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WFS1 gene, responsible for the Wolfram syndrome, also determines the susceptibility to
type 2 diabetes. WFS1 protein localizes to the endoplasmic reticulum. Absence of WFS1
protein induce ER stress in B-cells, and B-cells lacking WFS1 protein is susceptible to the
ER stress-induced apoptosis. In W#sI” mice, B-cell apoptosis is accelerated because of
increased ER stress. Pioglitazone protects B cell from apoptosis by reducing systemic
insulin resistance and ER stress in the B-cells. In addition, pioglitazone directly induced
adrenomedullin expression in the B-cells, playing a role in this [-cell protection.

In pancreatic B-cells, WFS1 protein also exists in the insulin secretory granules, and play
crucial roles in the maintenance of acidic milieu inside the granules. Intra-granular
acidification 1s reported to be necessary for the “priming” of the granule for the exocytosis.
In Wis1’ mice, glucose-induced insulin secretion is impaired in the early stage before the 3
cell number is decreased. Roles of WFS1 protein in the secretory granules need to be
further investigated.
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