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Immune response for endoplasmic reticulum stress on intestinal inflammation
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Endoplasmic reticulum (ER) stress in intestinal epithelial cells (IEC),

which can be induced by IEC-specific deletion of Xbpl (XbplA IEC) , an unfolded protein

response-related transcription factor, develops spontaneous inflammation of the small intestine.
XbplA IEC is shown to cause increased expression of MULT1 on of natural killer group 2 member D
(NKG2D) ligands, associating with increased numbers of intraepithelial NKG2D-expressing group 1
innate lymphoid cells (ILC1). Blockade of NKG2D suppresses cytolysis against ER-stressed epithelial
cells in vitro and spontaneous enteritis in vivo. Pharmacological depletion of NK1.1+ cells also
significantly improved enteritis. IEC ER stress also induces a polyreactive IgA response via T cell
independent and microbiota independent pathway, which is protective against gut inflammation. On the

other hand, ER stress on mast cells can induce TNF and Amphiregulin via ER stress-elated

transcription factor ATF4.
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