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Development of new therapeutic strategies targeting rheumatoid
arthritis-associated fibroblast subset
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We have reported that synovial fibroblasts consist of three major subsets

with distinct functions. One fibroblast subset, characterized by CD34-THY1l+, is expanded in patients
with rheumatoid arthritis (RA) compared to those with osteoarthritis. These fibroblasts are
proliferative, express high level of proteinases and RANKL, a crucial cytokine for
osteoclastogenesis, and have a phenotype characteristic of invasive cells, indicating the pathogenic
roles in RA. CD34+ subset is characterized by the high expression of inflammatory cytokines.

To identify candidate target genes for the development of fibroblast-targeting therapy, we focused
on the differentially expressed transcription factors (TFs) across fibroblast subsets. We performed

in vitro assays using siRNAs to knock down the expression of the TFs, and found new TFs to regulate
the fibroblast functions.
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