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Search for novel therapeutic agents for autism targeting a low-molecular-weight
G protein

YASUDA, Shin
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Tuberous sclerosis complex (TSC% is a genetic disorder that causes
behavioural abnormalities such as epilepsy, intellectual disability, and autism. TSC is due to
dysfunction of the complex of the causative genes TSCl and TSC2, which produce the Hamartin and
Tuberin proteins. Tsc2 heterozygosity induced both dendritic spine abnormalities in hippocampal
neurons and aberrant fear memories in mice. The morphological and behavioural dysfunctions were
normalized by the attenuation of the small G protein Rheb, which is a downstream target of Tsc2. The
results suggested that a low-molecular-weight G protein could be a new therapeutic target for the
intellectual and social behavioural abnormalities observed in TSC patients.
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