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Development of new protein-knockdown compounds possessing tumor-inhibitory
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Ertredin was expected to be a protein modulator because of the results in
the mouse cells. We investigated the effect of Ertredin on EGFRvIII, an oncoprotein, transfected to
human glioblastoma cells. EGFRvIII was decreased after addition of Ertredin in brief time, but
ubiquitination of the related protein was not seen. Therefore, Ertredin seemed not having protein
modulator activity. On the other hand, Ertredin induced serine phosphorylation and endocytosis of
EGFRvIII and EGFRwt  non-canonical endocytosis in the human glioblastoma cells. In glioblastoma
cells transfected with EGFRvIII, 7MeErtredin, a relative of Ertredin, having higher inducible
activity of non-canonical endocytosis, promoted the antibody drug complex targeting EGFR (EGFR-ADC)

activity.
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