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[bookmark: OLE_LINK84][bookmark: OLE_LINK145][bookmark: OLE_LINK147][bookmark: OLE_LINK254][bookmark: OLE_LINK112]Fig S1. Inhibition of Akt abolishes MasR-induced Nrf2 expression and M2 polarization in macrophages. (A-C) BMDM were pretreated for 2 hours with the MasR agonist AVE0991 (10 µM), its vehicle control (Vehicle1), the Akt inhibitor MK-2206 (2 µM), its vehicle control (Vehicle3), either alone or in combination. Subsequently, the cells were exposed to LPS (1 µg/mL) for 24 hours, and the relevant analyses were conducted. (A-C) Representative Western blots and quantitative analysis of Arg-1 and Nrf2 protein expression in BMDM from the indicated groups. Data are from three independent experiments (n = 3). *P < 0.05, **P < 0.01, ***P < 0.001.
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[bookmark: OLE_LINK44][bookmark: OLE_LINK1]Fig S2. AAV9-F4/80-Mas does not induce MasR overexpression in non-macrophage cardiac cells. (A, B) Representative immunofluorescence images and quantitative analysis of MasR expression in cardiomyocytes (cTnI⁺) of heart sections from CLP+NC and CLP+OV mice. (C, D) Representative images and quantitative analysis of MasR expression in fibroblasts (α-SMA⁺). (E, F) Representative images and quantitative analysis of MasR expression in endothelial cells (CD31⁺). MasR is shown in red, cell-specific markers in green, and nuclei in blue (DAPI). Scale bar, 50 μm. Data are presented as mean ± SD. Data are from three independent experiments (n = 3). NS, no significant difference.
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[bookmark: _Hlk224474403]Fig S3.  Assessment of systemic leakage of AAV9-F4/80-Mas in macrophages of peripheral organs. (A, B) Representative immunofluorescence images and quantitative analysis of MasR expression in F4/80⁺ macrophages of lung sections from CLP+NC and CLP+OV mice. (C, D) Representative images and quantitative analysis of MasR expression in splenic macrophages. (E, F) Representative images and quantitative analysis of MasR expression in hepatic macrophages. MasR is shown in red, F4/80 in green, and nuclei in blue (DAPI). Scale bar, 50 μm. Data are from three independent experiments (n = 3). NS, no significant difference. *P < 0.05.
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    Fig S 1 .   Inhibition of Akt abolishes MasR - induced Nrf2 expression and M2  polarization in macrophages .   ( A - C )   BMDM were pretreated for 2 hours with the  MasR agonist AVE0991 (10 µM) , its vehicle control (Vehicle1),  the Akt inhibitor  MK - 2206 (2 µM) , its vehicle control (Vehicle 3 ), either alone or in combination.  Subsequently, the cells were   exposed   to   LPS (1 µg/mL) for 24 hours,   and   the   relevant   analyses were conducted.   ( A - C )   Representative Western blots and quantitative  analysis of Arg - 1 and Nrf2 protein expression in BMDM from the indicated groups.  Data are from three independent experiments (n = 3).   * P   < 0.05,  ** P   < 0.01,  *** P   <  0.001.                  

