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Anti-CXCR2 antibody therapy for the gemcitabine-resistant pancreatic cancer.
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Background: The current clinical standard of care for advanced pancreatic
cancer(PaCa) is gemcitabine(GEM), but the critical problem is the acquisition of the resistance against
GEM. In this study we elucidate the alternation of cytokine expression from PaCa by acquisition of
GEM-resistance. Method: GEM-resistant PaCa was established from GEM-sensitive PaCa. We compared the
different expression of cytokines between them by ELISA. We next examined the alteration of angiogenic
ability by acquisition of GEM-resistance. Also, we elucidated the role of cytokines in this alteration.
Result: IL-8 production from PaCa was significantly enhanced by the acquisition of GEM-resistance, and
the enhancement was significantly inhibited by the blocked of IL-8 signaling using neutralizing
anti-CXCR2 Ab. Conclusion: According to these results, the combination therapy of GEM and CXCR2 Ab should
be considered as a novel anti-angiogenic therapy in PaCa.
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Value of IC50 of Gem
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Gem sensitive AsPC-1 7122.3nM Gem sensitive MIA PaCa-2  12614.3nM
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