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1 Experimental section
[bookmark: _Toc48914291]1.1 Cell culture
4T1 (mouse breast cancer cells) and Hs578Bst (mouse normal mammary cells) cell lines were purchased from Cell Bank of Chinese Academy of Science (Shanghai, P. R. China) and cultured using RPMI 1640 medium (Solarbio, China) supplemented with 10% fetal bovine serum (FBS). Cells were seeded in the cell culture flask at 37 ℃ and 5% CO2 in a humidified incubator.
1.2. Cellular uptake and lysosomal distribution of F68@TA/RB in 4T1 cells
To study the distribution behavior of F68@TA in 4T1 cells especially in lysosomes, F68@TA/RB was prepared according to the synthesis process of F68@TA/CDDP. 4T1 cells was seeded in a 6-well plate with the density of 3×105 cells per well. After cells adhered to the plate, culture medium containing F68@TA/RB (RB: 10 μg/mL) was added and co-incubated with cells for different time (0.5, 1, 2, 3, 4, and 6 h). Then flow cytometry (Accuri C6) and CLSM (TCS SP8 STED) were used to detect the cellular uptake of F68@TA/RB for different groups. 
[bookmark: _Toc48914300]In addition, lysosomes were marked by lysosomal tracker with green fluorescence. Colocation efficiency of F68@TA/RB and lysosomes at different incubation time points (2, 4, and 7 h) was evaluated by CLSM and analyzed by Image J. 
1.3. Tumor cell selective self-amplification of MINR
For tumor cell selective self-amplification studies, 4T1 cells were used as the tumor cell model, and Hs578Bst cells were used as the healthy cell model. The equivalent concentration of CDDP was 1 μg/mL.
NOX4 level detection in 4T1 and Hs578Bst cells: 4T1 and Hs578Bst cells in logarithmic phase were collected and lysed for total proteins. Then western blotting assays were conducted, in which NOX4 and GAPDH antibody was used. After exposure, the relative gray value of NOX4 and GAPDH was conducted for semi-quantitative analysis.
H2O2 level detection in 4T1 and Hs578Bst cells: 4T1 and Hs578Bst cells were seeded in 6-well plates, and treated with or without CDDP for 18 h. Then BES-H2O2-Ac probe was used to visualize the intracellular H2O2 level. Fluorescence semi-quantitative analysis was conducted by Image J.
Cellular uptake of F68@TA@Ag in 4T1 and Hs578Bst cells: 4T1 and Hs578Bst cells were seeded in 6-well plates overnight and incubated with F68@TA@Ag/RB (RB: 5 μg/mL) for different time (0, 4, and 12 h). After incubation, cells were washed by PBS twice and collected for flow cytometry test.
Cl- level detection in 4T1 and Hs578Bst cells: 4T1 and Hs578Bst cells were seeded in 6-well plates, and treated with F68@TA@Ag, or AINR for 12 h. Then MQAE probe was used to visualize the intracellular Cl- level. Fluorescence semi-quantitative analysis was conducted by Image J.
Pt content detection in 4T1 and Hs578Bst cells: 4T1 and Hs578Bst cells were seeded in 6-well plates, and treated with CDDP, or AINR for 24 h. After incubation, cells were used for Pt content detection.
[bookmark: _Toc48914302]Cytotoxicity in 4T1 and Hs578Bst cells: 4T1 and Hs578Bst cells were seeded in 96-well plates, and treated with CDDP (1 μg/mL), F68@TA@Ag, or AINR for 24 h. CCK8 was used to evaluate the survival rate of 4T1 and Hs578Bst cells after different treatment. 
1.4. Establishment of animal models
Female BALB/c mice (5−6 weeks, 16 ± 2 g, No. DW2020060014) was purchased from Experimental Animal Center of Henan Province (Zhengzhou, China). All animal experiments were performed in compliance with the Institutional Animal Care and Use Committee of Zhengzhou University (ZZU-19211-1-6). Accreditation number of the animal laboratory is SCXK (YU) 2018-0004. The 4T1 cells (4×106) were subcutaneously inoculated on the right forelimb of BALB/C mice. The tumor volume of mice was measured using calipers every two days. The tumor volumes were calculated by the following formulation: tumor volume (mm3) = (tumor length) × (tumor width)2)/2. 4T1 cells bearing mice were used for animal experiments when the tumor volume reached 100-200 mm3. The mice treated with CDDP (3 mg/kg) were set as positive control.

2 Supporting Results 
[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\Figure S2 F68与TA的质量比对F68@TA粒径和电位的影响\透析前后不同F68和TA质量比对F68@TA纳米粒粒径电位影响.tif]
[bookmark: _Toc55465830]Figure S1. DLS analysis of F68@TA prepared by different mass ratio of F68 and TA. (n=3)
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[bookmark: _Toc55465831]Figure S2. TEM images of F68@TA@Ag NPs prepared with different content of AgNO3.
[image: E:\paper\顺铂课题2022.61修改文章版本\to JNB\补数据\F68@TA@Ag-CDDP粒径电位图.tifF68@TA@Ag-CDDP粒径电位图]
Figure S3. (A) Size distributions and (B) zeta potentials of F68@TA, F68@TA/CDDP, and AINR solutions.


