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We previously showed that the small GTPase Arf6 and its downstream effector
AMAP1 constitute the core signaling machinery that drives cancer malignancy and therapeutic
resistance in breast and renal cancers. In this project, we showed that mutations in KRAS/TP53, the
major driver oncogenes of pancreatic cancer, cooperatively cause the overexpression of Arf6 and
AMAP1 proteins and activation of the Arf6-AMAP1 pathway to promote PDAC invasion, metastasis,
fibrosis, and immune evasion. Mechanistically, the Arf6-AMAP1 pathway promoted recycling of the
immune checkpoint molecule PD-L1 to the cell membrane surface. We also found that the epigenetic
factor EZH2 is involved in the regulation of Arfé and PD-L1 expression, and identified candidate
molecules for its regulation. Moreover, we demonstrated that inhibition of the Arf6-AMAP1 pathway in
cancer cells results in therapeutic synergy with an anti-PD-1 antibody, and is hence a novel method
for improving the efficacy of anti-PD-1 therapies.
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