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Studies on mechanism of inter cellular adhesion induced by cleavage of cancer
cell surface HAI-1 protein and following enhancement of cancer metastasis.
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We previously found that matrix metalloproteinase-7 (MMP-7) induces
homotypic adhesion of cancer cells by cleaving cell surface HAI-1 protein, a membrane-bound serine
protease inhibitor. However, the detailed molecular mechanism remained to be clarified.

In the present study, we revealed that matriptase, one of the proteases susceptible for HAI-1
inhibition, contributes to the induction of the cancer cell aggregation. We also found that
endocytosis of the cleaved HAI-1 led to enhance of membrane-bound matriptase activity and induction
of the cell aggregation: dissociation of the cleaved inhibitor from active site of matriptase under
mildly acidic conditions in the endosome probably causes exertion of the protease activity. It is
likely that activities of MMP-7 and matriptase synergisticallg induce the cell aggregation via
independent pathways. Further studies are needed to clarify these pathways.
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