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Keapl-Nrf2 regulatory system is an adaptive response to environmental and
endogenous stresses and serves to render animals resistant to chemical carcinogenesis,
other forms of toxicity and inflammation whilst disruption of the pathway exacerbates
these outcomes. The cytoprotective effects of Nrf2 reflect responses mediated by direct
activation of downstream effector genes and through cross-talk with other signaling
networks contributing to cellular plasticity including AhR, NF-kB, p53 and Notchl. In
Ui addition to endogenous signaling molecules such as reactive oxygen and nitrogen
”’”l species, growth factors and oxidized lipids, the Keapl1-Nrf2 pathway can also be induced

by thiol-reactive small molecules including dithiolethiones (e.g., oltipraz), isothiocyanates
(e.g., sulforaphane) and triterpenoids (e.g., CDDO-Im) that demonstrate protective

|, efficacy in preclinical chemoprevention models and in clinical trials. Thus, targeting the
pathway may provide important opportunities for disease prevention.
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