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Type 11 NADH dehydrogenase (NDH-2) has emerged as a potential therapeutic
target for drugs targeting human pathogenic bacteria and parasites, because mammals have only
proton-pumping NADH dehydrogenase (complex I) but not NDH-2. In order to develop highly selective
effectiveness inhibitors, it is necessary to understand the reaction mechanism of NDH-2 and its
structural basis and investigate the interaction between protein and inhibitor at the level of a
molecule. Furthermore, the binding sites of the substrates, NADH and ubiquinone, have to be
identified. A crystal structure of yeast NDH-2 (Ndil) in complex with ubiquinone has already been
revealed, but there has been controversy regarding the physiological ubiquinone binding site. In the

present study, the inherent ubiquinone-binding site of yeast Ndil was identified by structures
binding novel competitive- and mixed-type inhibitors, and biochemical analysis.
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1 Ndil UQ:
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Interactin
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structure
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