©
2016 2019

What exists between schizophrenia and bipolar disorder ~genomic analysis by
whole-genome resequence~

Kanazawa, Tetsufumi

3,800,000

) DNA 3 7 (
Deleted in Colorectal Carcinoma, Netrin 1 receptor (DCC) One Cut
Homeobox 2 (ONECUT2) SLE
MHC HLA-DRB1

SLE

Atypical psychosis (similar to acute and transient psychotic disorder) is
highly heritable, but the causal genes remain unidentified. We conducted whole-genome sequencing on
multiplex Japanese families with atypical psychosis. In addition to the next-generation analysis,
HLA typing has been conveyed to check the similarity with autoimmune disease, such as systemic lupus

erythematosus (SLE). Shared causal polymorphisms in the Deleted in Colorectal Carcinoma, Netrin 1
receptor (DCC) gene were found in one multiplex family with three patients, and One Cut Homeobox 2
(ONECUT2) genes were found to be shared in seven patients. Next-generation sequencing analysis of
the MHC region (previously suggested to be a hot region in atypical psychosis) using HLA typing
(HLA-DRB1) revealed a common vulnerability with SLE (systemic lupus erythematosus) among five
patients. Focusing on a specific clinical phenotype is key for elucidating the genetic factors that
underlie the complex traits of psychosis.

DCC



2013 50 DNA
MHC

DNA 3 7

Deleted in Colorectal Carcinoma, Netrin 1 receptor (DCC)  One Cut Homeobox

2 (ONECUT2) SLE
MHC HLA-DRB1
GWAS MHC
DCC
Validation
Translational Psychiatry Next-generation Sequencing Analysis of
Multiplex Families With Atypical Psychosis 2 1

Atypical psychosis (similar to acute and transient psychotic disorder, brief psychotic
disorder) is highly heritable, but the causal genes remain unidentified. We conducted
whole-genome sequencing on multiplex Japanese families with atypical psychosis. The
patient group of interest shows acute psychotic features including hallucinations,
delusions, and catatonic symptoms while they often show good prognosis after the onset.
In addition to the next-generation analysis, HLA typing has been conveyed to check the
similarity with autoimmune disease, such as systemic lupus erythematosus (SLE). Shared
causal polymorphisms in the Deleted in Colorectal Carcinoma, Netrin 1 receptor (DCC)
gene were found in one multiplex family with three patients, and variants in the RNA
3"-Terminal Phosphate Cyclase (RTCA) and One Cut Homeobox 2 (ONECUT2) genes were found
to be shared in seven patients. Next-generation sequencing analysis of the MHC region
(previously suggested to be a hot region in atypical psychosis) using HLA typing (HLA-
DRB1) revealed a common vulnerability with SLE (systemic lupus erythematosus) among
five patients. This finding demonstrates the shared etiology between psychotic symptoms
and autoimmune diseases at the genetic level. Focusing on a specific clinical phenotype
is key for elucidating the genetic factors that underlie the complex traits of psychosis.
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