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Analysis of the mechanism by which tumor suppressor regulate the circadian rhythm
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Accumulating epidemiological evidence suggests that cancer and the circadian
clock have close interplay, although direct molecular evidence in mammalian systems remains scarce. The
circadian clock is the daily oscillation of biological processes and believed to have close interplay
with many fundamental cellular pathways including metabolism. Previous studies have shown that mice
lacking Period 2 (Per2), a critical component of circadian clock, was cancer prone, suggestin% that clock
genes could be involved in tumor suppression and hence, PER2 and other tumor suppressors may function in
an integrated network. We screened several tumor suppressors for their possible clock functions and
identified two major tumor suppressors, p53 and PML. We also found that p53 and PML exert their clock
functions by regulating Per2. Here, we expand our finding to other tumor suppressor and try to understand
the direct connection between tumor suppressors and the circadian rhythm.
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