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The Keapl-Nrf2 pathway is the body’ s principle inducible defense against
electrophilic and oxidative stress, and as such plays an important role in cellular homeostasis and
human health. In order to study the molecular mechanism of Keapl-dependent Nrf2 regulation, | used a

new mouse model of Nrf2 activation, in which the weak binding DLG motif has been mutated into an
additional ETGE motif, which binds tightly to Keapl. Analysis of this mouse revealed no change in
the oxidative stress response, suggesting that the release of the DLG motif is not required for Nrf2

activation in response to electrophilic inducers. This approach was complemented by in vitro
studies of the Keapl-Cul3 complex, which revealed that the majority of Nrf2 inducers do not impact
the composition of the Keapl-Cul3 complex.
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