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Liver cancer drug resistance through Nrf2 dependence in tumor microenvironment
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Acquisition of drug resistance in cancer is an important issue in drug
therapy for hepatocellular carcinoma, for which novel immunotherapy are rapidly progressing in
recent years. In this study, we focused on the mechanism of malignancy acquisition in the tumor
microenvironment, including hepatocellular carcinoma cells and cancer-associated fibroblasts (CAFs).

We succeeded in creating sorafenib/lenvatinib-resistant liver cancer cells respectively, and found
that the interaction between cancer cells and CAFs plays an important role through Nuclear Factor
(erythroid-derived 2)-Like 2 (Nrf2) in the acquisition of drug resistance.
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Viability: Cell Counting Kit-8

Proliferation colony forming assay.

Migration/invasion rates: transwell/scratch assay

Stemness EPCAM, CD44, Nanog : RT-PCR

ABC ABCC1, ABCG2, ABCB2, ABCA6  RT-PCR

Nrf2 : Western blot

Nrf2

Nrf2 pathway Si-RNA

Nrf2 1

) CAF Nrf2 pathway
(Huh7 PLC) 24hr Cancer condition medium Cancer-CM
1x 104 LX2 CAF

CAF CAF
CAF markers (o SMA, FAP): RT-PCR
Nrf2 : Western blot IL-11, IL-6, CXCL14

®) CAF
(Huh7 PLC) CAF 1x 105

Cell viability Cell Counting Kit-8

Migration ability Transwell and scratch assay
Proliferation colony forming assay.

EMT (E-cadherin, N-cadherin) : Western blot, RT-PCR
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