(®)
2014 2015

Development of iron control cancer therapy
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Iron overload is known to cause cancer. We previously reported that iron
depletion inhibited cancer cell proliferation and conversely induced angiogenesis. Since sorafenib has an
anti-angiogenic effect by its inhibitory targeting VEGFR, we hypothesized that sorafenib could_complement
the anti-cancer effect of iron depletion. Human hepatocarcinoma HepG2 and HLE cells were used in this
study. Deferasirox, iron chelator, enhanced the inhibitory effect of sorafenib on cell viability.
Sorafenib combined with deferasirox synergistically inhibited the cell cycle and induced apoptosis. We
retrospectively investigated HCC patients that were treated with sorafenib (n=58). Low iron conditions
(high TIBC and low ferritin groups) prolonged overall survival. These results suggested that ron
depletion by deferasirox has the potential to be a novel combination chemotherapy with sorafenib in
clinical study.
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