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Supplementary Fig. S1. Effect of OXA treatment on NF-B activation in HT29 and 

HTOXAR3 cells. Bar graphs showing levels (mean ± SEM) of phosphorylated p65 (p-

p65 Ser536) phosphorylated IB (p-IB Ser32/36), Survivin, Bcl-2 and Cyclin D1 in 

HT29 and HTOXAR3 cells after 10 or 30 M OXA treatment, respectively, for 0 to 120 

min. Alpha-tubulin was used as endogenous control. Values are the result of at least 

three independent experiments. *p-value < 0.05; **p-value < 0.01; ***p-value < 0.001 

relative to NT (Non-treated cells).  p-value < 0.05, p-value < 0.01 relative to 

corresponding protein expression in HT29 cell line.   



 
Supplementary Fig. S2. Effect of Curcumin treatment on CRC cells proliferation. 

(a) Dose response curves for HT29/HTOXAR3, (b) LoVo/LoVOXAR3 and (c) 

DLD1/DLDOXAR3 after Curcumin treatment at 0-50 M for 24 h (mean ± SEM). 

IC50 values are indicated as mean (95% CI). All results were obtained from at least 3 

independent experiments. 

 
 
 
 
 
 
 
 
 



 
Supplementary Fig. S3. Combination of OXA and Curcumin in LoVO and 

LoVORAR3 cell lines. (a) Bar graphs representing mean ± SEM percentage of cell 

viability after a 24-hour treatment with OXA, Curcumin or their concomitant 

combination at the indicated doses in LoVo  and (b) LoVOXAR3 cells. (c) OXA doses 



(mean ± SEM) corresponding to indicated inhibitory concentrations (IC) in LoVo and 

LoVOXAR3 cells as a single agent or when combined with Curcumin concomitantly 

for 24 h. (d) OXA and Curcumin doses (mean ± SD) corresponding to the indicated 

inhibitory concentrations (IC) when given as single agents or in a 24h-concomitant 

schedule in LoVo (top) and LoVOXAR3 (bottom). CI represents the combination index 

values in each case. (e) Bar graph representing the percentage (mean ± SEM) of 

colonies in LoVo and LoVOXAR3 cells after 24 h of the indicated treatments. *p-value 

< 0.05; **p-value < 0.01; ***p-value < 0.001 relative to NT (Non-treated cells). p-

value < 0.05 relative to OXA individual treatment. p-value < 0.05 as compared to 

LoVo. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 
 

Supplementary Fig. S4. Venn diagram depicting the numbers of genes in the 

intersection between the the following conditions: OC_UP_in_HTOXA (genes with 

increased differential expression between oxaliplating plus curcumin treatment relative 

to untreated in HTOXAR3 compared to HT29), OC_DW_in_HTOXA (genes with 

decreased differential expression between oxaliplating plus curcumin treatment relative 

to untreated in HTOXAR3 compared to HT29), NT_UP_in_HTOXA HTOXA (genes 

upregulated in HTOXAR3 compared to HT29 under untreated basal conditions), and 

NT_DW_in_HTOXA (genes downregulated in HTOXAR3 compared to HT29 under 

untreated basal conditions). 

 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
Supplementary Fig. S5. Functional enrychment analysis. (a) Functional enrichment 

analysis of the 194 gene list up-regulated in HTOXAR3 at basal conditions and 

downregulated after OXA+Curcumin treatment (b). Significant GO molecular function 

terms enriched in the 194 gene list. 



 
 
Supplementary Table S1. List of primers pairs used in RT-qPCR assay.  

 
 
 
 
 
 
 
 

 
 
Supplementary Table S2. Summary of regulated genes among 36,204 genes including 

unique gene symbols and other transcripts differentially expressed with the combined 

cut-off thresholds (|FC|>1.2 and q-value < 0.05) 

 
 



 
 
Supplementary Table S3. Significant Hallmark terms enriched in the 194 genes list 

repressed in resistant under basal conditions and activated by concomitant treatment 

(upper panel) and in the 75 gene list activated under basal conditions and repressed by 

combined treatment (lower panel) obtained by GSEA overlap. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 

Supplementary Table S4. List of 

DNA repair and DNA damage 

response genes that are 

differentially expressed between 

OXA-sensitive and resistant cells 

(|FC|>1.2 and q-value < 0.05). Up-

regulated DNA repair genes and 

down-reregulated DNA response 

genes in HTOXAR3 are highlighted 

in green. 


