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GATA2 Mediates the Negative Regulation of the Prepro-Thyrotropin-Releasing
Hormone Gene by Liganded T3 Receptor beta2 in the Paraventricular Nucleus of the

Hypothalamus.

Sasaki, Shigekazu
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T3 inhibits thyrotropin-releasing hormone (TRH) in hypothalamus. Although
T3 receptor (TR) B 2 is known to mediate the negative regulation of prepro-TRH gene, its mechanism

is _unknown. We previously studied the T3-dependent negative regulation of the thyrotropin B subunit
(TSHB ) gene, and reported that T3-bound TRB 2 inhibits the function of transcription factor GATA2,
which is essential for TSHB expression. Here, we found the expression of GATA2 in the TRH neuron
by immunostaining. Using CAT reporter assay, we found that the promoter is activated by GATA2
approximately 6-fold. We identified a functional GATA-responsive element (nt. -357 and nt. -352).
When TRP 2 was co-expressed, T3 reduced GATA2-dependent promoter activity to approximately 30%. The
negative regulation of prepro-TRH gene was maintained even after the mutation of so called negative
T3 responsive element. Thus, the prepro-TRH gene may be negatively regulate by the mechanism common

to the TSHB gene.
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