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MECHANISM OF RING FINGER PROTEIN 43 (RNF43) IN

CHOLANGIOCARCINOMA

Aberrant activation of the Wnt/B-catenin signaling pathway is a step in the
progression of various cancer. Earlier studies have reported cholangiocarcinoma
(CCA) 1s a Wnt high tumor, and various genes involved in the progression of this cancer
are upregulated. RING finger protein 43 (RNF43) is a ubiquitin E3 ligase which
negatively regulates Wnt/ f-catenin signaling. Interestingly, an inactivating mutation
of RNF43 was found 1in a majority of CCA patients and low expression of RNF43 was
closely related to a lower CCA patient survival rate. In this study, we studied the
- inhibition effect by which RNF43 overexpression suppresses Wnt/pB-catenin signaling
pathway. Human CCA cell line KKU-213B was used as a model and RNF43
transfection was carried out with the pCM6-RNF43 expression vector using
Lipofectamine 3000. Phenotypic alterations. such as cell proliferation. cell migration
and the sensitivity of the chemotherapeutic drugs responses, were examined following
RNF43 overexpression. Additionally, quantitative PCR was used to determine Wnt/p-
catenin target genes changes. Here, we observed that B-catenin was accumulated in the
cytoplasmic fraction after RNF43 overexpression, indicating successful Wnt/p-catenin
inhibition. Cell viability was significantly diminished after 48 and 72 h of proliferation.
Cell migration as determined by wound healing and transwell cell migration assay was

also obviously decreased. Additionally, 5-Fluorouracil (5-FU) chemotherapeutic drug
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response was increased following RNF43. overexpression. Downregulation of
numerous Wnt/B-catenin target genes, including AXIN2, BIRCS5, CCNDI, MMP?7, and
ABCBI upon RNF'43 overexpression was further support for RNF43 inhibition of this
pathway. Our findings provide evidence for the important role of RNF43 in

suppressing tumor progression via Wnt/B-catenin signaling pathway cascade.
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