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The molecular mechanism of ER stress response and the pathophysiology of ER
stress disorders
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Under physiological condition, ER stress pathway (IRE1 branch) is
constitutively activated in pancreatic islet B cells and intestinal goblet cells, which secrete
insulin and mucin, respectively. To clarify the physiological role of highly activated IREl ?athway,
we constructed Irela or Irel3 KO mice, and examined their physiological and molecular biological
differences between wild-type and Irel KO mice. Islet B cell-specific Irela -conditional KO mice
showed the typical diabetic phenotype due to the disorder of oxidative proinsulin folding. Irely KO
mice showed the retardation of nematoda expulsion due to the impairment of mature mucin production
in intestinal goblet cells. These results clearly indicate that highly activation of IRE1 pathway

plays an important role in normal insulin-secretion and/or the maintenance of homeostasis of
intestine under physiological condition.
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