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de forma.The realization that insulin-like growth factors (IGFs) contribute to the regulation of
somatotropin (GH) secretion has underscored the importance of growth factor signaling in the
pituitary gland. In this regard, IGF binding proteins (IGFBPs) are a family of highly conserved proteins
that regulate the bioavailability of IGFs. Changes in IGFBPs in the circulation are often correlated
with changes in IGF bioavailability, suggesting that they may regulate the abundance of IGFs in the
extracellular space. This proposal investigates the mechanisms that control IGFBP-5, a long-lived
member of the IGFBP family. The long-term goal is to understand the relationships between the
regulation of IGFBP-5 and GH secretion in health and disease. Specifically, the grant will determine
whether IGFBP-5 is regulated by conditions known to stimulate GH secretion: fasting, hypoglycemia,
and hypoxia. The following specific aims are proposed: 1) Determine whether prolonged fasting
and/or hypoglycemia regulate the abundance of IGFBP-5 in the circulation and pituitary in mice. This
aim will use adenovirus-mediated gene transfer of the IGFBP-5 promoter to create mice with
constitutive overexpression of IGFBP-5 in their pituitary glands. The abundance of IGFBP-5 will be
measured in the circulation, and its regulation in the pituitary will be assessed by immunoh
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