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    Abstract



Background Inflammaroty cells and cytokines have crucial roles in pathogenesis of RA.[1] Although abatacept has same efficacy as cytokine inhibitors, its way of efficacy is different and unique because it is not thought to be direct to cytokines.[2,3] It is important to elucidate the effects of abatacept to inflammaroty cells and cytokines.





Objectives To examine the effect of abatacept by the associations of activated subsets of peripheral blood mononuclear cells (PBMCs), cytokines and clinical and structural data in RA patients in clinical prospective cohort.





Methods Fifty-one biologics-naïve RA patients were prospectively evaluated. Multiple subsets of PBMCs with their activation markers and 9 serum cytokines including interleukin (IL)-6 and tumor necrosis factor (TNF) α were sequentially measured by flowcytometry and high sensitivity electrochemiluminescense assay. Relationships between activated subsets of PBMCs, serum cytokines, the disease activity and radiographic progression were evaluated.





Results Mean disease activity score (DAS) 28-ESR decreased from 5.33 at baseline to 3.43 at week 24. The numbers of HLA-DR+CD4, OX40+CD4, HLA-DR+Th1, HLA-DR+Th2, HLA-DR+Th17, regulatory T cells (Treg) and HLA-DR+Treg significantly decreased at week 24. The ratio of CD69 expression on monocytes also decreased. Changes of HLA-DR expression on Th1, Treg, CD14+CD16+ monocytes and CD86 expression on memory B cells were statistically correlated with those of disease activity (ρ =0.29, p=0.048, ρ =0.35, p=0.016, ρ =0.35, p=0.016 and ρ =0.30, p=0.041, respectively). Change of CD86 expression on memory B cells was correlated with those of CRP, ESR, MMP-3, RF and change of the number of CD86+ B cells was correlated with that of serum IL-6 level (ρ =0.31, p=0.037). Also at the baseline, the expression correlated with serum IL-6 (ρ =0.39, p=0.007). IL-6 levels significantly decreased in patients with EULAR good response (p=0.016). Radiographic progression at week 24 significantly correlated with the baseline serum IL-6 (ρ =0.30, p=0.038) and changes of HLA-DR expression on CD14+CD16+ monocytes and CD161 expression on CD56brightCD16- NK cells (ρ =0.29, p=0.057 and ρ = -0.38, p=0.012).
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Conclusions The chronological analysis of peripheral blood in RA patients suggests abatacept inhibits activation of not only CD4+ T cells including Treg but also CD86+ memory B cells and CD14+CD16+ monocytes. In addition, CD56brightCD16- NK cells and serum IL-6 were associated with radiographic progression.
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