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Neovascularization declines during aging, in part, because of an increase in oxidative stress and EC apoptosis. In response to H202 treatment,
NMN reduced the number of apoptotic ECs from 42% to 17% and, in combination with NaHS, reduced it to 11%.

SIRT1 was knocked down in 20-month-old mice that were then treated for 4 weeks with NMN and/or H2S precursors (NaHS and GYY4137).
The ability of NMN alone or in combination with H2S precursors to increase vascularization was blocked in the SIRT1 knockdown mice.
Although the system may result in off-target effects and produce short-term effects making it difficult to directly compare them to knockout
mice, they are consistent with our previous conclusions that raising NAD+ levels and stimulating SIRT1 activity in ECs is an effective way to

increase angiogenesis and blood flow to improve exercise endurance, a pathway that is further enhanced by co-treatment with H2S.
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