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Antigen specific therapy for rheumatoid arthritis
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HLA-DRB1 is the most potent genetic risk locus in rheumatoid arthritis
RA). Autoantigens are presented on HLA-DRB1 and activate CD4+ T cells, which contribute to RA
pathogenesis. Here, we analyzed T cell receptor (TCR) repertoire by next generaton sequencing (NGS),
and demonstrated that a significant correlation between HLA-DRB1 and TCR repertoires.

We identified HLA-DRB1*0405 epitopes derived from autoantigen, BiP. In RA patients, BiP-specific
effector T cells were proliferated and BiP-specific regulatory T cells controled thier
proliferations. Tolerance to BiP peptides ameliorated mouse model of arthritis. Furthermore,
Mycobacterium HSP70-specific T cell responses were increased in RA, and molecular mimicry is
speculated on the basis of autoimmunity to BiP. Taken together, we proposed the new therapeutic
approach for RA by autoantigen-specific T cell regulation.
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