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Objective

This study was conducted with sera from patients with
rheumatoid arthritis, systemic lupus erythematosus as
well as with arthritis and lupus-like disease animal mod-
els to identify identical autoantigens in human and ani-
mal models for disease modifying use.

Methods

Using protein filter technology (28000 human protein
filter) the autoantigen profile of RA and SLE patients,
mouse collagen and zymosan induced arthritis, as well
as collagen and pristan induced arthritis in rats and
TLR7, TLR9 deficient double-deficient and MyoD88 and
Tir8 deficient mice of the MRL-lpr/lpr background were
obtained. Cationic liposomes transferring siRNAs were
used for the validation of their potential as therapeutic
target in collagen induced arthritis in mice (CIA).

Results

By high throughput methods using proteins filters, over
200 clones were identified to similarly bind patient,
mouse and rat immunoglobulins. We could identify that
up to 90% of all autoantigens including anti-histone,
snRNP, hnRNP, t-RNA synthetases, PM, Scl2, Hsp pro-
teins, and 17 different ribosomal autoantigens are
MyoD88 dependent and influenced by Tir8. We found
18 identical proteins targeted in human and animal
situations of arthritis. In contrast, autoantigens such as
citrullinated proteins are generated independently of
MyoD88 Toll7, 9 and Tir8. Systemic administration of
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siRNAs in CIA mice with cationic liposomes inhibiting
expression of Toll dependent autoantigens were used
for the validation of their potential as therapeutic target
in RA.

Conclusion

These novel data indicate that nucleic acid-binding
proteins are targeted in animal models and patients with
RA. Systemic blocking of common RNA or DNA bind-
ing proteins overexpessed in synovial target tissue
appears to modify arthritis.
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