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A search for target genes of aberrant histone methylation diseases and the
establishment of drug discovery platform based on elucidation of pathological
conditions
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We screened methylation status of imprinting associated differentially
methylated regions (DMRs) in patients with Sotos syndrome, an aberrant histone methylation disease,
to find NSD1 target genes and elucidate pathological conditions. We found two DMRs reduced
methylation in about half of patients. Cells cultured with 5-Aza-CdR revealed the increased
expression of imprinted genes with the reduced methylation of the DMRs. It was suggested that NSD1
mutations induced hypomethylation of the DMRs followed by the increased expression of the imprinted
genes. Aberrant expression of the genes were ﬁrobably involved in the pathological conditions of
Sotos syndrome. In addition, we established the cell lines, which expressed FLAG tagged NSD1
protein. We plan to identify the NSD1 target genes using the cell lines.
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