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A New Anti-Tumor Strategy Using Kringle-Fusion Protein, Capable of
Inhibiting Invasion, Metastasis, and Angiogenesis
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Hepatocyte growth factor (HGF) is involved in malignant behavior of cancers as a mediator in tumor-stromal
interaction, through enhancing tumor invasion and metastasis. To establish a new therapeutic strategy to inhibit
tumor invasion and metastasis, we prepared an anlagonistic molecule for HGF. The antagonist, NK4, is an internal
{ragment of HGF thal encompassing the N-terminal hairpin and subsequent four kringle domains. Notably, we
found that is an angiogenesis inhibitor, as well as HGF-antagonist. When the anti-tumor aclivity of NK4 was
examined in murine metastatic lung carcinoma, administration of NK4 suppressed tumor angiogenesis and the
growih of primary tumors subcutancously implanted in mice, and decreased the number of melastatic nodules in
the lung. Moreover, NK4 had therapeutic effect on the most malignant tumor, pancrealic cancer, in mice. NK4
inhibited, tumer angiogenesis, peritoneal dissemination, accumulation of ascites, and liver metastasis of pancreatic
cancer. The bifunctional properties of NK4 to act as an angiogenesis inhibitor and as a HGF antagonist raises

possibility that NK4 may prove a therapeutic for cancer patients.
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