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Development of novel therapy for intractable pituitary adenomas focused on
functional control of hormone secretion targeting insulin secretion regulatory
gene in the tumor cells
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In order to clarify the hormone secretion mechanism of pituitary tumor which
causes intractable acromegaly, we tried to elucidate the function of insulin regulatory protein "
CDKAL1"™ in pituitary tumor cells.
CDKAL1 was expressed in various pituitary tumor samples removed by surgery. Expression level of mRNA
and protein of CDKAL1 was significantly lower in growth hormone secreting tumors than
nonfunctioning tumors. Mechanical suppression of cdkall gene expression caused elevation of
intracellular calcium level and resulted in increased secretion of growth hormone. These results

indicate that functional decline of CDKAL1 is involved in the abnormal secretion of hormones in
growth hormone secreting pituitary adenomas.
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