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            Abstract
Caloric restriction extends lifespan in numerous species. In the budding yeast Saccharomyces cerevisiae this effect requires Sir2 (ref. 1), a member of the sirtuin family of NAD+-dependent deacetylases2,3. Sirtuin activating compounds (STACs) can promote the survival of human cells and extend the replicative lifespan of yeast4. Here we show that resveratrol and other STACs activate sirtuins from Caenorhabditis elegans and Drosophila melanogaster, and extend the lifespan of these animals without reducing fecundity. Lifespan extension is dependent on functional Sir2, and is not observed when nutrients are restricted. Together these data indicate that STACs slow metazoan ageing by mechanisms that may be related to caloric restriction.
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                    Figure 1: Effect of polyphenolic STACs on sirtuins.[image: ]


Figure 2: C. elegans survival on resveratrol.[image: ]


Figure 3: Survival of wild-type female D. melanogaster adults fed resveratrol or fisetin.[image: ]


Figure 4: Survival of D. melanogaster adults with mutant alleles of Sir2 fed resveratrol (100â€‰ÂµM).[image: ]
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