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LUBAC, which specifically generates linear ubiquitin chains, consists of
HOIP, SHARPIN, and HOIL-1L. LUBAC contains two distinct ubiquitin ligases, one each in HOIP and
HOIL-1L, and HOIP specifically generates linear chains as the main catalytic center of LUBAC. The
physiological significance of the second ligase of HOIL-1L within LUBAC remained elusive. We

revealed that HOIL-1L ligase activity down-regulated LUBAC physiological functions via

monoubiquitination of LUBAC subunits. We also found that introduction of a HOIL-1L mutant lacking E3
activity protected cells from Salmonella infection by augmenting linear ubiquitination by LUBAC.
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