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Establishment of iron chelation therapy to inhibit the development of MDS

Kobune, Masayoshi
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Most MDS patients eventually require red RBC transfusions for anemia and
consequently develop iron overload. Excess free iron in cells catalyzes generation of reactive oxygen
species that cause oxidative stress, including oxidative DNA damage. However, it is uncertain how
iron-mediated oxidative stress affects the pathophysiology of MDS. We analyzed 8-OHdG levels in
peripheral blood mononuclear cells (PBMC) obtained from MDS patients before and after iron
chelator,deferasirox, administration. We showed that the 8-OHdG levels in MDS patients were significantly
higher than those in healthy volunteers and were positively correlated with SF and chromosomal
abnormalities. Importantly, the 8-OHdG levels in PBMC of MDS patients significantly decreased after
deferasirox administration, suggesting that iron chelation reduced oxidative DNA damage. Thus, excess
iron could contribute to the pathophysiology of MDS and iron chelation therapy could improve the
oxidative DNA damage in MDS patients.
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