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abstract

Pancreatic ductal adenocarcinoma (PDAC), which arises from the ductal
epithelium, is one of the most aggressive types of human malignancy.
Although KRAS and TP53 mutations were identified as major drivers of PDAC,
the molecular basis of tumor malignancy via these mutations remains unclear.
Here we show that KRAS and TP53 oncogenes cooperatively activate the Arfé
pathway, leading to the development of malignancy in PDAC. Furthermore, we
demonstrated that Arf6 is involved in the regulation of the secretion process of
exosomes containing CD63, and the mevalonate pathway, which is essential for

Arf6 activation, is also important for exosome secretion in PDAC cells that have




acquired mesenchymal traits. We also found that exosomes secreted by PDAC
cells expressing high levels of Arf6 contain substances for drug resistance. These
findings suggested that Arf6 is the critical factor responsible for drug resistance
during pancreatic tumor progression and promising new biomarker for pancreatic

cancer diagnosis and therapy.
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