KxXc—19

FEZEMREDREEX REARERNE) ARBAREBESE
Rk 2 44 5 A 1 5 HEUE

HEES : 14501
MRER  HFHREG)
AR EARE - 2010~2011
AREES 1 22790861
HRREER (F130) /DEERX b LRICE B B HRa RS

WZeiERE4 (EX) Themechanismof regulation on pancreatic betacel | mass by ER stress
HRREKRE
¥AE &#0 (MATSUDA TOMOKAZU)
HERZXERR - EEHEE - EEMEE
HEEES : 20570344

WFER R OBE (Fi30) -

2 BUBE PRI O RIERFR I IV CHEITIE DO B Al £l D OMEEAR 2% £ 5, DPP-4 HEAITH D
EAE T TF AL T LW A T OO MER TAITHY | IEERIO GLP-1 # iS5 Z &
TIMFEZ R T S5, 2 ORANORE B IS DR A2 e Lz, BB MR E DD & £E
EEIMEEE 2 L QW B AR C/EBPB R T Vv AV 2=y 7~ A (TG) IZEAZ T
TIPS TS L milubEE R E UK S MR EZ BN ST, Zhubik, B HifEizB
T ARV T FNEBESE, DMUERA PV RAZBLTEERTHDL EE 2 b,

WRFERCR OB (330 -

The development of type 2 diabetes is accompanied by a progressive decline in P-cell
mass and function. Vildagliptin, a dipeptidyl peptidase—4 inhibitor, is representative
of a new class of antidiabetic agents that act through increasing the expression of
glucagon—like peptide—1. The protective effect of this agent on B—cells was studied
in diabetic mice. Diabetic pancreatic P—cell-specific C/EBPB transgenic mice exhibit
decreased B—cell mass associated with increased apoptosis, decreased proliferation,
and aggravated endoplasmic reticulum stress. Vildagliptin was orally administered to
the transgenic mice for a period of 24 weeks, and the protective effects of this agent
on B—cells were examined, along with the potential molecular mechanism of protection.
Vildagliptin ameliorated hyperglycemia in transgenic mice by increasing the serum
concentration of insulin and decreasing the serum concentration of glucagon. This agent
also markedly increased B—cell mass, improved aggravated endoplasmic reticulum stress,
and restored attenuated insulin/insulin-like growth factor 1 signaling. A decrease in
pancreatic and duodenal homeobox 1 expression was also observed in B—cells isolated
from our mouse model. Vildagliptin elicits protective effects on pancreatic P-cells
and has potential for preventing the progression of type 2 diabetes
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