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Abstract

To date, CAG/CTG expansions at fifteen different loci cause neurodegenerative and neuromuscular disease, including Huntington’'s disease (HD). In HD, similarly to
other expansion diseases, a longer expanded CAG tract causes a more severe phenotype and lowers the age at onset (AAO). Therefore, contracting expanded
repeats to non-pathogenic lengths may provide a therapeutic solution. Our lab has developed a method to contract expanded repeats in human cell lines using a
modified CRISPR-Cas9 nickase, although currently this mechanism of contraction is poorly defined?. Identification of modifiers of CRISPR-Cas9 nickase-induced
contractions is important for both improving contraction efficiency and stratifying patients that would benefit from this therapy. Here we tested the hypothesis that a
loss of Fanconi-associated protein 1 (FAN1), which has previously been identified as a modifier of HD AAO and somatic instability?3, impacts nickase-induced
contractions.
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* Both FAN1 knockout clones show enhanced frequencies of nickase-induced contractions .
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