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WFZERC R OMEEE (330) : Cellular senescence, an irreversible form of cell cycle arrest,
is known to be acting as an important safeguard against neoplasia. However, it remains
largely unclear how irreversibility of cell cycle arrest is established in cellular
senescence. Here, we discovered that continuous production of reactive oxygen species
(ROS) is essential for irreversibility of cellular senescence and that several genes are
involved in this mechanism. Furthermore, we identified a series of proteins controlled
by a proteasomal—dependent protein degradation pathway activated by ROS. These results

unveil a novel pathway regulating the irreversibility of cellular senescence.
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