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Corepressor Regulation of Thyroid Hormone Action in central nervous system
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NCoR1 and SMRT are critical coregulators of the thyroid hormone receptor

(TR), mediating transcriptional repression via histone deacetylation. How the corepressors regulate
TR signaling is not fully understood, especially in central nervous system. To determine the role of
NCoR1 and SMRT in the CNS, we used mice with neuronal specific NCoR1/SMRT knock-out mice. We found
that neuronal specific NCoR1 or SMRT knock-out mice survive without obvious impairment of neuronal
development. However, NCOR1/SMRT double knock-out mice die within postnatal 1-2 weeks and have
impaired body growth. In addition, adult single NCoR1/SMRT knock-out mice showed impaired social
functioning and emotion similar to some autism spectrum disorder (ASD) symptoms. Thus, both
NCoR1/SMRT have important roles in maintaining normal neuronal function. Also, these mice have
potentials to reveal the mechanism of ASD.
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