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A molecular mechanism that regulates extracellular matrix degradation and cell polar
ity in migrating cells.

Takino, Takahisa
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We have shown that membrane-type 1 matrix metalloproteinase (MT1-MMP) regulate fib
ronectin (FN) assembly by cleaving it, which results in promotion of cell motility and proliferation. FN m
atrix assembly requires the increased cytoskeletal tension generated by cadherin adhesions. In a co-cultur
e of Ratl fibroblasts and MT1-MMP-silenced but not control HT1080 cells, FN fibrils extended from Ratl to
cell-matrix adhesions in HT1080 cells, and N-cadherin adhesions were formed between these cells. MT1-MMP k
nockdown promoted FN matrix assembly and N-cadherin adhesions in HT1080 cells, which was abrogated by doub
le knockdown with either integrin betal or FN. Conversely, inhibition of N-cadherin adhesions squressed F
N matrix formation in MT1-MMP-silenced cells. These data demonstrate that FN assembly initiated by MT1-MMP
knockdown results in increased N-cadherin adhesions, which are prerequisite for further FN matrix formati
on.
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