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The aim of our study is to evaluate efficacy of nampt inhibitor in KRAS
mutated non-small cell lung cancer (NSCLC) and to study the mechanisms. We found that KRAS mutated
NSCLC cell lines were divided into three groups; cell lines sensitive to FK866, a nampt inhibitor;
those resistant to the inhibitor; intermediate sensitivity. Our study revealed that FK866 inhibited
phosphorylation of Rb at ser 807/811, suppressed MAPK signaling pathways, decreased phosphorylation
of Bim at ser 69, and increased y H2AX levels. These findings suggest that the nampt inhibitor
causes DNA damage, suppresses cell cycle through alteration of Rb and MAPK pathways, and induces
apoptosis through stabilization of Bim.
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