Supplemental Materials
Pharmacological Inhibitors

BQ-123 has been shown to be a selective ET, receptor antagonist (Sakamoto et al, 1993) with
an ICsg value of 0.4 uM (Maurice et al, 1997). A concentration of 1 uM of BQ-123 was shown to
prevent the response to ET-1 in cerebral arteries and therefore we used this concentration in
the present study (Lee et al, 2007).

BQ-788 has been shown to be a selective ETg receptor antagonist (Ishikawa et al, 1994) with an
ECso value of 21+6 nM in cultured melanocytes (Sharif and Crider, 2011). In a previous study, 1
uM of BQ-788 was shown in the cerebrovasculature to inhibit ETg receptor activation
(Zuccarello et al, 1998), and therefore we used this dose in the present study.

Apocynin has been described as a potent NAD(P)H oxidase inhibitor (Van den Worm, 1996) with
an ECsgvalue of 61.33 uM (Kalyanaraman et al, 2010). Because 100 uM of apocynin was shown
to inhibit superoxide production in cerebral arteries (Mayhan et al, 2009), we used this
concentration in the present study.

FeTMPyP has been shown to be an efficacious peroxynitrite decomposition catalyst with an
ECso value of 3.5 uM (Salvemini et al, 1998). In addition, according to the manufacture’s catalog
(Calbiochem), FeTMPyP can also catalytically decompose superoxide radicals. We used
FeTMPyP at a concentration of 10 uM in vitro and a dose of 10 mg/kg in vivo as these
concentrations have been previously shown to be efficacious under these conditions,
respectively (Imam et al, 1999; Salvemini et al, 1998).
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