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Elucidatiaon of the role of KAT2A in the regualtion of energy metabolism
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The role of KAT2A in hepatocytes was investigated in the regulation of
fasting metabolism using loss-of-function approaches in vivo and in vitro. In the fasted state,
hepatic KAT2A formed a signalling module with transcriptional coregulator CITED2 and PKA promoted
transcription of fasting response genes, and thereby adapted to fasting. Mechanistically, KAT2A was
phosphorylated by PKA within the module, switched its substrate from transcriptional coactivator
PGC-1a to histone H3, and thereby promoted activation of this coactivator and epigenomic changes in

the promoter, resulting in activation of such gene transcription. These results suggest that KAT2A

is a cAMP-responsible acetyltransferase that is critical to integrate fasting metabolic response in
hepatocytes.
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glucose metabolism through a cAMP-induced substrate switch.
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