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Prior to secretion, regulated peptide hormones are selectively sorted to
secretory granules (SGs) at the trans-Golgi network (TGN) in endocrine cells. Secretogranin 111 (Sglll)
appears to facilitate SG sorting process by tethering of protein aggregates containing chromogranin A
(CgA) and peptide hormones to the cholesterol-rich SG membrane (SGM).

In this study, we evaluated the role of cholesterol binding protein, especially on Sglll, in SG sorting.
In the Sglll-knockout mice, plasma ACTH was considerably impaired under highly stress condition.
Similarly, plasma glucose level in the Sglll-knockout mice under highly stress condition were highly
elevated at glucorse tolerance test. These data indicated Sglll works as sorting receptor in living
animals.

Biochemical protein screening for binding to cholesterol at the SGM indicated that several candidate

proteins, including granins and processing enzyme, bound directly to the SGM in a cholesterol-dependent
manner .
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