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In this project, we studied novel functions of the pl4ARF tumor suppressor
protein. It was revealed that pl4ARF physically interacts with SIRT1 deacetylase that exhibits
anti-senescence activity and inhibits its deacetylase activity. In addition, we found that pl4ARF
negatively regulates gene transcription mediated by transcription factors FOX03a and HIF-1, both of
which are substrates of deacetylation by SIRT1. Furthermore, it was also found that pl4ARF
stabilizes complex formation between the oxidative stress-responsive transcription factor Nrf2 and
the transcriptional cofactor PIAS1 and potentiates Nrf2-mediated gene expression.
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