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Analysis of inflammatory cytokine IL-18 function in pancreatic cancer cells and
the study for therapeutic application using IL-18 inhibitory antibody
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To investigate the effect of IL-18 expression on cancer cells, we generated

several clones of IL-18 knockout human pancreatic cancer MIA PaCa-2 cells (MIA PaCa-2 / IL-18 KO) by
using genome editing technology. These IL-18 KO cells showed no difference in proliferation in
culture or in tumorigenicity in nude mice compared to the parent cells, suggesting that IL-18 may
have an alternative role. We also prepared MIA PaCa-2 tumor-bearing mice and examined the activation
of IL-18 after anti-cancer drug 5-FU treatment, but no clear induction into mice serum was
observed. On the other hand, we generated new inhibitory antibodies against the mouse active IL-18
protein, and these results was published an article in an academic journal and was presented in
academic conferences. In addition, we clarified the mechanism of active IL-18 production by 5-FU
treatment, which is observed in pancreatic cancer cells.
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