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Identification of rare genetic variants associated with bipolar disorder and
comprehensive analysis to elucidate its pathophysiology
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We performed a high-resolution genome-wide copy number variation (CNV) analysis
on Japanese patients with bipolar disorder (BP). We identified clinically significant CNVs in around 6%
of BP patients. Among others, PCDH15 (protocadherin 15) was identified as a promising candidate gene
because exonic deletions were observed in three patients. From two BP patients with PCDH15 deletions, we
established induced pluripotent stem (iPS) cell lines. We applied genome-modifying technology of
CRISPR/Cas9 method and generated the Pcdhl5-deficient mice, carrying the NHEJ mutant allele.
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