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[bookmark: OLE_LINK53]Fig. S1 Characterization of CeO2. (A) Size distribution of CeO2 nanoparticles measured by DLS. (B) Zeta potential of CeO2 nanoparticles measured by DLS. (C) Elemental mapping of CeO2 nanoparticles. Scale bar = 50 nm. (D) EDX spectrum of CeO2 nanoparticles.

[image: ]
[bookmark: OLE_LINK61][bookmark: OLE_LINK54]Fig. S2 (A) TEM image of CeO2-Ac2-26@MM-LPs. Scale bar = 50 nm. (B) Magnified TEM images of CeO2 nanoparticles encapsulated within CeO2-Ac2-26@MM-LPs. Scale bar = 10 nm. (C) EDX spectrum of CeO2-Ac2-26@MM-LPs.
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Fig. S3 (A) Viability of HT22 cells co-cultured with MM-LPs at different concentrations, measured by CCK-8 assay (n = 3). (B) Viability of HBMECs co-cultured with MM-LPs at different concentrations, measured by CCK-8 assay (n = 3).
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[bookmark: OLE_LINK33]Fig. S4 Hemolysis assay of CeO2-Ac2-26@MM-LPs (n = 6). “ns” means no significance (P > 0.05), ***P<0.001 versus the pure water group. 
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Fig. S5 H&E staining of major organs (heart, liver, spleen, lungs, and kidneys) from different treatment groups. Scale bar = 50 μm.
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Fig. S6 In vivo biocompatibility of CeO2-Ac2-26@MM-LPs measured by (A) hematology and (B) blood chemistry tests (n = 5).
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[bookmark: OLE_LINK52]Fig. S7 Representative fluorescence images of major organs including heart, liver, spleen, lung and kidney from tMCAO mice at different timepoints post i.v. injection of DiR-labeled LPs and MM-LPs.
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[bookmark: OLE_LINK59]Fig. S8 (A-B) The Nrf2 inhibitor ML385 abolished the ROS-scavenging capacity of CeO2-Ac2-26@MM-LPs in OGD/R-treated HT22 cells (n = 3). **P<0.01, ***P<0.001versus the control group; ##P<0.01 versus the OGD/R group; &P<0.05 versus the OGD/R + CeO2-Ac2-26@MM-LPs group.
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[bookmark: OLE_LINK60]Fig. S9 (A-B) ML385 (Nrf2 inhibitor) blocked CeO2-Ac2-26@MM-LPs-mediated reduction of apoptosis in OGD/R-injured HT22 cells (n = 3). *P<0.05, ***P<0.001 versus the control group; ###P<0.001 versus the OGD/R group; &&&P<0.001 versus the OGD/R + CeO2-Ac2-26@MM-LPs group.
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Fig. S10 TEER measurements revealed that CeO2-Ac2-26@MM-LPs and the NF-κB inhibitor PDTC produced comparable effects in reducing endothelial permeability (n = 3). **P<0.01, ***P<0.001 versus the control group; ##P<0.01, ###P<0.001 versus the OGD/R group.
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image6.tiff
Parameters PBS Ce02-Ac2- Significance

26@MM-LPs
RBC (x108/ul) 9.51+0.4 9.94+0.14 n.s.
MCV(fl) 50.7+0.66 50.57+0.78 n.s.
MCH(pg) 15.43+0.32 15.33+0.31 n.s.
MCHC(g/dl) 30.63+0.47 30.53+0.57 n.s.
WBC(x10%/pl) 6.17+0.85 5.5+0.52 n.s.
Neutrophils(x103/pl) 1.78+0.21 1.83+0.13 n.s.
Lymphocytes(x10%/ul)  6.23+0.87 5.87+0.56 n.s.
Platelets(x103/ul) 862+50.12 839.33+27.79 n.s.
Hemoglobin(g/dl) 15.07+0.81 15.33+0.31 n.s.
Parameters PBS Ce0O2-Ac2- Significance
26@MM-LPs
ALT(U/L) 39+7.54 38.17+5.58 n.s.
105.83+19.89  124.43+8.95 n.s.
AST(U/L)
140.87+15.37  127.33+26.30 n.s.
ALP(U/L)

TP(g/L) 57.7+4.37 57.33+3.21 n.s.

ALB(g/L) 40.5+3.44 40.9+1.28 n.s.

GLOB(g/L) 17.2+1.06 16.43+2.25 n.s.

AG Ratio 2.35+0.11 2.51+£0.29 n.s.

GLU(mmol/L) 6.67+0.80 6.11+1.44 n.s.
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