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Cancer cells exhibit increased metabolism, growth, and activity of NAD*-consuming enzymes, resulting

Acetylated »

in rapid NAD" depletion and greater sensitivity to NAD* deficiency than normal cells. Therefore,
NAMPT, the rate-limiting enzyme in the major NAD* biosynthesis pathway, has emerged as a promising substrate

anticancer target. However, the dose-dependent toxicity and adverse effects of NAMPT inhibitors have " NAD+

increased interest in multi-target strategies. SIRT1 is an NAD*-dependent deacetylase involved in DNA NMN Recycling

repair, gene expression, and cell death. The functional relationship between NAMPT and SIRT1 through 4\
the NAMPT-NAD*-SIRT1 axis provides a rationale for their simultaneous modulation [1-41].

Deacetylated
substrate

Therefore, we aimed to identify bifunctional compounds capable of simultaneously -
inhibiting NAMPT and activating SIRT1 as a dual-targeting strategy [4].
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