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Late daignosis is an important problem of cholangiocarcinoma (CCA). Most
of CCA patients were diagnosed when the tumor has been metastasized to other
organs, resulting in an ineffective treatment. Alteration of post-translatonal
modififactions; such as phosphorylation, glycosylation, and etc.; has been pointed out
in many studies to be an important event involving in tumor development and
progression. This study is aimed to investigate the roles of O-GIcNAcyaltion in CCA.
Our result showed that O-GIcNAcyaltion was significantly enhanced in CCA, comparing
with normal bile ducts (P < 0.05), using immunohistochemsitry staining of CCA tissues.
Elevation of O-GIcNAcylation level in CCA was associated with the increase of O-
GIcNAc transferase (OGT) and decrease of O-GIcNAcase (OGA), resulting in the
elevation of O-GIcNAcylated proteins (OGP). High level of O-GIcNAcyaltion in CCA
tissues was associated with poor cinical outcomes of the patients. The functional
analysis revealed that O-GIcNAcyaltion was involved in migration and invasion of CCA
cell lines (KKU-M129 and KKU-M213). Suppression of O-GIcNAcylation using siOGT
signififcantly decrease the migration and invasion of CCA cell lines (P < 0.05), while the
abilities of cells to migrate and invade were signififcantly enhanced by siOGA treatment.
However, neither siOGT nor siOGA treatment affected the prolferation and apoptotic
resistance of KKU-M139 and KKU-M213 CCA cell lines. These results emphasized the
important role of O-GIcNAcyaltion in metastasis of CCA.

In conclusion, our study has demonstrated the evelation O-GIcNAcylation in
CCA and it plays an important role in metastasis of CCA. However, the mechanism by
which O-GIcNAcylation control metastasis of CCA is still unclear. The further studies,
how O-GIcNAcylation regulate the metastasis of CCA, is needed for the more
understanding on CCA bilogy. The knowledge obatined from the studies may facilitate

the improvement of CCA diagnosis and treatment in near future.
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