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A functional proteomics approarch to mechanism of radiation sensitivity.
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STK38 (serine/threonine kinase 38), also known as NDR1 (nuclear Dbf2-related

1, is a serine/threonine protein kinase belonging to a subclass of the protein kinase A (PKA)
/PKG/PKC-like (AGC) family, which includes cAMP-dependent kinase, protein kinase B, and protein
kinase C. Knockdown of STK38 enhacnes cellular radio-sensitivity. However, its substrates and
downstream signaling pathways remain to be determined. The fuction proteomics approarch revealved
that STK38 endogenouly interact with CDC25A and that STK38 directly regulates CDC25A' s stability by
phosphorylating Ser-76._Moreover, the STK38/CDC25A signaling module is demonstrated to be required
to regulate the DNA-damage-induced G2/M checkpoint. Together, the results suggest thatthe STK38

knockdown-mediated radiosensitization may be due, at least in part, to impaired DNA damage-induced
G2 arrest resulting from defective CDC25A degradation.
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