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Role of heme oxygenase 1 in cholangiocarcinoma cells and influence on the
sensitivity to chemotherapeutic agents

Veerapol Kukongviriyapan Benjaporn Buranrat™ Aeumduan Prawan Banchob Sripa’

Department of Pharmacology” and Department of Pathology’, Faculty of Medicine,
Liver Fluke and Cholangiocarcinoma Research Center, Khon Kaen University

Cholangiocarcinoma is a cancer of the bile duct which has very poor prognosis
and cancer is not response to cwrrent anticancer drugs. To enhance response to
anticancer drugs by inhibiting proteective mechanism of cancer cells is a strategy to
overcome drug resistance in chemotherapy. Heme oxygenase- 1 (HO-1) is the
enzyme responsible for degradation of heme and confer cytoprotection against
oxidative injury. HO-1 may play role in cancer cells resistance to anticancer drugs.
Tissue samples from cholangiocarcinoma (CCA) patients and non tumor patients of
Srinagarind Hospital were used for analysis of HO-1 activity and gene expression. It
was found that tumor tissues showed lower enzymatic activity and gene expression
than normal liver tissues. CCA cell and liver cell lines showed a varied intensity of
HO-1 staining in immunocytochemistry. When cultured cells were treated with zinc
protoporphyrin (ZnPP), the HO-1 inhibitor, they were increased in sensitivity to
cytotoxic effect of 5-fluorouracil, particularly CCA cells with high HO-1 staining.
Inhibition of HO-1 may be an important stretegy in enhancing efficacy of cancer

chemotherapy.





