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Establishment of Sotos syndrome model mice with intellectual disability and
elucidation of the onset mechanism
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Sotos syndrome (SS) is an overgrowth syndrome associated with intellectual
disability. The responsible gene is the Nsdl gene, which encodes histone H3 lysine 36
methyltransferase. We established conditional knockout mice in which the Nsdl is deleted in the
cerebral cortex and hippocampus. The mice showed a decrease in hippocampal area with shortening of
the dentate gyrus and enlargement of the lateral ventricles by hematoxylin staining and MRI
analyses. Behavioral phenotyping also showed a decrease in spatial memory. Based on these results,
we focused on mature neurons in the hippocampus and conducted comprehensive epigenetic and gene
expression analyses. Thereby, we identified some candidate genes involved in the behavioral
phenotype.
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DNA methylation analysis of multiple imprinted DMRs in Sotos syndrome reveals IGF2-DMRO as a DNA methylation-dependent, PO
promoter-specific enhancer.
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