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Toll-like receptors in the pathogenesis of autoimmune

diseases: recent and emerging translational developments
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Conclusion

The innate immune system is a critical part of the response
to pathogens, tissue damage, and the release of DAMPs.
Chief among these systems are TLRs as part of the PRRs.
TLRs sense pathogens and consequently activate NF-xB
and inflammatory cytokines. However, an anti-inflammatory
role has recently been described for TLR10.#* Resolution of
inflammation and the return to homeostasis are important and
these appear to be mediated, at least in part, by miRs that act
to positively or negatively regulate inflammation. In autoin-
flammatory diseases such as RA, it may be that the feedback
loop to restore homeostasis is somehow broken, and miRNA
targeting with miR mimics may be one therapeutic option as
these are chemically stable. Although TLRs and their associ-
ated ligands are an attractive target in the development of new
therapies, we do not fully appreciate neither the complexity
of signaling yet nor the full consequences of targeting TLRs
and their signaling pathways. There are currently clinical
trials underway in the use of endosomal TLR inhibitors that
may be more valuable in rheumatic diseases. TLR-mediated
inductions of miRNAs are now known to negatively regulate
their signaling, and a greater understanding of the mechanism
and targets of these miRNAs may yield new therapies.
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