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The elucidation of the cellular pathological mechanism of ZTTK syndrome, an
intellectual disability, which is caused by SON haploinsufficiency

Ueda, Masashi
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This study has been carried out to clarify a role of SON, a causing gene of

ZTTK syndrome, in the brain formation during development. To examine the effects of SON-knockdown on
mammalian brain development, we electroporated the shRNA constructs into the lateral ventricles of
mouse brain at embryonic day 14 (E14). Neural progenitor cells in a SON-KD state did not effectively
migrate to upper cortical plate at E18. Interestingly, at postnatal day 60, the numbers of the
dendritic spines ofneurons in a SON-KD state were reduced compared with those in normal state. These
impairments were rescued by overexpression of human full-length SON, but not with a disease-related
truncation mutant, lacking most functional domains.
These data suggest that sufficient SON protein is critical to cortical neuronal migration and
dendritic spine formations during development in mouse brain.
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