Supplementary Materials

Mitochondria-Targeted Mesoporous Titanium Dioxide Nanoplatform for Synergistic Nitric Oxide Gas-Sonodynamic Therapy of Breast Cancer
Supplementary material text
Titanium isopropylate (GC, 99.0%) and cetrimonium bromide (CTAB) were purchased from the Sigma-Aldrich Co. Other chemical materials were bought from China National Pharmaceutical Group Corporation. Fetal bovine serum (FBS) and RPMI-1640 medium were purchased from GIBCO. Diagnostic kits for complex IV activity assay, alanine aminotransferase (ALT), aspartate aminotransferase (AST), blood urea nitrogen (BUN) and creatinine (CRE) were purchased from Nanjing Sheng Gong Bioengineering Company.
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Figure S1. Zeta potential change T-TNPs after modification with amino groups and carboxyl groups. The data are presented as the mean ± S.D. (n = 3).
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Figure S2. Average size of T-mTNPs@L-Arg and mTNPs@L-Arg in pure water or 1640 medium for 1, 3 and 5 days. The data are presented as the mean ± S.D. (n = 3).
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Figure S3. Cell uptake of T-mTNPs@L-Arg and mTNPs@L-Arg. (A) Confocal microscope images of MCF-7 cells treated with T-mTNPs@L-Arg or mTNPs@L-Arg, and stained with Hoechst 33258 and Lysotracker Red, scale bar=10 nm. (B) Quantitative FACS analysis of internalization of T-mTNPs@L-Arg or mTNPs@L-Arg.in MCF-7 cells
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Figure S4. Cells stained with hypoxia red detection reagent l in various groups and measured by FACS. The data are presented as the mean ± S.D. (n = 4). *p < 0.05 versus the control groups, #p < 0.05 versus mTNPs@L-Arg.
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Figure S5. FACS analysis of MCF-7 cells after stained with Rhodamine 123 in various treatment. The data are presented as the mean ± S.D. (n = 4). *p < 0.05 versus the positive control groups, #p < 0.05 versus mTNPs@L-Arg.

[image: image6.jpg]© < N o

({o}
(los3uo9 jo) Aysusyuj
Bwo:mowo._os_"_ uea\ aAlle|aYy

(2
2
*
=
<
-
®
"
[ 9
Z
=
g
&8
(2}
2
+
"
o
Z
(=
£
28

-Arg

T-mTNPs@L

snajonN

<




Figure S6. CLSM (A) and FACS (B) detection of MCF-7 cells after incubated with T-mTNPs and T-mTNPs@L-Arg with or without US and stained with DHR. Scale bar=10 nm.The data are presented as the mean ± S.D. (n = 4).
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Figure S7. (A) TUNEL fluorescent staining images of the tumor sections from mice from each group. The blue fluorescence indicated the location of the cell nuclei, and the green fluorescence indicated the location of the apoptotic cells; the scale bars =100 μm. (B) Tumor apoptotic rate analysis according to TUNEL imaging. Data are presented as the mean ± S.D. (n = 4). *p < 0.05 versus mTNPs@L-Arg.
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