[bookmark: _GoBack]Supplementary File 2. Clustering analysis to determine the effect of missing values. 
A. Cluster analysis of plasma-derived EVs, and B. SF-derived EVs, C. Density plot of plasma-derived EVs showing that when all the rows with missing values were removed the overall distribution shifted higher, D, Density plot of SF-derived EVs; the maximum number of proteins consistently identified in the samples was 50 and that was still in only 26 of the samples. Many proteins were identified in <10 of the samples, which may be indictive of the SF being lower quality SF samples might be generally variable. 

A. Cluster plot for plasma-derived EVs
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B. Cluster plot for SF-derived EVs
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C. Plasma EV protein identification overlap plot. The plot shows the number of proteins identified across the samples. Most proteins were consistently identified across all 26 of the plasma samples. 
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D. Synovial fluid EV protein identification overlap plot. The plot shows the number of proteins identified across the samples. For example, 52 proteins were identified in 26 samples. 30 proteins were identified in only 3 samples. Of the 52 synovial fluid samples no proteins were consistently identified across all samples. This is in contrast to the plasma EV samples which were much most consistent. 
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