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We showed that mice heterozygous for Chd8 mutations manifest ASD-like
behavioural characteristics including increased anxiety, repetitive behaviour, and altered social
behaviour. CHD8 haploinsufficiency did not result in Brominent changes in the expression of a few
specific genes but instead gave rise to small but global changes in gene expression in the mouse
brain, reminiscent of those in the brains of patients with ASD. Gene set enrichment analysis
revealed that neurodevelopment was delayed in the mutant mouse embryos. Furthermore, reduced
expression of CHD8 was associated with abnormal activation of RE-1 silencing transcription factor
(REST), which suppresses the transcription of many neuronal genes. REST activation was also observed
bin_the brains of humans with ASD, and CHD8 was found to interact physically with REST in the mouse

rain.
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