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Establishment of novel target therapy for K-ras/MMP-10 signaling pathway in
chemotherapy-resistant pancreatic cancer
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We established CD133-positive pancreatic cancer stem cell (PCSC) lines

derived from 10 pancreatic cancer patients who resisted against chemotherapy. K-Ras/MMP-10 signaling
pathway is enhaced by gemcitabine. In this study, we have clarified using the PCSC that gemcitabine
enhances the expression of the upstream molecules of the K-Ras signaling pathway, Integrin-f3 3,
FGF-2 and FGFR1 and that of MMP-1 regulated by MMP-10. We also clarify that Xenograft of human PCSC
in mice show the same gemcitabine-resistant mechanism as that of the patients from whom the PCSC was

isolated. Furthermore, we find that
the concentration of serum MMP-10 is related the prognosis of advanced pancreatic cancer with
metastasis if chemotheraﬁy is applied: normal levels of MMP-10, MST 46.8 months; abnormally high
levels of MMP-10, 2 montnhs.
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