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Elucidation of Inflammation Mechanism for Muscle Wasting Treatment in Chronic
Heart Failure
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We examined whether NADPH oxidase 4 5NOX4) is associated with muscle wasting
in Ang Il-infusion mice. Either saline or Ang Il was infused into WT and Nox4 KO mice via osmotic
minipump for 4 weeks. At 4 weeks after Ang Il-infusion, body and skeletal muscle weight, and myocyte
cross-sectional area significantly decreased in WTA mice compared to WTV mice. These changes were
significantly attenuated in KOA mice. Protein degradation and synthesis markers in skeletal muscle

significantly increased and decreased in WTA mice compared to WTV mice, respectively. Moreover,
NF-E2-related factor 2 (Nrf2) regulated genes and protein expression level of Nrf2 in nuclear
fraction significantly decreased in WTA mice compared to WTV mice. These parameters were
significantly ameliorated in KOA mice (all p values <0.05). NOX4 induces muscle wasting by Ang Il
via downregulation of Nrf2 pathway, suggesting that the NOX4-Nrf2 axis plays an essential role in
the development of muscle wasting.
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