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Keapl/Nrf2 and HSP90/HSF-1 pathways play a central role in combatting cellular
oxidative damage and related endoplasmic reticulum stress. Electrophilic compounds have been shown to be
activators of these transcription-mediated resgonses. We hypothesized that the para-hydroqguinone moiety
was critical for this activation because it enhanced transcription of these neuroprotective pathways to a
greater degree than that of the corresEonding ortho-hydroquinone isomer. This notion was based on the
differential oxidation potentials of the isomers for the transformation of the hydroquinone to the
active, electrophilic quinone species. Here, to further test this hypothesis, we synthesized a pair of
para- and ortho-hydroquinone-based proelectrophilic compounds and measured their redox potentials using
analytical cyclic voltammetry. The redox potential was then compared with functional biological activity,
and the para-hydroquinones demonstrated a superior neuroprotective profile.
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