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Investigation of activation mechanisms and exploration of inhibition therapy of
HGF-MET signal in cancer microenvironment
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We analyzed the significance and inhibitory therapy of the HGF-dependent MET
activation signaling, which consists of the stromal-derived hepatocyte growth factor (HGF) and its
receptor MET on cancer cells. We showed that HGF-dependent MET signaling is regulated by hepatocyte
growth factor inhibitor-1 (HAI-1), and that decreased expression of HAI-1 enhanced MET-mediated cell
proliferation. Synthetic HGF activation inhibitors with functions similar to HAI-1 increased
necrotic areas in tumors with reduced HAI-1 expression. The results suggest the usefulness of
synthetic HGF activation inhibitors.
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Cell line Primary site Histological type pT PDO PDX
MPL-CR1  Colon (C) Adeno ca. (tub2) T3 O X
MPL-CR2 Rectum (Rb) Adeno ca. (muc) T4a O O
MPL-CR3 Rectum (RS)  Adeno ca. (tub2) T3 O x
MPL-CR4 Rectum (Ra) Adeno ca. (tubl) Tl X -
MPL-CR5 Colon (S) Adeno ca. (tub2) T4 O -
MPL-Orl  Tongue Squamous cell ca. (well diff.) T3 O X
MPL-Or2  Tongue Squamous cell ca. (well diff.) T1 O -
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