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Regulation of protease activities on the epithelial cell surface and its
significance in epithelial disorders.
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Membrane-associated protease inhibitors HAI-1 and -2 are important in regulating
the pericellular serine protease activities of epithelial cells. This study aimed to analyze the roles
for HAIs in normal homeostasis of epithelial cells and the effects of HAIl insufficiency on cancer
progression. We revealed that HAI-1 had suppressive roles in pericellular activations of HGF and PAR-2.
HAI-1 was a suppressor of intestinal carcinogenesis and inhibited EMT, invasion, and metastasis of oral
squamous cell carcinoma and pancreatic adenocarcinoma cells. Moreover, we found that HAI-1 maintained the
assembly of keratin into desmosomes in keratinocytes by regulating PAR-2-dependent p38 signaling. Also,
we have generated HAI-2floxed/floxed mouse that will be critically required for the development of the
conditional HAI-1 knockout mouse. Those mice would accelerate the studies for in vivo functions of HAI-2.
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