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Figure S1. Synthetic route to prepare the glycol chitosan and 5-cholanic acid conjugates.
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Figure S2. Zeta potential (mV) of CNPs in the clinically relevant highly concentrated aqueous condition (1.5, 3.375, 6.75, 13.5 or 20 mg/1 ml).
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Figure S3. Detail information of average size of different concentrations of CNPs in the mouse serum (n=5).
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[bookmark: _Hlk104214408]Figure S4. Flow cytometric results showing H9C2 cells stained with Annexin V/PI after treatment with CNPs for 24 h.
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Figure S5. Fluorescence image of major organs from mice treated with 90 mg/kg of CNPs for 7 days. Fluorescence intensities were normalized with the results of Figure 3B and 3C.
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Figure S6. Excretion profile of Cy5.5-CNPs after 90 mg/kg treatment. The urines were collected from the mice at the indicated time points, followed by analysis of Cy5.5 fluorescence intensity using HPLC.
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Figure S7. Detail information of hematological parameters on day 7 after single- or multi-dose of 10, 22.5 or 90 mg/kg CNPs (n=5).
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Figure S8. Detail information of complete cell count results on day 7 after single- or multi-dose of 10, 22.5 or 90 mg/kg CNPs (n=5).



[image: ]
[bookmark: _GoBack]Figure S9. Uncropped images of western blot results in Figure 5E.
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image7.png
Parameters  ALP (UIL) ALT (UIL) AST (UIL) CK (UIL) Troponin-|

Saline 375.34 + 37.47 31.53 £ 4.26 59.9 £ 5.11 49.15 + 9.08 126.35 + 32.03

10 mg/kg*1  381.62 + 14.35 27.16 + 5.1 854 £7.35 161.33 £+ 74.23  488.2 £ 29.76

10 mg/kg*3  277.73 + 13.49 24.97 +2.31 144.87 +15.53 167.33 + 48.91 577.2 £ 55.59

22.5 mg/kg*1 309 £ 2243 2592 +8.84 186.72 + 34.44 163 + 45.29 571.8 £ 99.56

22.5 mg/kg*3 247.73 +21.16 22.33 £0.85 1482+ 14.72 24533 +54.04 1203.95 + 99.35

90 mg/kg*1 276.6 + 30.68 23.56 £ 2 163.78 + 3.72  2072.33 + 184.03 2928.83 + 233.03

90 mg/kg*3  212.87 + 14.82 18.23 £ 6.87 182.83 £20.21 5527 + 509.43 3666.9 + 232.89
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Parameters RBC (x109/mL) WBC (x103/mL) PLT (x103/mL)
Saline 7.35 + 0.41 8.87 + 1.95 1208 + 53.6

10 mg/kg*3 7.52 + 0.68 7.99 +1.31 1229 + 65.14
22.5 mg/kg*3 7.06+1.2 827 +0.7 1311 £ 79.82
90 mg/kg*3 5.16 + 0.22 4.04 + 0.65 881 + 37.64
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Parameters Day 0 Day 1 Day 2 Day 3
1.5 mg/mL 2844 +22.4 284.1 + 321 2959 + 17.36 2904 + 23.45
3.375mg/mL  265.36 £ 26.99 265.38 + 24.74 267.36 + 12.11 277.12 £ 25.52
6.75 mg/mL 288.3 + 28.11 277.3 £ 30.3 310.6 + 24.91 288.31 + 30.2
13.5 mg/mL 279.1 £ 25.77 280.65 + 23.1 278.5+ 17.54 284.3 + 25.96
20 mg/mL 267.22 +20.66  310.36 + 29.16 285.2 + 18.62 284.11 + 30.5
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