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Inhibition mechanism of IACS-010759 on mitochondrial respiratory complex I, a
potent inhibitor of hypoxic tumor cells
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The small molecule IACS-010759 (1ACS), found as an anti-cancer drug seed of
hypoxic tumor cells, interferes with the functions of NADH-quinone oxidoreductase (complex 1) in the
nggchondrial respiratory chain. In this study, we investigated the detailed mechanism of action of
We synthesized IACS and examined its effect on bovine mitochondrial complex I. We found that
inhibition by IACS of reverse electron transfer is more efficient than that of the forward reaction,
contrary to the other complex I inhibitors. Furthermore, we synthesized a photoreactive IACS probe
and examined the labeling site on complex I. The labeling site differed from that of known complex I

inhibitors.
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