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FZER R OBEE (L) : Stress-responsive MAPK pathways are activated by a wide array of
stress stimuli such as DNA-damage, and play pivotal roles in the regulation of cellular
stress responses, ranging from survival to apoptotic cell death. Perturbation of these
critical signaling systems is involved in a variety of life-threatening disorders including
cancer. In this study, we investigated physiological functions of a stress-responsive
MAPKKK, MTK1. We found that, under stress conditions, MTK1 participated in
down-regulation of cyclin expression. Furthermore, we screened for molecules that
interact with MTK1, and identified a protein kinase (termed Mip1) as a novel substrate of
MTK1. In response to stress, Mipl was phosphorylated and activated by MTK1, thereby
inhibiting stress-induced apoptosis. Interestingly, we confirmed that Mipl expression
was aberrantly regulated in human cancer.
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