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Basic research for searching of new therapeutic targets of rheumatoid arthritis
through investigation of novel action of CTLA-4-Ig
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Peripheral blood (PB) CD14+ monocytes from ACPA-positive RA patients were M1

phenotype-dominant and osteoclastic differentiation was also facilitated. CTLA-4-1g inhibited the
process and the related gene expression patterns were observed. Activation of osteoclastic
differentiation in collagen-induced arthritis was significantly inhibited by chemical inhibitor of
CaMK4, and these processes were also found in PB CD14+ monocytes from RA patients. These data
indicate the existence of cross-talk among CTLA-4-1g, CaMK4 and ACPA. In human sera study, we have
focused on the ACPA titer change in abatacept-treated RA patients and found that early reduction
ACPA titer reflects the efficacy at 12 months. The changes of serum biomarkers are different among
RA patients treated by abatacept, TNF inhibitor and IL-6 inhibitor, thus, we have been investigating
the next-stage therapeutic targets through search of integrated analysis including
CTLA-4-1g-specific pathways.
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