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Figure S1. The structure and functions of Nrf2.
The Keap1-Nrf2 pathway is the primary regulator of the cytoprotective responses to endogenous and exoge-
nous stresses. Nrf2 is a transcription factor consisting of seven functional domains (Neh1-7). Under normal 
physiological conditions, the Neh2 domain binds to Keap 1 through two binding sites, a high-affinity binding 
site with an ETGE motif and a low-affinity site with a DLG motif. Under oxidative stress, the Nrf2–Keap1 inter-
action is resolved. The free Nrf2 translocates to the nucleus and heterodimerizes with one of the small Maf 
proteins, and activates the ARE (antioxidant response element) site. Disruption of the interaction between Nrf2 
and Keap1 triggers the activation of the Nrf2 pathway; Nrf2/Maf complex activates the ARE-dependent gene 
expression of a series of antioxidative and cytoprotective proteins and plays a significant role through its anti-in-
flammatory, antioxidant, detoxification, autophagy, and proteasome actions. (ARE: Antioxidant Response 
Element, CREB protein: cAMP-response element-binding protein, b-TrCP: Beta-transducin repeat-containing 
proteins, Keap1: Kelch-like ECH-associated protein 1, Maf: musculoaponeurotic fibrosarcoma oncogene homo-
log, NADPH: Nicotinamide adenine dinucleotide phosphate, Neh: Nrf2-ECH homology domain Nrf2: Nuclear 
factor (erythroid-derived 2)-related factor 2, RXRα: Retinoid X receptor alpha).


