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Involvement of NF-kB regulation by nuclear IKKb in inflammation and cancer

Kamata, Hideaki
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Proinflammatory stimuli, including tumor necrosis factor a (TNFa ), activate
Ik B kinase (IKK) complex and induces NF-k activation. We previously found that nuclear IKKB acts as an
adaptor protein for Ik Ba degradation and NF-k B activation. To elucidate the role of IKKB in vivo, we
developed mice expressing nuclear-localized IKKB and lacking cytoplasmic IKKB in hepatocytes. These
mice showed massive hepatic necrosis and developed liver cirrhosis. Whereas, liver failure of these mice
was ameliorated by crossing with mice expressing cytoplasmic-localized IKKB . These results suggest that
nuclear IKKB promote cell death and cytoplasmic IKKB protect cells from death in vivo. The opposite
effect of IKKB in the nucleus and cytoplasm is closely linked to hepatitis and hepatocellular carcinoma.
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