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The ubiquitylation system as a potential therapeutic target for rheumatic
diseases
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The up-regulation of type | interferon (IFN)-inducible genes, which is
called “ IFN signature” , is observed in several rheumatic diseases, such as systemic lupus
erythematosus (SLE). In this study, we investigated the role of TRIM family proteins in the “ IFN
signature” using peripheral blood mononuclear cells (PBMC) from patients with the rheumatic
diseases. Although the mRNA level of TRIM21 was significantly higher in PBMC from patients with SLE
as compared to healthy controls (HC), proteasome-dependent degradation of IRF proteins, which are
substrates of TRIM21, was impaired in SLE. The expression level of TRIM27 mRNA was significantl
lower in PBMC from patients with SLE as compared to HC. The expression level of TBK1 protein, which
is the substrate of TRIM27 and promotes type IFN production, was upregulated in SLE. These results
suggest that dysregulation or dysfunction of TRIM family proteins leads to the overproduction of
type I IFNs in SLE.
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