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Analysis of novel transcription factors for hypocretin and involvement of
narcolepsy
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The hypocretin/orexin neuropeptide coordinates the regulation of various
physiological processes. Our previous study suggested that PLAGL1 is coexpressed in hypocretin
neurons and regulates hypocretin transcription. The present study examined whether canonical
prepro-hypocretin transcription is functionally modulated by PLAGL1.

The majority of hypocretin neurons were positive for PLAGL1 in the nucleus. Notably, PLAGL1 in
hypocretin neurons was altered in response to several conditions affecting hypocretin function. An
uneven localization of PLAGL1 was detectedfollowing sleep deprivation. ChiP-PCR revealed that
endogenous PLAGL1 may bind to a putative PLAGL1 binding site in the proximal region of the
hypocretin gene, in the murine hypothalamus. In addition, electroporation of the PLAGL1 expression
vector into the fetal hypothalamus promoted hypothalamic hypocretin transcription.

These results suggested that PLAGL1 may regulate hypothalamic hypocretin transcription.
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