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Construction of tumor-derived exosome delivery system loaded with
doxorubicin and its antitumor activity in vitro
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Abstract: Objective To extract exosomes from hepatoma cells Hep1-6 and carry out effective inclusion of doxorubicin (DOX) as a
chemotherapy drug to achieve higher targeting activity and killing effect on tumor cells. Methods Gradient centrifugation was used
to prepare and isolate exosomes from tumor cells. The morphology, characteristic marker protein, particle size distribution and
concentration of exosomes were characterized by transmission electron microscopy, Western blotting and nanoparticle tracking
analysis (NTA). Exosomes were effectively loaded with doxorubicin by electroporation to prepare exosomes-doxorubicin (EXO,y).
The tumor killing activity and targeted uptake of EXO,,, and DOX (0.5, 1, 2, 3, 5, 10 ug'mL")were evaluated by CCK-8 and laser
confocal assay. Results EXO, . with good morphology and uniform particle size were prepared with the expression of the
characteristic membrane proteins of exosomes, such as CD63, CD81, and TSG101. The exosomes have good encapsulation
characteristics for DOX under 150 V and 75 uF electroporation condition. Compared with DOX alone, EXO,,, achieve efficient
targeted uptake of tumor cells at the same dose, and further improve the killing effect on tumor cells. Conclusions EXO,,, achieve
higher targeting characteristics and stronger cytotoxic activity against tumor cells.
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