
 539 
 540  

0.00 3.05 6.09 9.14 12.19 15.23 18.28 21.33 24.38 27.42 30.47 33.52 36.56 39.61 42.66 

fold1 0.81 0.60 0.60 0.81 0.85 0.85 0.79 0.79 0.96 0.96 0.94 0.50 0.50 0.50 0.50 
fold2 0.88 0.75 0.63 0.63 0.63 0.63 0.94 0.94 0.94 0.94 0.91 0.91 0.50 0.50 0.50 
fold3 0.73 0.73 0.73 0.73 0.73 0.98 0.83 0.85 0.85 0.83 0.83 0.83 0.50 0.50 0.50 
fold4 0.71 0.71 0.71 0.71 0.71 0.82 0.57 0.68 0.68 0.68 1.00 1.00 0.50 0.50 0.50 
fold5 0.60 0.60 0.60 0.60 0.60 0.60 0.60 0.67 1.00 1.00 1.00 0.93 0.93 0.50 0.50 
                
Average 
AUC 0.75 0.68 0.65 0.70 0.70 0.78 0.75 0.78 0.88 0.88 0.93 0.83 0.59 0.50 0.50 

 541 
Supplementary Figure 1. Determination of δ* with an appropriate average AUC from 5-fold 542 
cross-validation in the BOLD Selector analytical scheme for MSA vs. HC. 543 
 (A) Identity of the candidates from cross-validation in MSA vs. HC_fold_1. (B) Identity of the 544 
candidates from cross-validation in MSA vs. HC_fold_2. (C) Identity of the candidates from cross-545 
validation in MSA vs. HC_fold_3. (D) Identity of the candidates from cross-validation in MSA vs. 546 
HC_fold_4. (E) Identity of the candidates from cross-validation in MSA vs. HC_fold_5. (F) The 547 
highest average AUC value (0.93, with an average sensitivity and average specificity of 0.71 and 548 
0.94, respectively) of MSA vs. HC out of 15 average AUCs was determined as the final !*.  549 
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Supplementary Figure 2. The final delta star determined by BOLD Selector using only 1655 overlapped EV 
proteins between the two independent cohorts showed similar EV protein candidates with feasible AUC in the 5-
fold cross-validation of MSA vs. HC. (A) Identity of the candidates and individual AUC from cross-validation in MSA 
vs. HC_fold_1. (B) Identity of the candidates and individual AUC from cross-validation in MSA vs. HC_fold_2. (C) 
Identity of the candidates and individual AUC from cross-validation in MSA vs. HC_fold_3. (D) Identity of the 
candidates and individual AUC from cross-validation in MSA vs. HC_fold_4. (E) Identity of the candidates and 
individual AUC from cross-validation in MSA vs. HC_fold_5.
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