Evidence for Q site of mitochondrial complex |11 asthe source of increased production of
superoxidein cardiac myocytes after transient exposure to hydrogen peroxide
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Oxidative gress is a feature of card@scular disease. have previously shown that exposure of adult
guinea-pig ventricular mygtes to 3@M hydrogen peroxide (50,) for Smin results in increased mitochondrial
superoxide production. This causes a 2-fold increase in protein synthesis, suggesting truuserd & HO,
may be sufficient to induce cardiagpertroply in cardiac myocytes. Previous results suggested the source of
superoxide ws distal to complel. We performed additional experiments to further explore the site of
superoxide production. &xposed myocytes to 7nM myxothiazol that binds at compleQ , ROS generation
site and gamined superoxide generation assessed as changes in dihydroethidium (DHE) fluorescence after
exposing myocytes to 3M H,O, for Smin then 10U/ml catalase for 5min. Myxothiazol completely attenuated
the increase in DHE signal (n=1850.05). In addition 7nM stigmatellin that also binds at compileQ, ROS
generation site attenuated the DHE signal 63% (p=<8,05). Havever, exposing myocytes to 7nM antimycin
A that binds at complelll Q; ROS generation site did not alter the DHE signal after exposure t39,0.,,.

These data suggest the source of ROS production after transient exposie ithe Q, site of compl I1l.

We have confirmed the results by assessing changes in DHE fluorescence in the myocytes in the presence o
mitochondrial compbe substrates administeradia the patch-pipette. Compléll may represent a possible site

to target in the prention of the deelopment of cardiac hypertroplassociated with oxidate gress.
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