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Non-platinum complexes are currently raising a broad interest as anticancer drug
candidates as they may display mechanisms of action that differ from cisplatin
and oxaliplatin. Half-sandwich iridium(lll) complexes including various coligands
are investigated to this purpose but their mode of actioniis still poorly understood.
In this line, we first prepared and investigated a library of Ir complexes featuring
C~N phenyloxazoline ligands to perform a structure-activity relationship study. In
vitro, all complexes catalyzed the oxidation of the coenzyme NADH to NAD but
only a subset produced a detectable amount of H203. In vivo, most complexes
raised the intracellular level of H202, which may explain their cytotoxicity to Hela
cells. Next, a BODIPY fluorescent reporter group was appended to one of the
phenyloxazoline ligands and the complex efficiently tracked within cells. Finally,
we applied achemical proteomics approach toidentify the protein targets.
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