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Investigation of roles of GSK-3B in the regulation of pancreatic
B cell mass for the application to the treatment of type 2 diabetes
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WFZERC R OEEE (33L) : Tt has been recognized that a paucity of B-cell mass is central
in the pathogenesis of T2DM. Glycogen synthase kinase—3(Gsk—3) is negatively regulated
by insulin receptor signaling. In this study, we aimed to understand role of Gsk-3 83 in
the regulation of B -cell mass. [ -cell specific ablation of Gsk-3 8 resulted in expanded
B —cell mass and resistance to high fat feeding induced diabetes in mice. Furthermore,
we have evidenced that Gsk-3 was implicated to an induction of apoptosis through a
modulation of stress response in f3—cells during ER stress. Taken together, these data
evidenced direct implications of Gsk—3 for the maintenance of S -cell mass and secretory
capacity.
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(MClock-controlled output gene Dbp is a
regulator of Arnt/Hif-1S3 gene expression
in pancreatic islet B -cells

Nakabayashi H, Ohta Y, Yamamoto M, Susuki
Y, Taguchi A, Tanabe K, Kondo M, Hatanaka
M, Nagao Y, Tanizawa Y.

Biochem Biophys Res Commun.

2013 May 3:;434(2) :370-5.

Doi: 10.1016/j. bbrc. 2013. 03. 084.
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independent of JNK activation.
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Cras—Méneur C, Welling CM,
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Zmuda E, Hai T, Abumrad NA, Permutt MA.
PLoS One. 2011 Apr 26;6(4) :el8146.
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@Wolfram syndrome 1 gene (WFS1) product
localizes to secretory granules and
granule acidification 1in
pancreatic beta—cells

Hatanaka M, Tanabe K, Yanai A, Ohta Y,
Kondo M, Akiyama M, Shinoda K, Oka Y,
Tanizawa Y.

Hum Mol Genet. 2011 Apr 1;20(7):1274-84.
Doi: 10.1093/hmg/ddq568.
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@Conditional ablation of Gsk—-3 8 in islet
beta cells results in expanded mass and
resistance to fat feeding—induced
diabetes in mice

Liu Y, Tanabe K, Baronnier D, Patel S,
Woodgett J, Cras—Méneur C, Permutt MA.
Diabetologia. 2010 Dec;53(12) :2600-10
Doi: 10.1007/s00125-010-1882-x.
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GSK-3 enhances ER stress—induced
apoptosis by regulation of ATF4 protein
stability.
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Cutting—edge Research in Insulin
Secretion:Roles of Wolfram Syndrome 1 Gene
Product (WFS1) on Beta Cell Function and
its Adaptation to increased Insulin
Demand.
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The roles of glycogen synthase kinase-3 f3
in the regulation of f-cell mass in
insulin resistant diabetes models.
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