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Supplementary Figure 1. Synthetic scheme of the ertiprotafib prodrug composing SENs.
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Supplementary Figure 2. (A) HPLC spectrum (purity) and (B) mass spectra (calculated for C54H64BrN11O6S, found: 1076.8 m/z [M+H]+ and 538.4 m/z [M+2H]2+) of ertiprotafib prodrug.
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Supplementary Figure 3. Detailed information on the average size and polydispersity index (PDI) of SENs during time-dependent incubation in (A) PBS and (B) mouse serum (n=3).
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Supplementary Figure 4. Classification of major intermolecular interactions observed at 300 ns of simulation time.
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Supplementary Figure 5. Quantitative data of cellular uptake of SENs in HK-2 cells. MFI data are presented as mean ± SD.
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Supplementary Figure 6. PTP1B expression in HK-2 cells before and after incubation with H2O2.

[image: ]
Supplementary Figure 7. Intracellular ROS in H2O2-treated tubular cells following incubation with varying concentrations of SENs. DCF-DA-positive areas are represented as mean ± SEM.
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Supplementary Figure 8. Channel images of representative CLSM images showing expression of the tight junction marker ZO-1 in H2O2-treated tubular cells following incubation with SENs or ertiprotafib.
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Supplementary Figure 9. Channel images of representative CLSM images showing expression of cathepsin B in renal tissues from healthy and AKI mice.
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Supplementary Figure 10. Channel images of representative CLSM images showing renal tissues from healthy and AKI mice treated with SENs.
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Supplementary Figure 11. Uncropped western blot data corresponding to Figure 5C.
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[bookmark: _GoBack]Supplementary Figure 12. Detail information on hematological parameters.
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Group AST (U/L) ALT (U /L) LDH (U /L) CK(U/L)

Control 40.93 + 3.26 28.93 + 2.44 184.9 + 22.9 268.6 + 68.5
Single-dose

o 50.80 + 9.02 32.40 + 1.60 2241 + 297 346.6 + 141.3

M“'t"l)z'ret;dose 70.00 + 18.6 31.87 + 3.40 273.1 + 46.9 489.6 + 712
Single-dose

SENS 50.53 + 8.54 28.27 + 1.62 2413 + 255 304.0 + 817
Multiple-dose 41.73 +2.20 25.33 + 1.51 203.1 + 46.3 180.0 + 55.6

SENs
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Time Oh 1h 3h 6h 12h 24 h
Size (hnm) 127.9 £ 4.18 126.8 + 4.44 132.2 £ 8.04 131.3 £ 9.51 140.7 + 4.32 139.6 £ 7.37
PDI 0.17 £ 0.02 0.21 £ 0.02 0.21 £ 0.05 0.23 £ 0.02 0.23 £ 0.03 0.20 £ 0.01
B
Time 0h 1h 3h 6h 12h 24 h
Size (nm) 139.2 £ 0.47 138.6 + 0.53 139.1 £ 0.26 139.5 £ 0.95 139.5 £ 0.82 138.2 £ 0.78
PDI 0.24 £ 0.01 0.23 £ 0.02 0.23 £ 0.01 0.21 £ 0.01 0.23 + 0.01 0.22 + 0.002





