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Characterization of protein complex regulating glutamate-induced cell death

Wang, Min
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The accumulation of glutamate, which occurs immediately after ischemia, results
in excessive stimulation of glutamate receptors leading to neurotoxicity. However, clinical application
of glutamate receptor antagonists in stroke treatment has failed since these treatments suppress
postsynaptic glutamate response that is needed for normal brain function. Therefore, alternative
targets/gathwags for therapeutic treatment of ischemic stroke must be sought.

We have been able to demonstrate for the first time that the GIuR2 AMPAR-mediated neurotoxicity is
mediated by a novel mechanism that involve several steps: (1) GAPDH forms a protein complex with AMPAR
through its direct interaction with the GIUR2NT, (2) AMPAR activation promotes co-internalization and
subsequent nuclear translocation of GIuR2 and GAPDH, and (3) the formation of the nuclear GAPDH/p53
complex and the activation of nuclear p53-mediated cell death pathways.
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