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Investigation of the mechanism causing sex differences in ASD
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Suitable models to analyze sex differences in ASD pathogenesis_remain
insufficient. In this study, we performed experiments using autism model mice (Collapsin mediator
protein 4 deficiency (KO) mice) that have characteristics of "impaired sociality” and "sensory
abnormalities™ in a male-predominant manner. We recorded isolation-induced ultrasonic vocalizations
(USVs) emitted from wild-type (WT) and KO littermates, classified USVs into 10 types, and compared
the number of USVs in each type by genotypes and sex. We found male KO mice exhibited a reduction in

the total number of USVs and most of those USV types. We therefore got a suitable ASD animal model
and tool for assessing sex-based communication deficits during the early postnatal period. Although
the results obtained from steroid exposure experiments were severely different among individuals and
could not reveal significant effects, transcriptome analysis revealed genes with differences in
expression between sexes in KO mice.
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