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Role of endoplasmic reticulum stress on induction of NKG2D-ligand, leading to
enteritis
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Endoplasmic reticulum stress (ER stress) is commonly observed in intestinal
epithelial cells (IEC) and can be a primary factor in intestinal inflammation as shown by mice with
IEC-specific deletion of X-box binding protein-1 (Xbpl), an unfolded protein response-related
transcription factor, which develop spontaneous inflammation of the small intestine. In the present
study, | showed that ER -stressed IECs, as a consequence of Xbpl deletion, selectively upregulate mouse
NKG2D-ligand MULT1 and its human orthologue ULBP through ER stress-related transcription factor CHOP. The
increased expression of NKG2D-ligand on mouse IECs induces and activates intraepithelial natural killer
(NK) cells through their expression of NKG2D. The ULBPs expression was induced by ER stress in not only

intestinal cell line but also other cell lines, indicating that the NKG2D-ligands induction by ER stress
might be universal phenomenon to maintain homeostasis in our body.
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