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Abstract Assessing off-target editing in primary human hepatocytes Assessing on-target translocations in primary
and in extrahepatic tissue representative cells human hepatocytes

MGX-001is a Factor VIl gene therapy leveraging the MG29-1 Type V CRISPR system and
AAV-delivered donor template that enables precise integration of a promoterless Factor VIl transgene
into the Albumin safe harbor locus. In preclinical studies, this approach achieves durable therapeutic
expression at low integration frequencies and is a potentially curative, one-time treatment for patients 623 Potential Off-target Sites Nominated Through Orthogonal Discovery Methods for MG29-1 ALB gRNA No Detected Translocations in PHH edited with MG29-1 ALB gRNA
with Hemophilia A. Optimization of on-target editing, achieved through chemically-modified guide

RNA and optimized nuclease mRNA, ensures high editing efficiency. Early specificity profiling for
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* 496 oligos exceeded the 0.01 cleavage cutoff; vast majority of which were genomic variants.
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