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Absrrac—Antioxidant vitaming C and E have protective properies in genetic hypertension associated with enhanced
oxidative swess. This study investugated whether vitamins C andior E modulate vasoular function by regulating
enzvmiatic activites of endothelial nitric oxide synthase (2203) and WAD(FIH oxtdase using thoracic sortas of 20- to
212-week-old male spontanecously hypertensive rats (SHE) and their matched normotensive counterparts, Wistar-Eyoto
rats (WETY}. SHE acrtas had impaired relaxant responses to acefylcholine bat not to sodim nitroprusside, despite an
==2-fold increase in eMNO3% activiny and WO release. The levels of superoxide anion (2:7), a potent MO scavenger, and
MWAD(P)H oxidase activity were also 2-fold higher in SHE aoras. Machanical but not pharmacelogical inactivation of
endothelium (by mubbing and 100 pmolT L-WAME, respectively) sigmificantly abrogated O, in both strains.
Treatments of SHE. aertas with MADNE)H exidase inhibitors, namely dipbenyleneiodininm and apocynin, significantly
diminished O, production. The incubation of SHE. aortas with different concentrations of vitamin © (10 to 100 pmolT)
and specifically with hizh concentrations of vitamin E (100 pmol L) improved endothelial function, reduced superoxide
production as well as WADPIH oxidase activity, and increased eX0O35 actviry and MO generation in SHE aortas w the
levels observed in vitamin C- and E-treated WEY zortas. Our resuls reveal endothelial NAD(P)H oxidase as the major
source of vascular Oy n SHE and also show that vitamins C and E are critical in normalizing genetic endothelial
dysfunction through regulation of eNO35 and MAD(EIH oxidase activities. (Hypertersion. 2003;41:534-530)
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