Supplementary Materials and Methods
SOD activity
All three types of SOD (Cu/Zn, Mn, and FeSOD) were measured both in vitro (cellular samples) and in vivo extracts (plasma samples), using Superoxide Dismutase Assay Kit (Cayman chemicals) following manufacturer’s instructions. One unit of SOD is defined as the amount of enzyme needed to exhibit 50% dismutation of the superoxide radical. Briefly, in all samples 200µl of the diluted Radical Detector and 20 μl of diluted Xanthine Oxidase were added and after 30 min the reaction was measured by spectrometer at 450nm. and Results were compared to standard curve using SOD standard (U/ml) and expressed as a meansSD of activation rate (%).

Tissue extracts
[bookmark: _GoBack]50 mg of each tissue sample were homogenized (homogenizer by VELP) in ice buffer (1 M Tris base, 1 M NaCl, 0.5 M ethylene diamine tetraacetic acid (EDTA), 10% NP40, and 10% Triton X-100; Sigma) supplemented with 1:100 protease inhibitors (Sigma), 1:200 sodium orthovanadate (Sigma), 1:1000 phenylmethanesulfonyl fluoride (PMSF, Sigma), and 0.1 M sodium fluoride (NaF; Sigma), agitated shaked in ice and then centrifuged at 880 g for 30 minutes. 35µg of each lysate were resolved on 12% SDS-PAGE gels (SDS-page, Bio-Rad Laboratories, Hercules, CA, USA), transferred to polyvinylidene fluoride membranes (PVDF, GE Healthcare Europe GmbH, Milan, Italy) and incubated overnight at 4°C with specific primary antibody: anti-phospho-AktSer473 (1:1000; Cell Signaling Technologies, Beverly, MA, U.S.A.); anti-Akt (1:1000; Cell Signaling Technologies, Beverly, MA, U.S.A.); anti-phospho-p44/42thr202tyr204 (1:1000; Cell Signaling Technologies, Beverly, MA, U.S.A.); anti-p44/42 (1:1000; Cell Signaling Technologies, Beverly, MA, U.S.A.); anti-phospho-eNOSser1177 (1:1000; Cell Signaling Technologies, Beverly, MA, U.S.A.); anti-eNOS (1:1000; Cell Signaling Technologies, Beverly, MA, U.S.A.); anti-p53 (1:250; Santa-Cruz Biotechnology, Dallas, Texas, U.S.A.). Protein expression was normalized and verified through -actin detection (1:5000; Sigma, Milan, Italy).
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