©
2016 2018

The development of novel treatment for hepato-biliary-pancreatic cancer with
target of cancer stroma
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The prognosis of biliary tract cancer is unfavorable due to its
chemoresistance. Hypoxia triggers epithelial-to-mesenchymal transition, which is related to drug
resistance. In this study, we focused on the functional roles of procollagen-lysine, 2-oxoglutarate
5-dioxygenase 2 (PLOD2), a hypoxia-induced gene, and assessed the clinical significance of PLOD2.
The expression of PLOD2 was induced by hypoxia in vitro and was upregulated in GEM-resistant cell
lines, which had low expression of epithelial markers and high expression of mesenchymal markers.
Downregulation of PLOD2 by siRNA resulted in improved chemoresistance, recovery of E-cadherin, and
reduction of N-cadherin. In the resected samples, PLOD2 expression was significantly correlated with

lymph _node metastasis and stage. Recurrence-free survival and overall survival rates were
significantly lower in patients with high expression of PLOD2. PLOD2 expression was an independent
prognostic factor for overall survival.
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