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Abstract

Cholangiocarcinoma (CCA) is devastating cancers and is increasing both worldwide incidence
and mortality rate. A mutation landscape of CCA had been demonstrated that beside the major cancer
genes including TP53, KRAS and SMAD4, there is a novel mutated gene, RNF43, which was showed poor
prognosis in patient bearing RNF43 mutation. Currently, single nucleotide polymorphism (SNP) consider
as factor to play a more modest role in disease susceptibility including cancer. In present study, we
determined genetic variation in RNF43 of 51 CCA patients (102 alleles) by PCR based - Capillary Sanger
sequencing for all their coding sequence (10 exon). High frequency of RNF43 polymorphism were found
on exon 2 (Rs3744093 C>T; 32/51), exon 3 (Rs2257205 A>G; 37/51), and exon 6 (Rs2285990 A>G;
5/51) respectively. One more position is novel SNPs that may be population specific (on exon9; ¢.2138,
pE713G). We also investigated the association between each RNF43 polymorphisms with overall survival
and clinocopathological features. Kplan-Meier curve demonstrated that overall survival trend to worst in
patients with homozygous type of RNF43 polymorphisms (Rs3744093 or Rs2257205) comparing with
those of patients with heterozygous type or normal of each RNF43 polymorphisms respectively. This
study provides insight into the RNF43 polymorphisms in CCA especially Rs3744093 and Rs2257205 may
have influence on susceptibility or severity of the disease. However, the functions of these polymorphisms

need to be elucidated.





