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Fig. S2. '"H-NMR spectra of reagents, intermediates and products in Fig. S1.
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Fig. S3. The standard GPC traces of SC and SC-TK-SS31.
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Fig. S4. SC located in renal tubules. Representative confocal images of AKI kidney
sections after intravenous injection of Cy5-SC (red signal) for 4 h. Blue indicates DAPI
staining. Immunostaining for Lotus-tetragonolobus Lectin (LTL), the proximal tubule

marker, is shown in green. White dashed circles denote glomeruli. Scale bar = 50 um.
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Fig. SS. In vitro biocompatibility of SC. C indicates chitosan. The data are the mean

+sd.n=6.
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Fig. S6. Plasma stability of SS31 and SC-TK-SS31. The remaining SS31 content in
plasmas after incubating with SS31 or SC-TK-SS31 at a concentration of 10 pg/ml
SS31 in a 37 °C incubator for 24 h. The data are the mean + s.d. n = 3, * p < 0.05

between groups as indicated.
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Fig. S7. Pure SS31 release of SC-TK-SS31 triggered by H20:. (a) HPLC trace of
pure SS31 (elution time, 4.1 min) and SC-TK-SS31 incubated with H>O> (10 mM) for
48 h. (b) LC-MS spectrum of the component of SC-TK-SS31 with an elution time of
4.1 min after 48 h treatment in the presence of 10 mM H2O.. Molecular weight of SS31

15 639.3875 g/mol. (¢) UV-Vis absorbance spectra of different contents of SC-TK-SS31.
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Fig. S8. Cellular uptake of pure SS31. Representative confocal images of normal or

H>0;-stimulated HK-2 cells after incubated with SS19 for 4 h or 12 h at a concentration

of 20 ug/mL. Blue indicates SS19, representing SS31. Scale bar =20 um.
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Fig. S9. Mitochondria targeting ability of pure SS31. Representative confocal
images of HzO:-stimulated HK-2 cells after incubated with SS19 for 12 h. Blue
indicates SS19, representing SS31. MitoTracker-stained mitochondria are shown in

green. Scale bar =40 um.
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Fig. S10. SS31 concentrations in the main organs. SS31 concentrations in heart, lung,
liver, spleen, and kidney of AKI mice at 4 h post injection of formulations (pure SS31,
C-TK-SS31 and SC-TK-SS31) at a dose of 2 mg/kg SS31. The data are the mean + s.d.

n = 3 independent mice.
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