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Role of PKG/VASP signaling on glucose metabolism
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We _show that high-fat feeding induces proinflammatory activation of Kupffer
cells in wild-type mice coincident with reduced liver endothelial nitric oxide synthase activity and
NO content while, conversely, enhancement of signaling downstream of endogenous NO by
phosphodiesterase-5 inhibition protects against high fat-induced inflammation in Kupffer cells.
Furthermore, proinflammatory activation of Kupffer cells is evident in eNos(—/—% mice even on a
low-fat diet. These results collectively imply a physiological role for endothelial NO to limit
obesity-associated inflammation and insulin resistance in hepatocytes and support a model in which
Kupffer cell activation during high-fat feeding is dependent on reduced NO signaling. Our findings
also identify the NO/VASP pathway as a novel potential target for the treatment of
obesity-associated liver insulin resistance.
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