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Abstract:

The risk of cardiotoxicity is the most serious drawback to the clinical usefulness of anthracycline antineoplastic antibiotics, which

include doxorubicin (adriamycin), daunorubicin or epirubicin. Nevertheless, these compounds remain among the most widely used

anticancer drugs. The molecular pathogenesis of anthracycline cardiotoxicity remains highly controversial, although the oxidative

stress-based hypothesis involving intramyocardial production of reactive oxygen species (ROS) has gained the widest acceptance.

Anthracyclines may promote the formation of ROS through redox cycling of their aglycones as well as their anthracycline-iron com-

plexes. This proposed mechanism has become particularly popular in light of the high cardioprotective efficacy of dexrazoxane

(ICRF-187). The mechanism of action of this drug has been attributed to its hydrolytic transformation into the iron-chelating me-

tabolite ADR-925, which may act by displacing iron from anthracycline-iron complexes or by chelating free or loosely bound cellular

iron, thus preventing site-specific iron-catalyzed ROS damage. However, during the last decade, calls for the critical reassessment of

this “ROS and iron” hypothesis have emerged. Numerous antioxidants, although efficient in cellular or acute animal experiments,

have failed to alleviate anthracycline cardiotoxicity in clinically relevant chronic animal models or clinical trials. In addition, studies

with chelators that are stronger and more selective for iron than ADR-925 have also yielded negative or, at best, mixed outcomes.

Hence, several lines of evidence suggest that mechanisms other than the traditionally emphasized “ROS and iron” hypothesis are in-

volved in anthracycline-induced cardiotoxicity and that these alternative mechanisms may be better bases for designing approaches

to achieve efficient and safe cardioprotection.
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