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Development of a therapeutic foundation for c-Myc overexpressed cancer by
depletion of Y-family DNA polymerase

KURASHIMA, Kiminori
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Oncogene-induced replication stress is a major source of DNA damage and
genomic instability during tumor development. Thus, understanding of cellular replication stress
response mechanisms provides potential therapeutic targets for cancer treatment.

This time, we revealed that depletion of Poln , a member of Y-family DNA polymerase, promotes c-Myc
induced replication stress. We also show that in the absence of Poln , c-Myc-induced DNA double
strand breaks formation depended on MUS81-EME2, the S-phase specific endonuclease complex. We
further demonstrate that concomitant depletion of MUS81-EME2 and Poln enhanced replication stress
and cell death in a synergistic manner. The present work highlights the possibility of a synthetic
sick or lethal interaction between Poln and MUS81-EME2 that can be exploited for c-Myc
overexpressed cancer treatment.
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Pol n , a Y-family
translesion polymerase, mitigates
c-Myc induced replication stress
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