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EMT-MET plasticity

Elucidation of molecular mechanism for pancreato-biliary cancer progression
through EMT plasticity

Takano, Shigetsugu
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Epithelial-mesenchymal transition (EMT) is believed to be important for

primary tumor progression and dissemination, whereas mesenchymal-epithelial transition (MET) appears
crucial for metastatic colonization. We described novel roles for two Prrx1 isoforms in the
metastatic cascade using in vitro and in vivo models of PDAC. Prrxlb promotes invasion and EMT,
whereas Prrxla stimulates metastatic outgrowth in the liver and MET. We further demonstrate that the
switch from Prrxlb to Prrxla governs EMT plasticity both in mouse models of PDAC as well as in
human PDAC. Lastly, we identify hepatocyte growth factor (HGF) as a novel transcriptional target of
Prrxlb. Targeted therapy of HGF in combination with gemcitabine in a preclinical model of PDAC
eliminates metastatic disease. We provide new insights into the isoform-specific roles of Prrxla and
Prrx1b in primary PDAC formation, dissemination and metastatic colonization, allowing for novel
therapeutic strategies targeting EMT plasticity.
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