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Abstract 

The adenoviral early region 1A (E1A) protein is being 

actively studied in the context of cancer therapy due to its 

proapoptotic and angiogenic activity and its ability to cause 

chemosensitization. Previous studies demonstrate that E1A-

induced chemosensitization can be mediated  by Forkhead box 

O (FoxO) transcription factors. Hence, we explored the 

relationship between E1A expression and the modulation of 

FoxO activity with histone deacetylase inhibitors (HDACi). 

Particularly, we found that the basal FoxO protein level is 

elevated in E1A-expressing cells and that prolonged treatment 

of E1A-expressing cells with HDACi sodium butyrate (NaBut) 

results in the suppression of the FoxO expression and activity. 

In contrast, in E1A-negative cells, NaBut increases the 

transactivation ability of FoxO over time. NaBut-induced 

decrease of FoxO activity in E1A-expressing cells can be 

driven by the NaBut-dependent decrease in E1A expression 

level. These facts suggest that NaBut-induced suppression of 

FoxO in E1A-positive cells can be mitigated by E1A 

overexpression. By exploring the possible causes of E1A-

induced stabilization of FoxO we found that the CBP/p300-

binding domain of E1Aad5 is involved in FoxO stabilization. 

Taken together, our results reveal that E1A expression increases 

FoxO stability but makes the level of FoxO decreased after 

HDACi treatment.  
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