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Material included: 

Supplemental Fig. S1. Uptake of EVs by recipient cells. 

Supplemental Fig. S2. Comparison of the proteomic profile between SCC-9 and LN1 

cells and EVs. 

Supplemental Fig. S3. Evaluation of the normality assumption in transcript levels from 

hub proteins using TCGA database for OSCC. 

Supplemental Fig. S4. Characterization of prognostic markers in multiple tumor types. 

  



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Supplemental Fig. S1. Uptake of EVs by recipient cells. The number of recipient cells with 
internalized SCC-9 and LN1-derived EVs is shown in (A) and (B), respectively. Three replicates 
were performed for every condition. Data are represented as mean ± SD. 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
Supplemental Fig. S2. Comparison of the proteomic profile between SCC-9 and LN1 cells and 
EVs. The overlap between proteins identified for EVs and cells from primary tumor and lymph node 
metastasis cells is shown in the Venn diagram (A). The GO biological processes enriched for cells 
and EVs are represented in (B) (P-value≤0.05) and the percentages indicate the number of proteins 
in the dataset involved in a given biological process.  



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
Supplemental Fig. S3. Evaluation of the normality assumption in transcript levels from hub 
proteins using TCGA database for OSCC. Gene expression for each clinical group was used to 
evaluate normality (Shapiro-Wilk test) and guide further statistical decisions to investigate the 
association between ‘hub proteins’ and prognostic features in OSCC. The number of samples (left 
panel, donut plot) and gene expression distribution per group (right panel, histogram) are presented 
for the transcripts significantly associated with clinical features ALDH7A1 (A and B), CAD (C), 
CANT1 (D) and SARS (E, F and G) (See Figure 5). P-values for Shapiro-Wilk test for each group are 
presented in the histograms (P-value≤0.05: not normally distributed; P-value>0.05: normally 
distributed). G1: grade 1, G2: grade 2, G3: grade 3; N0: patient negative for lymph node metastasis 
considering pathological staging; N+: patient positive for lymph node metastasis considering 
pathological staging. *For histologic grade and CAD, only G1 and G2 gene expression values were 
considered in statistical analysis.  

 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 
 
Supplemental Fig. S4. Characterization of prognostic markers in multiple tumor types. Using 
TCGA data, transcripts from ‘hub proteins’ identified in the multi-omics integrative analysis were 
associated with tumor site and survival in multiple cancers. The normality test (Shapiro-Wilk) 
considering gene expression of primary tumor and metastasis for GOT1 in THCA is presented in (A) 
(left panel: number of samples; right panel: gene expression distribution and P-values for Shapiro-
Wilk test per group); GOT1 transcript levels were down-regulated in metastasis when compared to 
primary tumor tissues (P-value≤0.05) and could discriminate patients according to tumor location in 
THCA (ROC curve; AUC=73.8%) (B). Low levels of three transcripts were also associated with poor 
overall survival using primary tumor information from renal and cervical tumors (C) (P-value≤0.05; 
Human Protein Atlas platform). THCA: thyroid cancer. 


