


Supplementary data
Figure S1
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Fig.S1. Fabrication of GP@SIN NPs. (A) Encapsulation and loading efficiency of GP@SIN NPs at different mass ratios of GP NPs and SIN. Data are the means ± SEM, n = 3 per treatment.
Figure S2
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Fig.S2. Uptake mechanism of HA@RFM@GP@SIN NPs. (A) Representative fluorescent images and (B) MFI of the mechanism underlying the cellular uptake of HA@RFM@GP@SIN NPs by RAFLS (M-β-CD, caveolae-mediated endocytosis inhibitor; Chlor, clathrin-dependent endocytosis inhibitor; Colch, micropinocytosis inhibitor). Data are the means ± SEM, n = 3 per treatment, **P < 0.01, ****P < 0.0001. 
Figure S3
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Fig.S3. Intracellular localization of HA@RFM@GP@SIN NPs in RAFLS. (A) CLSM images of the subcellular localization of HA@RFM@GP@SIN NPs in RAFLS at different time points.
Figure S4
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Fig.S4. Cell cycle assay. (A) Cell cycle distribution of RAFLS after with PBS, SIN, GP NPs, and HA@RFM@GP@SIN NPs treatment by flow cytometry. 
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Fig.S5. PLS-DA analysis of metabolomics. (A) PLS-DA analysis of the normal, CIA, or HA@RFM@GP@SIN groups under positive and (B) negative ion modes.
Figure S6
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Fig.S6. WB analysis of the molecular mechanisms of HA@RFM@GP@SIN NPs on RAFLS. (A) Quantitative data of p-PI3K, p-Akt, SGK2, FoxO4 and CyclinB1, β-actin in RAFLS. Data are the means ± SEM, n = 3 per treatment, *P < 0.05, **P < 0.01, ***P < 0.001.
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