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Development of a molecular targeting anti-cancer therapy against hypoxia
inducible DEC transcription factors
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In this study, we investigated the potential of transcription factors DECl
and DEC2, that are induced under hypoxia and regulate DNA damage response and apoptosis, as
anticancer molecular targets for treatment-resistant oral cancers. We so far established the
reporter-based screening system using DEC-responsive sequences identified and analyzed in DNA damage

response genes repressed by DEC1 and DEC2. On the other hand, the evaluation of cell proliferation
by siRNA-based DEC1 and DEC2 inhibition showed that DEC2 inhibition was more effective to inhibit
cancer cell proliferation under both normoxic and hypoxic conditions. Furthermore, we found that
AURKB gene expression was greatly reduced with low-dose-rate irradiation, suggesting that DEC2 may
be involved in the suppression. In addition, we found that decreased expression of the AURKB gene
might be involved in modification of anticancer drug sensitivity, suggesting a novel therapeutic
strategy.
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