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Abstract
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Project Title:  Alternative splicing isoform of anterior gradient 2 promotes tumorigenesis and
contributes to cholangiocarcinoma progression
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Cholangiocarcinoma (CCA) is a cancer of bile duct, considered to be an incurable and
lethal cancer. High mortality rate of CCA patients is underlined by cancer metastasis, an ability
of the cancer cells that spread to secondary organs. Here, we found that upregulation of AGR2
in metastatic CCA cells coincides with an aberrant splicing of AGR2 mRNA, and that isoforms
of AGR2 RNA, such as AGR2vH are specific to the metastatic cells. We demonstrated that the
AGR2vH isoform enables metastatic-associated phenotypes in CCA cells. Depletion of AGR2vH
by siRNA in metastatic KKU-213L5 cell results in significant reduction of cancer cell migration
and invasion whereas overexpression of AGRvH in non-metastatic KKU-2 1 3 cells promotes
cancer cell migration, invasion, adhesion, and proliferation (Yosudjai J, et al. 2018 in
Biomedicine & Pharmacotherapy). In addition, we aimed to determine the roles of AGR2vH
on UPR pathway activation to support cancer cell survivability and to evade apoptosis. After
experimentally induced ER stress into AGR2vH-overexpressing CCA cell, UPR pathway was
activated and can reduced the number of apoptotic cells, by decreased caspase-3/7 activity and
resulting in higher number of viable cells. These present results support our previous data that
an oncogenic AGR2vH isoform not only promote metastasis-associated phenotypes, but also
helps CCA cells to survive and evade apoptosis for persisting and progression of cancer
(Submitted manuscript to Cell Stress & Chaperone, January 28, 2019). Furthermore, we
summarized the aberrant splicing of genes and the functional contributions of the spliced genes,
in the carcinogenesis, progression and aggressiveness of cholangiocarcinoma, and factors that
influence this aberrant splicing that may be relevant as therapeutic targets or prognosis markers

for cholangiocarcinoma. (Yosudjai J, et al. 2019 in Biomedical Reports)
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