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Comprehensive study on inflammatory and immune responses through complex linear
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LUBAC is the only ubiquitin ligase (E3) that generates linear ubiquitin
chains via the N-terminus Metl of ubiquitin and regulates the NF-k B pathway and cell death, which
are important for inflammation and immune responses. In this study, we identified OTUD1 as a
deubiquitinating enzyme that strongly inhibits LUBAC-mediated NF-k B activation and LAP1 as an E3
that cooperates with LUBAC. OTUD1 not only regulates NF-k B but also regulates oxidative stress
responses through KEAP1-binding, and mice lacking Otudl were vulnerable to inflammatory bowel
disease. LAP1 cooperated with LUBAC to control inflammatory cell death. This study showed ubiquitin
dynamics centered on LUBAC are important for regulating inflammation, immunity, and cell death.
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