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produce a heterogeneous mixture of proteinases and matrix
metalloproteinases. A complex of interstitial-type matrix-degrading

proteolytic enzymes plays a major role in the pathogenesis of human
cancer. In situ hybridization, immunohistochemical, and double

immunofluorescent studies were conducted to characterize the cellular
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membranous immunostaining were shown to be associated with the
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same cell types. Cells positive for both TIMPR-1 and TIMP mRNAs were
also associated with reactive fibrous stroma. Cells with moderate or

strong cytoplasmic or membranous TIMP immunostaining were detected
within fibrosclerotic stroma, and these were occasionally found adjacent

to epithelium or in invasive foci. Fibroblasts in reactive stroma and
human skin were more likely to be positive for TIMP and TIMPR-1 mRNAs

than were fibroblasts in normal breast stroma. In carcinomas, both
fibroblasts within desmoplastic stroma and tumor cells were positive for

TIMP and TIMPR-1 mRNAs and TIMP
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