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ABSTRACT

Cholangiocarcinoma (CCA), a malignant tumor derived from the bile duct epithelium, is

a hepatobiliary malignancy relatively uncommon in temperate countries. In tropical countries however,

especially in some areas of South-east Asia such as Thailand, the disease is endemic. Cholangiocarcinoma

has become a serious threat to public health due to increasing worldwide incidence- and mortality rates

associated with lack of early detection and limited therapeutic options. At diagnosis, most patients are

presented with an already advanced disease, possibly with undetected metastasis. Cholangiocarcinoma has

been closely associated with tumor necrosis factor alpha (TNF-alpha), a cytokine that can trigger apoptosis

through the activation of caspases and tumor promoter roles in many cancer types. TNF-alpha functions by

binding to its receptors TNFRI and TNFRII. Apoptosis is believed to be one of the main cellular

mechanisms to kill cancer cells, and defects in the apoptosis mechanism could lead to tumor formation.



However, actions of TNF-alpha on sensitivity/resistance to apoptosis are still little known in
cholangiocarcinoma.  Investigation of the sensitivity/resistance effect of TNF-alpha to apoptosis was
addressed in this research. In this study, cholangiocarcinoma cell lines KKU-100 and KKU-213, were
administrated with a high dose of TNF-alpha (160 ng/ml) and subjected to prolonged incubation (24 h). The
cytotoxicity was determined by MTT assay. Neither KKU-100 nor KKU-213 showed any signs of
cytotoxicity by TNF-alpha, even though the presence of both TNF-alpha receptors was confirmed by RT-
PCR in both cell lines Apoptosis properties were determined by DAPI staining, and results revealed that no
apoptosis characteristic was expressed on either CCA cell lines. These results indicate that KKU-100 and
KKU-213 are resistant to apoptosis in TNF-alpha condition. The mechanism of protection from apoptosis of

cholangiocarcinoma should be further elucidated.
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