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Ensembl ID log2 Fold Change adjusted p-value Gene Symbol Gene Name Gene ID 
ENSG00000283880 3,73 1,6E-04 MIR7704 microRNA 7704 102465802 
ENSG00000275110 3,33 1,3E-02 NA NA NA 
ENSG00000277437 2,99 1,1E-02 NA NA NA 
ENSG00000264063 2,99 1,1E-02 NA NA NA 
ENSG00000263963 2,33 2,4E-02 NA NA NA 
ENSG00000283813 2,27 2,7E-02 MIR4485 microRNA 4485 100616263 
ENSG00000284154 2,04 3,9E-02 MIR3605 microRNA 3605 100500853 
ENSG00000284419 1,95 1,0E-02 MIR663A microRNA 663a 724033 
ENSG00000266038 1,93 4,9E-02 MIR4659A microRNA 4659a 100616348 
ENSG00000283386 1,93 4,9E-02 MIR4659B microRNA 4659b 100616372 
ENSG00000278791 1,87 2,5E-02 NA NA NA 
ENSG00000263675 1,84 2,7E-02 MIR5581 microRNA 5581 100847010 
ENSG00000284586 1,78 4,7E-02 MIR92B microRNA 92b 693235 
ENSG00000272036 1,72 1,1E-02 MIR139 microRNA 139 406931 
ENSG00000207935 1,63 2,2E-02 MIR204 microRNA 204 406987 
ENSG00000221540 1,56 2,2E-02 MIR1180 microRNA 1180 100302256 
ENSG00000274060 1,48 4,6E-02 MIR6724-2 microRNA 6724-2 103504727 
ENSG00000277379 1,48 4,6E-02 MIR6724-3 microRNA 6724-3 103504739 
ENSG00000275692 1,48 4,6E-02 MIR6724-4 microRNA 6724-4 103504733 
ENSG00000275950 1,48 4,6E-02 MIR6724-1 microRNA 6724-1 102465433 
ENSG00000264607 1,37 4,9E-02 MIR3173 microRNA 3173 100422981 
ENSG00000207611 1,27 4,9E-02 MIR149 microRNA 149 406941 
ENSG00000207571 1,25 9,6E-03 MIR615 microRNA 615 693200 
ENSG00000283867 0,97 2,4E-02 MIR1307 microRNA 1307 100302174 
ENSG00000207639 -1,16 4,6E-02 MIR193B microRNA 193b 574455 
ENSG00000239057 -1,18 4,6E-02 MIR500B microRNA 500b 100422911 
ENSG00000207868 -1,32 1,3E-02 MIR514A1 microRNA 514a-1 574516 
ENSG00000207866 -1,33 1,3E-02 MIR514A2 microRNA 514a-2 574517 
ENSG00000207867 -1,33 1,3E-02 MIR514A3 microRNA 514a-3 574518 

 

Table S1. List of 29 miRNAs differentially expressed in cells treated with CSCs-derived EVs 
compared to untreated cells, according to selection threshold (log2 fold change ≥ 1 and 
adjusted p-value by Benjamini-Hochberg correction ≤ 0.05). miRNAs also found in EVs alone 
(from SW620-DM cells) are highlighted in grey. 

 



 

 



 

 



 

Figure S1. Characterization of cell lines according to culture conditions. Two CRC cell lines 
(SW480 and SW620) were grown in normal (NM) or defined (DM) medium to enrich in 
differentiated cells or CSCs, respectively. Cell lines were compared to each other according to 
culture conditions regarding the expression of stemness markers (A-C), proliferation rate (D), 
self-renewal capacity (E), cell cycle distribution (F) and response to chemotherapy (G). The EM 
signatures of both cell types were measured at UHF and the cell proportions in 100 MHz 
increments are shown (I). All results are represented as mean ± SEM except EM signatures 
represented as mean ± SD, NS p-value indicates lack of statistical significance, * p-value < 0.05, 
** p-value < 0.01, *** p-value < 0.001 using one-way ANOVA test. 
 



 

Figure S2. Effects of EVs derived from SW620-CSCs or differentiated cells on the SW480 
cell line. SW480-NM cells were treated once for 24 h (purple and light blue conditions) or 
twice for 72h (pink and green conditions) with EVs derived from the SW620 cell line (NM or 
DM cultured cells). Stemness-related genes were analyzed according to treatment conditions 
(blue dotted line corresponding to untreated cells) (A). The EM signatures of cells treated with 
EVs derived from differentiated cells (B) or CSCs (C) were measured at UHF and the cell 
proportions in 100 MHz increments are shown. All results are represented as mean ± SEM 
except EM signatures represented as mean ± SD, NS p-value indicates lack of statistical 
significance, * p-value < 0.05, ** p-value < 0.01, *** p-value < 0.001 using one-way ANOVA test.  
 



 

Figure S3. Characterization of patient-derived primary cells according to culture conditions. 
Two CRC patient-derived primary cultures (CPP14 and CPP6) were grown in normal (NM) or 
defined (DM) medium to enrich in differentiated cells or CSCs, respectively. Expression of 
stemness related genes was analyzed to compare both cell types (A). The EM signatures were 
measured at UHF according to culture conditions and the cell proportions in 100 MHz 
increments are shown (B). All results are represented as mean ± SEM except EM signatures 
represented as mean ± SD, NS p-value indicates a lack of statistical significance, * p-value < 
0.05, ** p-value < 0.01, *** p-value < 0.001 using one-way ANOVA test.  
 



 

Figure S4. Effects of EVs derived from CPP6-CSCs or differentiated cells on the EM 
signatures of primary cells. CPP14-NM cells were treated twice for 72h with EVs derived from 
CPP6 primary cells, NM (A) or DM (B) cultured cells. CPP6-NM cells were treated twice for 
72h with EVs derived from CPP6-DM cells (C). The EM signatures were measured at UHF and 
the cell proportions in 100 MHz increments are shown. All results are represented as mean ± 
SEM except EM signatures represented as mean ± SD, NS p-value indicates a lack of statistical 
significance, * p-value < 0.05, ** p-value < 0.01, *** p-value < 0.001 using one-way ANOVA test.  
 



 

Figure S5. In silico prediction of the biological effect of SW80 cells treatment with CSCs-
derived EVs  
 



 

Figure S6. Functional Enrichment Analysis of genes commonly targeted by miRNAs 
detected in CSCs-derived EVs or deregulated in treated SW480 cells  

 


