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    Abstract

        Cadmium is known to exhibit high affinity for thiol groups and may therefore severely disturb many cellular functions. We have demonstrated that the control of mitochondrial redox balance and oxidative damage is one of the primary functions of mitochondrial NADP+-dependent isocitrate dehydrogenase (IDPm). When exposed to cadmium, IDPm was susceptible to loss of enzyme activity and structural alterations. Site-directed mutagenesis confirms that binding of cadmium occurs to a Cys379 of IDPm. We examined the antioxidant mechanism-mediated protective role of IDPm against cadmium-induced apoptosis with human embryonic kidney 293 cells transfected with the IDPm cDNA in sense and antisense orientations. As a result, we observed a clear inverse relationship between the amount of IDPm expressed in target cells and their susceptibility to cadmium-induced modulation of cellular redox status and apoptosis. In addition, loss of glutaredoxin (Grx, thioltransferase) activity by cadmium was more pronounced in antisense cells compared with the sense cells. When oxalomalate, a competitive inhibitor of IDPm, was administered to mice, inhibition of IDPm and Grx and enhanced susceptibility to apoptosis were observed upon their exposure to cadmium. These results suggest that IDPm plays an important protective role in cadmium-induced apoptosis by maintaining cellular redox status and by protection of Grx activity.

      
Footnotes
	
        This work was supported by a grant from the Korea Science and Engineering Foundation (R01-2004-000-10328-0).

      
	
        ABBREVIATIONS: ROS, reactive oxygen species; GSH, reduced glutathione; Trx, thioredoxin; Grx, glutaredoxin; GSSG, oxidized glutathione; ICDH, isocitrate dehydrogenase; IDPm, mitochondrial NADP+-dependent isocitrate dehydrogenase; HEK, human embryonic kidney; DTT, dithiothreitol; NEM, N-ethylmaleimide; DTNB, 5,5′-dithio-bis(2-nitrobenzoic acid); ANSA, 8-anilino-1-naphthalene sulfonic acid; PI, propidium iodide; HA, hemagglutinin; DCFH-DA, 2′,7′-dichlorofluorescin diacetate; PARP, poly(ADP-ribose) polymerase; Ac-DEVD-p-NA, N-acetyl-Asp-Glu-Val-Asp-p-nitroanilide; PBS, phosphate-buffered saline; PCR, polymerase chain reaction; G6PDH, glucose 6-phosphate dehydrogenase.
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