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Identification of the multifaceted metabolic roles of SIRT7
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Sirtuin 7 (SIRT7) is an NAD+-dependent deacetylase. Recently, we found that
Sirt7 knockout mice are resistant to high-fat diet-induced fatty liver, but the mechanism is not
identified. Here, we demonstrate that SIRT7 binds directly to DDB1, a component of CUL4B/DDB1/DCAF1
E3 ubiquitin ligase complex and deacetylates DDB1. SIRT7-mediated deacetylation of K1121 of DDB1
attenuates the activity of the CUL4B/DDB1/DCAF1 E3 ubiquitin ligase complex by reducing binding
between DDB1 and DCAF1, leading to the increased expression of TR4 and hepatic lipid accumulation.
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