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Laminin—lO or 511 constituting the extracellular matrix (ECM) of tumors and basement membranes (BM) of blood capillaries
promotes the cellular migration of tumoral and endothelial cells, thus enhancing tumor growth, metastasis and angiogenesis.
Cellular survival or migration promoting activities of laminin-511 have been attributed to the EGF-like domains that are released
from the laminin-511 by MT1-MMP cleavage which activate EGFR signaling in target cancer cells. We have identified that
cleavage of laminin-10 into 310 kDa fragment by MT1-MMP was prevented by human type IV collagen alpha 6 chain derived
non-collagenous domain [Col4(a6)NC1]. The inhibitory effect of Col4(a6)NCI1 on laminin alpha 5 chain cleavage was also
exhibited by this domain on cell mediated laminin-10 cleavage. Further, Col4(a6)NC1 inhibited migration of cells on laminn-10
coated plates, phosphorylation of EGFR in LLC and breast cancer tumor cells. Thus, the present study elucidates the novel
inhibitory mechanism(s) of MT1-MMP mediated laminin cleavage by Col4(a6)NC1, which prevents tumor progression
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