(®)
2012 2014

Mechanisms for malignant tumor progression based on acquisition of 3-D invasiveness
and regulation of epithelial morphogenesis
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Tumor invasion, a typical characteristic of malignant tumors, is regulated not
only by intrinsic gene expression profile but also extracellular factors. Met activation by HGF
participates in tissue regeneration and tumor invasion. We here found that 1) aberrant
proteasome-mediated proteolysis in PRC complex participates in activation of genes (e.g., MMP-2) involved
in acquisition of 3-D invasiveness in human malignant mesothelioma cells, and 2) Met expression is
regulated by hierarchal equilibrium between Met-low and Met-high populations in malignant melanoma cells,
by which invasive and metastatic characteristics is conferred. Based on background for HGF-Met
protein-protein interactions, Met-binding cyclic peptides were obtained by RaPID system, and the
dimerized peptides induced Met activation and Met-mediated biological responses, in indistinguishable
ability to HGF. Thus, we succeeded in generation of artificial Met-agonist / artificial HGF composed of
macrocyclic peptide.
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