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Figure S1. Schematics of DEHP exposure and establishment of stable drug resistant clones. (A) MDA-MB-231 cells were exposed 
to 100 nM DEHP for as long as 3 months. After exposure, DEHP was removed, and the cells were challenged with Dox (10 nM 
concentration for 72 hours). Dox-resistant colonies were selected, amplified, and maintained in culture medium for further investi-
gations (referred to as clones # 1, 2, 3, and 4). (B) MDA-MB-231 cells were exposed to Dox (10 nM for 72 hours), cultured for 10 
days to form colonies. Further, Dox resistant colonies were selected and maintained as DoxR cells. 



 
Figure S2. Representative and quantitative results of ABC transporters expression by immunofluorescence (IF). (A) and (B) In-
creased expression of MRP1/ABCC1 and MDR1/ABCB1 was observed in long term DEHP exposed clone, Green fluorescence - 
FITC conjugated antibody; blue fluorescence - DAPI (nuclear staining) as observed using an Olympus FV1000 confocal laser scan-
ning microscope. (C) Quantitative analysis of fluorescence intensity. **p <0.001, * p <0.05. 



 
Figure S3. Quantitative analysis of cell viability by MTT assay. Control, Dox-resistant and DEHP-exposed MDA-MB-231 clones 
(# 1 & #2) show induced cell viability against Dox (1 μM), topotecan (1 μM), and irinotecan (1 μM) for 24 hours compared to 
parental MDA-MB-231 cells; 2-hour tariquidar (P-gp inhibitor) pretreatment enhanced the drug cytotoxicity of (A) Dox, (B) topo-
tecan, and c. irinotecan reversing the acquired drug resistance in long-term DEHP-exposed clones and parental MDA-MB-231 cells. 



 

Figure S4. KEGG analysis of NGS data. (A). Significantly enriched KEGG pathways shown in a scatterplot. The scatterplot 
represents the top 20 significantly enriched pathways. The X-axis represents the detected pathways, and the Y-axis represents 
the rich factor. The size represents the number of different genes, and the color represents q values. (B) Differentially ex-
pressed genes in PI3K/Akt signaling by KEGG pathway analysis. Overall, the PI3K/Akt pathway was upregulated,  red 
highlight shows specific gene upregulation in the pathway. 


