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Analysis of the inhibitory effect of tyrosine kinase inhibitors on the mechanism of exosome
production
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Hiroshi Yukawa,” Chitose Oneyama,* Yoshinobu Baba'~

Exosomes are small vesicles secreted by cells and have attracted attention as biomarkers that
contain many important signal transmitters for cancer diagnosis. However, the mechanism of
exosome production from cancer cells remains to be elucidated. In this study, we focused on
the relationship between exosome secretion of cancer cells and oncogenes, and analyzed the
inhibitory effect of molecular targeted drugs that inhibit tyrosine kinases on exosome secretion.
PC3 prostate cancer cells were treated with Dasatinib, a molecular target drug that targets the
Src oncogene, and the amount of exosome secretion was measured. The intracellular Src
change that occurred during treatment were also evaluated.

The results showed that the amount of exosomes secreted from PC3 was reduced by about
50% by 25 nM of Dasatinib. In addition, exosome secretion was not altered by treatment with
three other molecularly targeted drugs that do not target Src. Many Srcs with suppressed
autophosphorylation were detected in PC3 after Dasatinib treatment, suggesting an increase in
intracellular Srcs associated with the suppression of exosome secretion.
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