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Notch2 and LGRS were expressed in 56% and 72% of cases with intrahepatic
cholangiocarcinoma, respectively. In vivo and in vitro studies suggested that Notch2 is involved in
the differentiation of intrahepatic cholangiocarcinoma cells into more mature cholangiocyte-like
cells, resulting in reduced aggressiveness, while LGR5 may be involved in the stemness of
intrahepatic cholangiocarcinoma cells, and increase their aggressiveness. In addition, Wnt signaling

is also involved in the acquisition of EMT and stemness and was suggested to play an important role
in the induction and maintenance of cancer-initiating cells. Furthermore, p-FAK was expressed in 60
% of intrahepatic cholangiocarcinoma cases, and the survival of patients with positive p-FAK
expression was significantly worse than that of patients with negative p-FAK expression. It was also
found that p-FAK may be involved in the CAF activation.
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