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Challenge for elucidation of cross talk between cellular senescence and cell
competition
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Both cellular senescence and cell competition caused by oncogenic stimuli

induce apical elimination or irreversible cell cycle arrest of oncogenic cells, thereby acting as an
important tumor suppression mechanism in the earliest stages of cancer development. In contrast,
senescent cells accumulated during the aging process in vivo secrete many inflammatory proteins.

This phenomenon, termed the senescence-associated secretory phenotype (SASP), contributes to
age-related cancers. Although both cellular senescence and cell competition are induced by oncogenic
stressors, the relationship between them remains unclear. Here we show that one SASP factor
inhibits apical extrusion of mutated cells. In addition, cellular senescence results in survival of
mutated cells, whereas the inhibitor clearly causes the elimination of those cells from mouse
livers. Our data provides the first evidence that cellular senescence inhibits cell

competition-induced elimination of oncogenic cells.
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