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Novel signaling axis triggered by inflammatory cytokine IL-1 and its relation to
fibrosis and cancer
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Chronic inflammation is closely related to fibrosis and cancer, but its
molecular mechanisms are unknown and there are very few useful mouse models of chronic
inflammation-related pathologies. We found that in response to IL-1, the downstream kinase IRAK1
activates not only the conventional NFk B pathway but also B -catenin, which is closely related to
fibrosis and cancer. This activation of  -catenin by IRAK1 is in a PPPSP motif-dependent and
human-specific manner. Furthermore, in order to analyze the function of human IRAK1 in vivo, we
succeeded in establishing two types of mice: mice with amino acid substitutions of mouse Irakl in
the genome (humanized mice) and tissue-specific human IRAK1-expressing transgenic mice, and started
analysis.
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Yasuhiro Mimura, Masako Inui, Kohei Otsubo, Masanori Taira, Hiroki Hikasa*

Human interleukin-1 receptor-associated kinasel, a component of TLR/IL-1R pathways, activates b-catenin via its human-
specific PPPSP motif.
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