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Study on the method to avoid vascular toxicity of epirubicin and fosaprepitant
using cultured endothelial cells in vitro
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The combination of intravenous Proemend containing fosaprepitant meglumine,
a prodrug for aprepitant (FAP), and Tween 80 and chemotherapy with anthracyclines, such as
epirubicin (EPIl), can cause infusion-site adverse events in clinical practice. In immortalized human
umbilical vein endothelial (HUEhT-1) cells, the cytotoxic effects of FAP, EPI, diluted Proemend
with culture medium and Tween 80 alone, and a combination of FAP and EPI, were evaluated. FAP, EPI
and diluted Proemend exhibited cytotoxicity in a concentration-dependent manner and marked synergic
cytotoxicity was observed between FAP and EPI. The washing of the cell surface following incubation
with diluted Proemend containing FAP and Tween-80 eliminated the synergic cytotoxicity of EPI
applied thereafter. In addition, lovastatin, a 3-hydroxy-3-methylglutaryl coenzyme A reductase
inhibitor, remarkably reduce the cytotoxicity of EPI combined use of FAP by suppressing the
production of reactive oxygen species (ROS).
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(Sato Y et al., J Cancer. 2014;5:390-397, Tsuda T et al., Mol Clin Oncol. 2016;4:603-
606)

(Yamasaki M, Oda K et al., Mol Clin Oncol. 2019;11:43-49)
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