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SIR2 and related genes (sirtuins) are NAD-dependent dea-
cetylases that link metabolism, protein acetylation and
aging in a variety of species. Sirtuins are also involved in
the longevity conferred by dietary or calorie restriction
(CR). The mammalian sirtuins SIRT1-7 are involved in
changes in stress resistance and metabolism that are trig-
gered by CR, which not only extends life span, but also
protects against many diseases of aging. In this talk, I will
describe how mamamlian SIRT1 impacts tissue metabo-
lism and diseases by deacetylating nuclear transcription
factors that govern key physiological pathways. I will also
describe new data from several labs showing that the mito-
chondrial sirtuin SIRT3 suppresses reactive oxygen species
(ROS) in mitochondria and thus links sirtuins, calorie
restriction, ROS, mitochondria and aging. The effect of
SIRT3 on mitochondrial generated ROS further regulates
the key nuclear transcription factor HIF-1a, and may thus
govern the metabolic reprogramming (Warburg effect) in
cancer. Finally, I will touch upon recent progress in trying
to understand the mechanism of action of SIRT1-activat-
ing compounds, which are currently in numerous human
clinical trials.
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