input and bone marrow cells post-engraftment, indicating the edits in dual-engineered
cells persisted long-term and loss of multiple antigens was well-tolerated.

» Multiplex Base Editing in CD34+ HSPCs of one or multiple surface targets provides an efficient strategy for multi-gene disruptions in HSPCs and can enable
next-generation AML treatments.
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