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Search for therapy of transfusion iron overload by targeting macrophage
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We have explored theraﬁeutic agents for transfusion iron overload, using
human monocyte/macrophage cell line THP-1 and hemin.

We could demonstrate that roading of hemin on macrophage induced ROS (reactive oxygen species)
generation and LIP (labile iron pool) elevation and resulted in cell death, but non-heme iron did
not. Among three iron chelators, deferasirox (DSX) most effectively suppressed hemin-induced cell
death with low concentrations. Statins, cholesterol lowering agents, could suppress hemin-induced
cell death. Addition of statin on DSX could enhance suppressive effects. Eltrombopag (ELT), an TPO
receptor agonist, suppressed hemin-induced cell death more potently than DSX. Addition of statin on
ELT could enhance suppressive effects. Moreover, combination of DSX and ELT enhance suppressive
effects more than single use.
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