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New strategy for drug development of cerebral ischemia; zinc signal is a potential t
arget

Hara, Hirokazu
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There is increasing evidence that excessive zinc release from presynaptic terminal
s following cerebral ischemia induces neuronal cell death. It was reported that the blockade of free zinc
by zinc chelators abolishes the neurodegeneration induced by cerebral ischemia. These findings support the
concept that zinc is one of mediators of ischemic neuronal cell death. However, the mechanism is not full
y understood. In this study, we addressed molecular mechanisms of zinc-induced neurotoxicity. We demonstra
ted here that zinc-induced apoptosis might be regulated, at least in part, through alterations in splicing
pattern of pro-apoptotic factor Bim. To our knowledge, this is first report showing a novel function of z
inc as a splicing regulator. In addition, we provided evidence that apomorphine, a dopamine receptor agoni
st, protects against zinc-induced neurotoxicity independently of dopamine receptors.
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