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 , 720p.. 2](#fig2){ref-type="fig"}). While these studies were not directly designed to test the role of oxidative stress as an
inducer of RNS, they are consistent with it, and also, the work with GSH and GSSG suggests that RNS may be produced during
cell death in vitro ([@bib25]; [@bib47]; [@bib53]; [@bib51]). The finding that RNS damage is repaired in the brains of adult

rats by an efficient system that also corrects other damage from free radicals is not new ([@bib14]; [@bib43]; [@bib60];
[@bib7], [@bib6]). Our results support a role for RNS in AD and they also help explain the many conflicting reports of RNS
levels in neurons that can be associated with neuronal damage ([@bib45]). Finally, we demonstrate that the deleterious effects
of GSNO are not restricted to dopaminergic cells, but that they also occur in other cell types. Although we found that GSNO

induced death in a number of cell types, the extent of death was very variable and the parameters used to measure GSNO
toxicity (e.g., duration of exposure and incubation temperature) had a major impact on the sensitivity to the agent. The presence
of GSNO in the incubation medium enhanced cell death in all types of cells tested, but it is likely that the free radical-mediated
toxicity of GSNO is dependent on the presence of cell-permeable species, and it may be that other metabolites of GSNO, such
as GMP, would be more toxic than GSNO in these cells ([@bib3]). The deleterious effects of GSNO were very variable in cell
types, but cell death correlated with the loss of protein thiols in these cells. We propose that thiol groups in these proteins may

be targets of the reactive species generated by GSNO, and we suggest that the effect of GSNO may be to reduce the thiol-
dependent antioxidant capacity of the cell ([@bib41]; [@bib3]). We also found that GSNO, in the presence of a reductant,

induced reactive oxygen species in cells, and we propose that this finding may relate to the interaction of NO with guanylate
cyclase. This work was supported by a grant from the Medical Research Council, United Kingdom (MRC Project 82157476af
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