[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\数据图\pH依赖性的丁达尔效应-01.tif]
[bookmark: _Toc55465832]Figure S4. Tyndall Effects of F68@TA/CDDP solution at different pHs for 1 h.
[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\Figure 2\不同pH条件下纳米粒的粒径变化-01.tif]
[bookmark: _Toc55465833][bookmark: OLE_LINK762][bookmark: OLE_LINK761]Figure S5. DLS analysis of F68@TA/CDDP treated with PBS at different pHs for 48 h
[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\数据图\水合顺铂的检测.tif]
[bookmark: _Toc55465834]Figure S6. HPLC chromatograms of different solvents and corresponsive CDDP (40 μg/mL) solution for 2 d.
[image: Figure S6 Ag释放现象]
[bookmark: _Toc55465835]Figure S7. (A) Graphs and (B) UV-vis spectrum of F68@TA@Ag solutions with different concentration of H2O2.
Table S1 The DNA sequences of unmethylated DNA and methylated DNA
	DNA 
	sequence

	Unmethylated DNA
	ATTGCCATTCTCGATAGGTCCGGTCAAAC-TAGACGA

	Methylated DNA 
	ATTGCCATTCTCGATAGG(m1A)TCCGGTCAAACCTAGACGA



[bookmark: _GoBack][image: 剪切酶的特异性-01-01]
[bookmark: _Toc55465836]Figure S8. TBE-PAGE gel electrophoregram of DNA. 1: unmethylated single strand DNA; 2: unmethylated single strand DNA cut by restriction enzyme DnpⅡ; 3: m1A methylated DNA; 4: m1A DNA sheared by DnpⅡ.

[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\Figure 2\马达运动附加材料-01.tif]
[bookmark: _Toc55465837]Figure S9. A) The tracking paths of F68@TA@Ag over 20 s in 0, 2.5, 5, 10, 25 and 50 mM H2O2. B) Average MSD versus time interval (Δt) analyzed from tracking trajectories. C) Corresponding diffusion coefficient values of F68@TA@Ag at various concentration of H2O2. (n=30).
[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\数据图\染料的选择-01.tif]
[bookmark: _Toc55465838]Figure S10. Fluorescence emission spectrums of FITC and RB dissolved in PBS at different pHs.
[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\数据图\流式检测F68@TA-RB在4T1中的摄取情况-01.tif]
[bookmark: _Toc55465839]Figure S11. A) Flow cytometry analysis and B) Fluorescence semi-quantitative analysis of 4T1 cells treated with F68@TA/RB for different time.
[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\数据图\CLSM检测F68@TA-RB在4T1中的摄取情况-01.tif]
[bookmark: _Toc55465840]Figure S12. A) CLSM images and B) Fluorescence semi-quantitative analysis of 4T1 cancer cells after treatments with F68@TA/RB (RB: 10 μg/mL) for different time. Scale bar: 25 μm.


[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\数据图\不同浓度CDDP产生H2O2半定量分析.tif]
[bookmark: _Toc55465841]Figure S13. Fluorescence semi-quantitative analysis of H2O2 in 4T1 cells after treatment with different concentration of CDDP.
[image: ]
[bookmark: _Toc55465842]Figure S14. Fluorescence semi-quantitative analysis of Cl- in 4T1 cells after treatment with CDDP, F68@TA, F68@TA@Ag and AINR.
[image: ]
[bookmark: _Toc55465843]Figure S15. Fluorescence semi-quantitative analysis of Fe2+ in 4T1 cells after treatment with CDDP, F68@TA, F68@TA@Ag and AINR.
[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\数据图\载体在4T1和Hs578Bst中的流式摄取\载体在肿瘤和正常细胞内的流式摄取-01.tif]
[bookmark: _Toc55465844]Figure S16. Flow cytometry analysis of the fluorescence intensity in A) Hs578Bst cells and B) 4T1 cells treated with F68@TA/RB (RB: 5 μg/mL) for different time. C) Fluorescence semi-quantitative analysis of 4T1 cells and Hs578Bst cells. 

[image: ]
[bookmark: _Toc55465845]Figure S17. Fluorescence semi-quantitative analysis of Cl- in tumor tissues.
[image: ]
[bookmark: _Toc55465846]Figure S18. Fluorescence semi-quantitative analysis of Fe2+ in tumor tissues.
[image: ]
[bookmark: _Toc55465847]Figure S19. Body weight changes of different groups. (n = 5)
[image: ]
[bookmark: _Toc55465848]Figure S20. H&E staining of tissues exfoliated from different groups.
[image: D:\博士课题\博士课题\增强顺铂抗肿瘤\文章附图4\数据图\肝肾功能-01.tif]
[bookmark: _Toc55465849][bookmark: _Hlk32606974]Figure S21. Serum biochemical index. A) Liver function and B) Kidney function index of mice treated with different formulation. 1: Control, 2: F68@TA, 3: F68@TA@Ag, 4: CDDP, 5: F68@TA/CDDP, 6: AINR, and concentration of CDDP was set as 1 μg/mL.
[image: ]
[bookmark: _Toc55465850]Figure S22. The changes of tumor volume of 4T1 cell bearing mice with the treatment of AINR (CDDP: 2 mg/kg), 2 mg/kg CDDP, and 3 mg/kg CDDP. (n=5)
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