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Involvement of the transcription complex in higher brain function
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We have reported a schizoBhrenia patient with a balanced translocation
between chromosomes 4 and 13, and found that the breakpoint within chromosome 4 locates proximately
to the promoter region of the LDB2. In the present study, we revealed that Ldb2 knockout mice
displayed various behavioral and functional deficits relevant across mental disorders. We showed
potential involvement of dysregulated synaptic plasticity controlled by the immediate early gene
product Arc in the abnormal phenotypes. Ldb2 KO mice exhibited dysregulated gene expression
patterns, and we showed that LDB2 binds to >10,000 genomic sites. Consensus binding sequences of the
EGR transcription factors, another immediate early gene product, were enriched in the center of
concentrated sequences. Collectively, the current study su?gests that dysregulation in the
Arc-related biological processes and gene expression control by LDB2 and EGR underlie the pathogenic

mechanism in a subset of mental disorders.
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