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Regulation of biological defense responses via linear ubiquitin chains and its
contribution to disease onset
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i Recently, linear ubiquitin chains produced by LUBAC have been attracting
attention as a new regulator of defense responses, including NF-kB. In this study, the applicant

identified a specific inhibitor of LUBAC, clarified the details of its molecular basis, and showed
that it inhibits the growth of a specific type of B-cell lymphoma and the pathogenesis of psoriasis.
We have also demonstrated that linear ubiquitin chains contribute to NF-kB activation by TCR
stimulation in T cells, that NDP52 regulates NF-kB activity and TNF-a-induced apoptosis in a

ubiquitin-binding capacity-dependent manner, and that NDP52 cooperates with linear ubiquitin chains
in the regulation of Salmonella degradation (xenophagy)-.
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