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Reinforcement of colonic epithelial barrier via mAChR
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In intestinal epithelial cells, store-operated calcium entry (SOCE)
following muscarinic M3 receptor activation positively regulates p38MAP kinase and activates the
protease ADAM17 to cleave/solubilize TNF-a . It was thought that it blocked the pathway and
suppressed the spread of inflammation. In the course of this study, we found PNU-120596 as a
substance that inhibits p38MAP kinase. Although this substance is widely used as a positive
allosteric modulator of a 7 nAChR, it binds directly to p38MAP kinase and exerts an inhibitory
effect without mediating o 7 nAChR.
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