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Intrahepatic cholangiocarcinoma (ICC) is a usually fatal malignant originating from
bile ducts epithelium. The highest incidence has been reported in’ Northeast Thailand which
associated with liver fluke infection. p53 is known as the most common mutated tumor
suppressor gene in various human cancers including cholangiocarcinoma (CCA). To date,
p63 and p73 are included in p53 family as they share similar structure and functions. All p53
gene members can express several isoforms due to alternative promoter and mRNA splicing.
Lack of transactivation domain at amino terminal end creates AN isoforms which can exert as
anti-apoptotic on the full length (TA) p53 activity. However, the role of these isoforms is not
well elucidated in ICC. This study was aimed to investigate the expression profile of all three
p53 members; p53, p63 and p73 isoforms at mRNA and protein level in four CCA cell lines
and 48 ICC patients. All isoforms were determined at transcriptional level using real time
RT-PCR whereas mutant of pS3, ANp63, ANp73 were detected usihé immunohistochemistry
(IHC) technique. Among four CCA cell lines, over expression of AN (A133p53) and TA
isoforms of p53 and p73 except p63 show positive trend of increase in moderate (KKU 156
KKU 055)and poor differentiated cell type (KKU 100) compared to well differentiated one
(OCA 17). The correlation of all isoforms was evaluated with some clinical data. At
mRNA level, not only A133p53 but also A N/TA p53 réVeals significant association with
poor prognosis using Kaplan Meier test; p < 0.001. In addition , the finding of the TAp73
over expression with poor survival time (Kaplan Meier test; p = 0.003) suggests an auto
regulation and crosstalk among p53 gene family. In conclusion, our data is firstly described
the status of p53 family members at both transcription and protein level in the same set of
CCA samples. Transcript ratio of A133p53/TAp53, ANp73/TAp73 as well as protein co-
expression might be uéed as potential marker to predict prognosis of intra-hepatic
cholangiocarcinoma. Expression data at protein level in CCA patients will be further

investigate in further study.





