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Inflammation

Inflammation Sirtuin 6 (SIRT6); 
tumor necrosis 
factor-a (TNF-a)

In vitro and cell culture studies suggest inhibiting SIRT6 could 
help treat inflammation by reducing TNF-a secretion. In vitro, 
SIRT6 hydrolyzed long-chain fatty acid–modified histones and 
TNF-a about 100–200-fold more efficiently than it deacetylated 
histones. In cultured cells, small hairpin RNA against SIRT6 
decreased levels of long-chain fatty acid–modified TNF-a and 
decreased secretion of the protein compared with control shRNA. 
Next steps include developing SIRT6-specific inhibitors and 
identifying other proteins regulated by this mechanism.
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