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Investigation on the pathomechanism of autism spectrum disorder associated with
hyperactivated mTOR signaling pathway

Atsushi, Sato
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We compared autism-related behavioral deficits in mouse models of tuberous
sclerosis complex (TSC) caused by haploinsufficiency of TSC1 and TSC2. The mice with Tsc2 mutations
showed severer autism-related behavior though mTOR-mediated signaling was equally hyperactivated at
the protein level. Rapamycin, the mTOR inhibitor, normalized autism-related behavior and
hyperactivated mTOR signaling in the mutant mice. s opposed to the earlier research, CDPPB
(positiv allosteric modulator of metabotropic glutamate receptor 5, mGluR5) was ineffective for
behavioral deficits in the mutant mice. MPEP (negative allosteric modulator of mGIuR5) rather
improved the autism-related behavior in the mutant mice.
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