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Pancreatic ducial adenocarcinoma (PDAC), caused by K-Ras with an activating mutation is an
aggressive malignancy due to its early invaéion -and metastasis. Ral GIPases are activated
downstream of Ras and play a crucial role in development and progression of PDAC. However, the
underlying mechanisms responsible for this remain unclear. Here, we show that the tramscription
and secretion of TGF-B1 is increased in RalGAP S-deficient PDAC cells, in which Ral GTPases are
highly activated due to a deficiercy of the activity of RalGAP. RalGAPS deficiency-enhanced
migration and invasion in vitro and metastasis in vivo were siemificantly suppressed to levels
similar to controls by blocking TGF-81 signaling Activity of JNK (JNK phosphorylationt that
blocks TGE-81 production, was decreased by RalGAPB deficiency. Thus, Ral may contribute fo
invasion and metastasis of PDAC through elevating TGF-B1 signaling mediated at least in part by
decreasing JNK phosphorylation.
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