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LUBAC ubiquitin (Ub) ligase, which specifically generates linear Ub chains,

consists of catalytic center HOIP for linear Ub chains generation and accessory subunits HOIL-1L and
SHARPIN, and is involved in NF-kB activation and cell death protection. Interestingly, HOIL-1L also
has Ub ligase activity but its significance was unknown. We found that deletion of HOIL-1L Ub
ligase activity enhances LUBAC activity and cell death was remarkably suppressed. On the other hand,
deletion of OTULIN, which specifically cleaves linear Ub chains, increaced linear Ub chains in
cells but cell death was promoted. We elucidated this mechanism and found that HOIL-1L attached
mono-Ub into LUBAC and the Ub is linear ubiquitinated by LUBAC to suppress LUBAC function , and
OTULIN cleaves the linear Ub chains of LUBAC to release linear ubiquitinated compromise LUBAC.
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