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Figure S1. The representative TEM images of native ADI.

Figure S2. Circular Dichroism (CD) analysis of native ADI, SIT-n(ADI), and WIT-n(ADI).
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Figure S3. The cellular uptake of WIT-n(ADI). (A) Fluorescence microscopy images of HUVEC 
cells, H22 cells, and RAW264.7 cells after 24 h of incubation with native ADI, SIT-n(ADI), and 
WIT-n(ADI). Left: ADI was labeled with FITC (green). The cells were stained with 4′,6-diamidino-
2-phenylindole (DAPI, blue, for nuclei). Right: ADI was labeled with Rhodamine B (red). The cells 
were counterstained with DAPI and FITC-Phalloidin (green, for F-actin). (B) The cellular uptake 
of native ADI, SIT-n(ADI), and WIT-n(ADI) by cells were assessed by flow cytometry. Rhodamine 
B signal was detected.

Figure S4. Mice were injected with PBS, native ADI, SIT-n(ADI), and WIT-n(ADI). The ADI 
equivalent was ~1 mg. After 24 h and 120 h, the ratio of citrulline to arginine in tumor tissues was 
measured.



Figure S5. The radiant efficiency of Cy5.5-labeled native ADI, SIT-n(ADI), and WIT-n(ADI) in 
organs harvested from mice with or without cardiac perfusion.

Figure S6. The accumulation of Cy5.5-labeled native ADI, SIT-n(ADI), and WIT-n(ADI) in the 
liver section of mice treated with cardiac perfusion was evaluated using a fluorescence microscope.

Figure S7. The body weights of mice in different groups were measured every 3 days for 21 
consecutive days. 


