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Fig. S1 Encapsulation rates of SKN and Evol. (A) The images of L NPs and HA-ML@ES NPs (B&C) SKN and Evol entrapment efficiency of L@ES NPs 

Fig. S2
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Fig. S2 Fluorescence images of the immune evading ability of Dil-HA-ML@ES NPs with quantitative data at right (n=3). Scale bar = 40 μm. Date are mean ± SD (n=3) *P<0.05, **P<0.01, ***P<0.001, ****P<0.0001.

Fig. S3
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Fig. S3 Pharmacokinetics of HA-ML@ES NPs. (A) Fluorescence images of Ce6 and HA-ML@ESCe6 NPs in the blood at different time points. (B) Pharmacokinetic curves of Ce6 and HA-ML@ESCe6 NPs in Kunming mice. Date are mean ± SD (n=3). 

Fig. S4
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[bookmark: _Hlk194242099][bookmark: _Hlk193790720]Fig. S4 Ex vivo quantitative fluorescence analysis of Ce6 fluorescence in aortas 12 h after Ce6, ML@ESCe6 NPs and HA-ML@ESCe6 NPs injection into ApoE-/- atherosclerotic mice.

Fig. S5
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Fig. S5 Organs distribution of Ce6, ML@ESCe6 NPs and HA-ML@ESCe6 NPs after i.v. administration. (A) The fluorescence images and (B) quantitative analysis of the major organs excised from the ApoE-/- mice. Date are mean ± SD (n=3) *P<0.05, **P<0.01, ***P<0.001, ****P<0.0001.
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Fig. S6 CLSM analysis of the co-location of Ce6, ML@ESCe6 NPs and HA-ML@ESCe6 NPs (red) and T cells (green)) in atherosclerotic plaques (n=3)
Fig. S7
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Fig. S7 Transcriptome sequencing analysis of HUVECs treated with HA-ML@ES NPs. (A) Principal component analysis (PCA) plots of Control, Hcy and HA-ML@ES NPs in HUVECs. (B) Volcano plots showing the distribution of differentially expressed genes in HUVECs treated with Control and Hcy. (C) Venn diagram showing co-expression genes in HUVECs treated with Control, Hcy and HA-ML@ES NPs. (D) Compared with the control, Hcy group Kyoto Encyclopedia of Genes and Genomes (KEGG) analysis of upregulated and downregulated cellular pathways in HUVECs. (E) Shared differentially regulated genes in HUVECs treated with Control, Hcy and HA-ML@ES NPs.
Fig. S8
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[bookmark: _Hlk194247318][bookmark: _Hlk194227217][bookmark: OLE_LINK1]Fig. S8 Quantitative analysis of ECAR profile showing glycolytic function in HUVECs under different treatment. [Hcy]=100 μM. Vertical lines indicate the time of addition of glucose (10 mM), oligomycin (1 μM), and 2-DG (50 mM) (n=3) (n=3). Date are presented as mean ± SD **P<0.01, ***P<0.001.


Fig. S9
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[bookmark: OLE_LINK11][bookmark: OLE_LINK12]Fig. S9. IMT and Blood Velocity in AS Mice Observed on Ultrasound Images After Treatment with HA-ML@ES NPs. (A-C) Representative ultrasound images of the aortas. The yellow line represents the thickness of the intima at the root of the aorta in IMT, and the yellow line represents the direction of blood of the aorta. Date are mean ± SD (n=3) *P<0.05, **P<0.01, ***P<0.001.

Fig. S10
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[bookmark: OLE_LINK13][bookmark: OLE_LINK7]Fig. S10 Metabolomics profiling of the serum upon HA-ML@ES NPs treatment in ApoE-/- atherosclerotic mice. (A&B) Orthogonal partial least-squares discriminant analysis (OPLS-DA) of serum metabolomics. (C&D) Volcano plots showing the distribution of differentially expressed serum metabolism in Control, HMD and HA-ML@ES NPs groups. (E) Venn diagram showing co-expression serum metabolism in Control, HMD and HA-ML@ES NPs groups. (F&G) Compared with the control, HMD and HA-ML@ES NPs groups KEGG analysis of upregulated and downregulated pathways in serum metabolism. (H&I) Shared deferentially regulated serum metabolism treated with Control, HMD and HA-ML@ES NPs (n=6). 

Fig. S11
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Fig. S11. In vitro cytotoxicity and hemolytic evaluation of HA-ML@ES NPs. (A&B) Hemolysis analysis of blood samples and microscopy image of RBCs after exposure to water (Positive control), PBS (negative control), Evol+SKN and HA-ML@ES NPs (1.2, 2.4 and 4.8 μg/mL) for 6 h (n= 3). Scale bar = 10 μm. (C) Platelet aggregation assay with PBS Evol+SKN and HA-ML@ES NPs (n=3). (D) Cell viability values of Evol+SKN and HA-ML@ES on HUVECs, RAW264.7, VSMCs, and H9C2 (n=5). (E-G) Morphological images, heart rate, and body length changes of zebrafish incubated with PBS, and HA-ML@ES NPs (1.2, 2.4 and 4.8 μg/mL) for 24, 48, and 144 hours (n=3). Date are mean ± SD (n=3) 
Fig. S12
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Fig. S12. Organ toxicity investigation and liver and kidney function and blood lipids tests of mice with HA-ML@ES NPs treatment. (A) H&E staining of major organs (heart, liver, spleen, lung, kidney,) from the indicated groups. Scale bar = 250 μm (n=3). (B) WBC, RBC, HGB, PLT (n = 3) and TG, CHO, ALT, AST, HCY, HDL-C, LDL-C, CREA levels in mice with indicated treatments (n = 4). Date are mean ± SD *P<0.05.
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