DNA Ends Matter: The Impact of Using CRISPR/Cas9 Variants on DNA Repair
Pathway Choice and Editing Profiles at The HBB Locus
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Schematic of Cas9 variants
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C-NHE]): Canonical Non-Homologous End Joining

Alt-NHE): Alternative Non-Homologous End Joining

SD-MME]J: Synthesis Dependent Microhomology Mediated End Joining
MME]: Microhomology Mediated End Joining

Blunt-EJ: Blunt End Joining

SST-R: Single Strand Template Repair

HR: Homologous Recombination

Different ends generated by
Cas9 variants yield different
repair outcomes, with the 5’
overhang yielding more Gene
Correction and Gene
Conversion.

The length of insertions and
deletions seen across Cas9
variants is substantially different
suggesting the role of multiple
repair pathways.

* Gene Conversion appears to be

RADS5I| and BRCA2 dependent,
but Gene Correction does not.




