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microRNA as a target to develop a novel treatment for rheumatoid arthritis and to
clarify a new pathology in rheumatoid arthritis

Miyasaka, Nobuyuki
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To develop a novel treatment for rheumatoid arthritis (RA), we set a goal to
identify microRNAs (miRNA) that control the expression of MMP-3 and IL-6 from RA synovial fibroblasts
(RASF) and to clarify the mode of action of the miRNAs in RA through the identification of target genes
of the miRNAs.

By using a miRNA inhibitor library, we revealed that miR-A inhibitor and miR-B inhibitor suppressed the
production of MMP-3 from RASF cultured with TNF-a, respectively. Additionally, miR-A inhibitor suppressed
the production of IL-6 from RASF. Gene X, which is a transcription repression factor and suppresses MMP-3
expression, was presumed as the common target gene of miR-A and miR-B from miRNA database analysis. In
fact, miR-A inhibitor or miR-B inhibitor suppressed the decrease of protein X expression from RASF
cultured with TNF-a. We identified miRNAs that control the expression of MMP-3 and IL-6 from RASF.
Inhibition of these miRNAs may be a novel therapeutic strategy for RA.
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