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Abstract

Ring finger protein 43 (RNF43) is an E3 ubiquitin-protein ligase that negatively regulates Wnt
signaling pathway by selectively ubiquitinating frizzled receptors at the plasma membrane and promotes
its endocytosis and lysosome degradation. RNF43 is proposed as a tumor suppressor gene and is
frequently mutated in several types of malignancy including cholangiocarcinoma (CCA). It has also been
demonstrated that RNF43 mutation is associated with absent in protein expression of RNF43 in CCA. In
addition, CCA patients with low or absent in protein expression of RNF43 had bad prognosis. In this
study, we determined messenger RNA expression RNF43 in CCA tissues and investigated the correlation
between RNF43 expression and RNF43 genetic status, clinicopathological features and prognosis of CCA
patients. RNF43 reduced expression in messenger RNA in CCA tissues. The low messenger RNA
expression of RNF43 was significantly correlated with RNF43 polymorphism, rs2257205, confirming that
genetic alteration of RNF43 in CCA are inactivating. Overall survival was worst in patients with down-
regulation of RNF43 expression. However, there was no statistically significant association between
RNF43 messenger RNA with any clinicopathological features. Further, the functional analysis revealed
that overexpression of RNF43 significantly decreased cell proliferation in CCA cell lines, which were
dependent in part on the inactivation of Wnt signaling pathway via reducing frizzled receptors and
activating B-catenin phosphorylation to suppress Cyclin D1 expression. These results suggest that RNF43
is involved in development and progression of CCA and the identification of genetic alteration status of

RNF43 may provide specific therapeutic strategies for CCA patient treatment.





