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Regulation of inflammatory response via ubiquitin-dependent degradation by Fbw7
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Both c-Myb and GATA3 are the targets of Fbw7-mediated ubiquitylation. A
knock-in strategy to express Fbw/7-mediated degradation resistant mutant of c-Myb in mice was
performed. In lung of some homozygous knock-in mice, lymphocytic infiltration which was mainly
comprised of B cells was observed, and some cells in the region were expressed c-Myb.

CXCL13 which expresses in accordance with an inflammation is a chemotactic factor for B cell to a
damage site, c-Myb responsive sequences are included in its promoter region. The transcriptional
activity of c-Myb on the CXCL13 promoter region was confirmed by luciferase assay, indeed, GATA3
which is also a target of Fbw7 produced synergistic effect with c-Myb. It is suggested that Fbw7
associates with the regulation of CXCL13 expression level by quantative regulation of its targets.
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