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Fig. S1. PXRD patterns obtained under optimized DT-COF synthesis conditions. The gray line corresponds to a feed ratio of 1:1 DTO and TFB, the red line corresponds to a reaction temperature of 120 ℃, the blue line corresponds to a reaction duration of 24 hours.
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Fig. S2. (a) SEM image of DT-COF. (b) EDS spectrum of DT-COF.
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Fig. S3. AFM images and corresponding thickness curve annotated with nanowire height.
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Fig. S4. Size and PDI changing of DT-COF in saline (a), and DMEM+FBS(10%) medium (b). (c) Zeta potential changes in DT-COF over 5 days under different physiological conditions. (d) The aspect ratio of DT-COF was determined by analyzing TEM and SEM images using ImageJ software.
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Fig. S5. (a) C 1s high-resolution spectra of DT-COF. (b) N 1s high-resolution spectra of DT-COF.
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Fig. S6. XRD patterns of DT-COF after 24 h incubation in different environments.
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Fig. S7. (a) Fluorescence spectra of aqueous solutions of DT-COF at different concentrations (excitation wavelength = 404 nm). The slopes between the logarithm of fluorescence intensity and the logarithm of laser input power for 1PF (b), 2PF (c) and 3PF (d).
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Fig. S8. UV-Vis spectra of DPBF (a) and DT-COF (b) alone after 808 nm laser irradiation, respectively. (c) UV-vis spectra with DPBF detection of 1O2 generation of DT-COF (100 µg mL−1) under 808 nm laser irradiation (200 mW cm-2). (d) The variation curves of absorption values of DPBF at 420 nm after 808 nm laser irradiation at different time points.
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Fig. S9. (a) Standard curve for TPZ aqueous solution. (b) GSH-responsive drug release performance assay.
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Fig. S10. (a) The calculated size of the DOX molecule. (b) The DLC and DLE of DOX in DT-COF nanosystem.
[image: image11.png]1.4 -
1.2 -
1.0 -

S 0.8 -
0.6 -
0.4 -
0.2 -

-=- Water
-o—- PBS
—4— DMEM+FBS(10%)

SEPEAas

0.0

(I) 1 2 3 4 5 els _.,
Time (days)

-=- Water
5 |- PBS
—4— DMEM+FBS(10%)

S o-.\-——-——-\‘/‘\ :-/—';I:l
é |
= '5}/*4\;4\%\
g —10 -

(I) 1 2 3 4 5 els _.,
Time (days)




Fig. S11. (a) PDI changes in TPZ@DT-COF over 7 days under different physiological conditions. (b) Zeta potential changes in TPZ@DT-COF over 7 days under different physiological conditions.
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Fig. S12. (a) Evaluation of DT-COF mitochondrial targeting performance using TPP blockade of mitochondria. (b) Positional analysis of mitochondria co-localization. (c) ROS productivity assessment of DT-COF and TPZ@DT-COF (equivalent amount of 50 µg mL-1 DT-COF).
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Fig. S13. (a) Cell viability of MCF-10A and L929 cells incubated with increasing DT-COF (0-500 μg mL-1). (b) Cell viability of MCF-10A, L929 and 4T1 cell lines incubated with different concentrations of DT-COF for 48 h (left) and 72 h (right). (c) Hemolysis rate of different concentrations of TPZ@DT-COF materials.
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Fig. S14. (a) Fluorescence distribution imaging of isolated major organs and tumor tissues. (b) Fluorescence quantitative analysis diagram of corresponding organs and tissues.
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Fig. S15. Body weight change curves of mice in different treatment groups during the treatment period.
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Fig. S16. The comparison of tumor tissue penetration depths for 1PF, 2PF and 3PF.
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Fig. S17. H&E staining of major organs (Heart, Liver, Spleen, Lung and Kidney). Scale bar = 100 µm.
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Fig. S18. The concentration of ALT (a), AST (b), CRE (c) and BUN (d) in blood after treatment with different specimens. e Whole blood active factor levels of mice in each group.
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Fig. S19. H&E images of mouse tumor tissue sections after acute toxicity test evaluation. Scale bars: 100 μm.
Table 1. Kinetic parameters obtained from the fitting of the drug release profiles.
	pH value
	k
	n
	R2

	7.4
	2.99 ± 0.28
	0.411 ± 0.025
	0.97546

	6.5
	11.94 ± 0.44
	0.459 ± 0.017
	0.99098

	5.0
	16.50 ± 0.59
	0.522 ± 0.023
	0.99142

	4.0
	23.96 ± 0.68
	0.476 ± 0.022
	0.97529
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