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Comprehensive investi?ation of rare germline and somatic mutations in bipolar
disorder by large-scale sequencing analysis.

Takata, Atsushi
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genetic architecture

We performed exome sequencing of bipolar disorder (BD) patients and
conducted an integrated analysis with existing data. Our study of de novo variants detected by trio
(proband and parents) sequencing revealed that both germline and somatic de novo variants contribute

to the risk of BD. A more detailed analysis of somatic variants by deep exome sequencing showed
that damaging somatic variants in genes where germline variants are known to cause
neurodevelopmental and autistic spectrum disorders are significantly enriched in BD. In a large
case-control analysis, we found that SETD1A, a gene known to be causally linked to schizophrenia and
neurodevelopmental disorders, is also associated with BD.
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