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[bookmark: OLE_LINK9][bookmark: OLE_LINK1]Fig. S1. Synthesis route of ssP-COOH, ssP-EDA, and ssP-tHB copolymers.
[image: 核磁]
Fig. S2. Characterization of ssP-COOH, ssP-EDA-Boc, ssP-EDA and ssP-tHB copolymer by 1H NMR.
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[bookmark: OLE_LINK4][bookmark: OLE_LINK2][bookmark: OLE_LINK3]Fig. S3. FTIR spectra of ssP-COOH, ssP-EDA-Boc, ssP-EDA, and ssP-tHB copolymer.
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[bookmark: OLE_LINK10][bookmark: OLE_LINK6][bookmark: OLE_LINK11]Fig. S4. UV-vis spectra of ssP-COOH, ssP-EDA-Boc, and ssP-EDA block copolymer in water solution.
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[bookmark: OLE_LINK12]Fig. S5. (a) The diameter of ssP-COOH NPs, ssP-EDA-Boc NPs, and ssP-EDA NPs in water solution. (b) Zeta potential of different NPs (n = 3). (c) Summary of parameters of different samples.
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Fig. S6. UV-vis absorption spectra of different concentration DOX. (B) The linear relationship between the UV-vis absorption intensity at 480 nm and the DOX concentration.
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Fig. S7. Changes in GSH depletion in the different concentration of GSH solution treated with ssP-tHB NPs.
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[bookmark: OLE_LINK13]Fig. S8. The cellular cytotoxicity of different concentrations of ssP-tHB NPs (a) and free tHB monomer (b) on 4T1 cells.
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Fig. S9. The cellular cytotoxicity of different dose of DOX on L929 cells.
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Fig. S10. Hemolysis assay using mouse erythrocytes when incubated with ssP-tHB@Fe/DOX NPs of various concentrations.



Table. S1. Blood routine analysis of the healthy mice at 8 days and 14 day post-injection of ssP-tHB@Fe/DOX NPs.
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Table. S2. the bio-functions of liver and kidney analysis of the healthy mice at 8 days and 14 day post-injection of ssP-tHB@Fe/DOX NPs.
[image: ]

[image: 安评-H&E-器官-1]
Fig. S11. Haematoxylin-eosin (H&E) staining of major organs (heart, liver, spleen, lung, and kidney) of healthy mice in ssP-tHB@Fe/DOX NPs after the 14-day. (scale bar: 200 μm).
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Fig. S12. Diagram of differential genes that enriched in GO pathway.
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Fig. S13. Heat map showing distinctly apoptosis after ssP-tHB@Fe/DOX NPs treatments.
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Fig. S14. Heat map showing distinctly amino acid metabolism after ssP-tHB@Fe/DOX NPs treatments.
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Fig. S15. Heat map showing distinctly P53 signaling after ssP-tHB@Fe/DOX NPs treatments.


[image: 血肝肾参数]Fig. S16. Hematological tests and blood biochemical analysis after intravenous injection of different samples. G1: PBS; G2: ssP-tHB NPs; G3: FeCl3; G4: DOX; G4: ssP-tHB@Fe/DOX NPs (n = 5).
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Fig. S17. H&E staining of major organs (heart, liver, spleen, lung, and kidney) of treated mice in different samples after the 17-day therapy (scale bar: 100 μm).
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Blood routine parameters PBS 8 day 14 day
WBC (x10°/L) 2.62+0.70 431127 3.91+0.81
HGB (g/L) 13438+ 13.73 131+ 8.70 128+ 10.70
PCT (%) 2.62+0.53 3.1+ 0.30 2.89+1.20
RBC (%10'Y/L) 6.84+0.12 721+032 6.92+1.01
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Liver/kidney function parameters PBS 8 day 14 day
ALP (U/L) 672+32 70.1+42 69.2+52
ALT (U/L) 434+22 456+6.2 442+32
AST (U/L) 1356+10.3 1414+12.1 139.5+13.2
CREA (umol/L) 272+1.02 29.1+2.1 28.1+12
UREA (mmol/L) 32+0.12 41+£12 45+£08
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