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Toll-like receptor (TLR)-mediated autoimmunity to nucleic 
acid-protein complexes has been implicated in the pathogenesis 
of systemic lupus erythematosus, whereas information regard-
ing the infl uence of nucleic acid sensing TLRs on the develop-
ment of rheumatoid arthritis (RA) is scarce. The authors have 
recently shown that the nucleic acid-binding autoantigen het-
erogeneous nuclear ribonucleoprotein (hnRNP)-A2 is not only 
a preferred B and T cell autoimmune target in pristane-induced 
arthritis (PIA), but is also able to induce a MyD88-dependent 
secretion of proinfl ammatory cytokines from rat or murine 
splenocytes. 1

The authors now show that experimental arthritis induced 
by intradermal injection of the isoprenoid alkane pristane into 
rats can be transferred to naïve recipient rats with pristane-
primed splenocytes restimulated with hnRNP-A2 or related 
hnRNP proteins. Remarkably, disease could also be transferred 
with splenocytes incubated with RNA and/or DNA sequences 
known to bind to hnRNPs. The transferred disease clinically 
and histologically resembles arthritis triggered by direct injec-
tion of pristane. Disease transfer could be inhibited with chlo-
roquine and was also achieved by stimulation of splenocytes 
with imidazoquinolines and/or CpG DNA. Transfer of arthri-
tis was mediated by CD4-positive T cells and required co-incu-
bation with TLR7- and/or TLR9-expressing antigen-presenting 
cells such as plasmacytoid dendritic cells (pDC). pDC reacted 
to in vitro stimulation with hnRNPs with a strong secretion of 
type I interferons and an upregulation of TLR7 mRNA.

Taken together, these data strongly suggest that nucleic acid-
associated autoantigens such as hnRNPs can play a primary 
role in the induction of arthritogenic autoimmunity in PIA 
and, possibly, also in human RA where hnRNP proteins are 
known to be targets of the patients’ autoimmune response.
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