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Quantitative trait loci analysis of prepulse inhibition using exome data from_
inbred mouse strains and its application to the identification of schizophrenia
susceptibility genes
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Fine mapping of pre-pulse inhibition - quantitative trait loci (PPI-QTL) by
using exonic variants in C57BL/6N and C3H/HeN mouse strains has revealed the Cdh23 (Cadherin-Related
23) as a putative candidate gene and a splice site mutation is suggested to be causal for PPI
modulation. We have validated the role of Cdh23 in C3H/He mouse strain with poor PPI, by * knocking
in" the non-causal variant to rescue the lowered PPI bz using CRISPR/Cas9 system. We further
clarified the expression pattern of Cdh23 in mice and the neurodevelopment-dependent expression
profie of CDH23 in human iPS-derived cells. We have also identified multiple rare variants in
schizophrenia samples. These results should provide novel insight into the complex genetic network
pertaining to sensorimotor gating function and underlying neural mechanism of schizophrenia.
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