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Tumor growth regulation by switching JNK-dependent Hippo signaling regulation
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JNK signaling has long been recognized as a dual-functional oncogenic signaling
that exerts both anti- and pro-tumor activities. However, the mechanisms by which JNK signaling switches
its oncogenic roles in different cellular contexts are poorly understood. In this study, we found that
JNK signaling also suppressed cell proliferation of these oncogenic clone. Mechanistically, JNK signaling
inhibited the transcriptional coactivator Yorkie(Yki) through Warts(Wts) activation, thereby suppressed
tumor growth. Interestingly, in cells with elevated Ras activities, JNK signaling induced F-actin
accumulation through Ajuba protein by cooperation of Ras signaling. Changing F-actin dynamics leads to
activate Yki through Wts inactivation, thereby induced tumor overgrowth. Our findings reveal that JNK
signaling controls tumor progression by switching the Hippo pathway activity.
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