Supplementary methods
MicroRNAs expression by real time qPCR. 
cDNA was diluted one hundred times and mixed with the ExiLENT SYBR® Green master mix (Exiqon) and distributed into 384-well Exiqon Human miRNome panel I (Version 4) plates using a TECAN Freedom EVO® 150 robot. The design of the panels allowed the analysis of the expression of 372 miRNAs. UniSp6 RNA was spiked-in during reverse transcription as positive control. qPCR reactions were performed using the following conditions: 95°C for 10 minutes, 45 amplification cycles at 95°C, 10s, 60°C, 1 min, ramp-rate 1.6°C/s on a LightCycler480 V2 instrument (Roche Diagnostics, Meylan, France). Eighteen plates with less than 200 microRNAs with a Cq-value lower than 37 cycles were repeated. MiR data was analyzed using the GenEx software (version 6, Exiqon) following the data analysis guidelines. Briefly, data from each sample were combined and inter-plate calibration and quality control was performed. All miRNAs with Cq-values of more than 37 cycles or with less than 60% valid data were removed from the analysis. The Cq-values of all remaining miRs after the first steps of the process were normalized using the global mean expression of all miRs with a Cq-value less than 34 as validated previously [1]. Following normalization, the relative miR expression level was calculated using the 2-∆∆Ct method [2]. DIANA-mirpath (http://diana.imis.athena-innovation.gr/DianaTools/index.php?r=mirpath) was used for the pathway analysis of the differentially expressed miRs [3].


Figure S1: Principal component analysis of microRNAs expression and hierarchical clustering analysis in the exploratory cohort (A, C) and in the replication cohort (B, D). Each scatter-spot or each bar represents the average of normalized miRNA expression levels from CD4+ T lymphocytes of patients (blue) or controls (red) and CD14+ monocytes of patients (green) or controls (black).
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Figure S2:  Pathways analysis of significant differentially expressed miRs in monocytes (A) and CD4+ T lymphocytes (B). An enrichment in fatty acid biosynthesis and metabolim and in ECM-receptor interactions were observed in both monocytes and T lymphocytes suggesting an involvment in the pathophysiology of the disease.
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Figure S3: Flow chart for the selection of published study for the comparison analysis. Sixteen studies were retained and compared to the results of the presented study.
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[bookmark: _GoBack] figure S4: Cluster analysis of differentially expressed miRs in published studies from literature [4–19]. Red colour represents miRs with lower expression levels in patients and blue colour represents overexpression of selected miRs in patients.  MiRs differentially expressed in the same direction across studies are in bold. SFMC : synovial fluid mononuclear cell, PBMC: peripheral blood mononuclear cell.
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