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We have identified the mutation in NLRC4 as the causative mutation of
familial cold autoinflammatory syndorome. The mutation increased the pyroptosis of cells, which is
associated with the increased cytokine secretion leading to the inflammation. We also identified the

causative gene of familial pulmonary fibrosis and the mutation increased the cell death of type 2
alveolar epithelial cells. The Notch signaling controls the expression of Atp8a2 that has flippase
activity. The Notch-mediated expression of Atp8a2 helps the escape of intraepithelial lymphocytes in

the small intestine from the engulfment of macrophages.
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