©
2014 2016

CIN85

Establishment of disease due to CIN85 abnormality: Analysis of pathology and
molecular variation of hyperactivity, maternal neglect and mental retardation
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CIN85 is involved in the regulation of receptor endocytosis. Mice deficient
of CIN85 expression show maternal neglect. When wildtype (WT) embryos were transplanted into the
fallopian tubes of CIN85 knockout (KO) mice, they also demonstrated inhibited nurturing behavior as
adults. Conversely, when KO embryos were transplanted into the fallopian tubes of WT mice, the
resultant pups exhibited normal nurturing behaviors. We detected decreased prolactin (PRL) levels in

KO compared to WT mice. PRL injection in KO mice during pregnancy could partially rescue the defect

in maternal behavior of the next generation. This correlates with our findings that neural
circuitry associated with nurturing behaviors was less active in pups born to KO mothers, but PRL
administration to mothers restored neural activity to normal levels. Our findings indicate an
important role of CIN85 in the regulation of the PRL system in the brain and provide new insight
into a molecular explanation for maternal behavior.
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