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Molecular mechanism of neuroprotective activity of geldanamycin
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Geldamamycin (GA), a potent inhibitor of HSP-90, shows neuroprotective
effect in a low concentration. We found that an analog that removed the carbamoyl group at the 7
position also show a potent neuroprotective activity. Thus the purpose of this research is to
elucidate an unknown mechanism of this neuroprotective activity by GA. We synthesized two probe
molecules which contains biotin-linker on the bais of SAR of DCGA. However,pull-down assay using
this biotin-probes did not give any new proteins. Proteome analysis dose not shows the difference
between GA and DCGA. Thus we concluded that the neuroprotective effect by GA is induced by its
binding to HSP-90 although the binding is very weak.
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