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Interaction of Radl8 with factors involved in checkpoint regulation
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The Chk2 kinase functions as a tumor suppressor.Chk2 Radl8 double knockout mice sh
owed increased rate of spontaneous spleen lymphoma and UV induced skin tumor formation. To elucidate molec
ular mechanism how the two gene products maintain genome integrity, we have prepared ES cells from the mic
e and examined survival, apoptosis, chromosomal aberration and sister chromatid exchange rate following UV

irradiation of the cells. While deficiency of Radl8 sensitized the cells against UV irradiation, deficien
cy of Chk2 conferred resistance on the cells. Deficiency of Chk2 increased chromosomal aberration while it
did not have a great effect on SCE rates following UV irradiation. Collectively we surmised that deficien
cy of Radl8 cause genome instability including DSB while the DSB activate Chk2 to compensate deficiency of
Rad18 in damaged cells via elimination of DNA damaged cells from the organisms.
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