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Establishing ES cell lines for neurological diseases using CRISPR/Cas9 systems
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Recently a missense mutation in VPS35 (D620N) has been shown to cause an
autosomal dominant late-onset form of Parkinson disease (PARK17) but molecular pathogenesis of PARK17
remains elusive. In order to model PARK17 in mice and elucidate its molecular pathogenesis, 1 have
successfully generated the knockin mice carrying the mutation homologous to D620N as well as the mice
with an NHEJ-mediated deletion or insertion mutation in the murine VE335 gene by CRISPR-Cas9 method.
Using the same methodology, | have also succeeded in generating knockin mice which express constitutively
active form of Tfeb, which is known as a master regulator of lysosomal biogenesis.
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