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For Keapl-Nrf2 system, we investigated the mechanism of Nrf2 activation by

NMR and found that Nrf2 is dissociated from Keapl by non-electrophilic inhibitors (Nrf2 inducers) or
p62, but is not by electrophilic inhibitors, such as CDDO-Im. While there are two Keapl-binding
sites (DLGex and ETGE motifs) in Nrf2, these non-electrophilic inhibitors preferentially inhibit the
interaction of DLGex, resulting to the intermediate state in which only one binding site, ETGE
motif, interacts with Keapl. These results indicate that there are several Nrf2-activation
mechanisms and non-electrophilic inhibitors activate Nrf2 by using "Hinge-Latch mechanism". This
study provides significant insights for the pharmacological development of new Nrf2 inducers.
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