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Elucidation of the contribution of increased linear ubiquitin chain signaling to
autoimmune diseases
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We showed that LUBAC ubiguitin ligase complex, which activates immune cells
by generating linear ubiquitin chains is involved in the pathogenesis of systemic lupus
erythematosus (SLE) and Sjogren®s syndrome (SS). We had previously discovered that inhibition of the
enzymatic activity of HOIL-1L, an accessory subunit of LUBAC, enhances LUBAC function.

We recently found that HOIL-1L enzyme deficiency in mice causes SLE and SS-like symptoms through
enhanced linear ubiquitin chain formation, and that in humans, a single nucleotide variant (SNV) in
the HOIL-1L gene that enhances LUBAC activity is significantly enriched in SLE patients. So, we
identified HOIL-1L is a brand-new susceptibility gene for SLE.
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Linear ubiquitin chains and autoimmune diseases.
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