NRF2 activator attenuates the progression of nonalcoholic steato-hepatitis
The Environmental Response V (NASH) in diet-induced NASH mice
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Compound X prevented the progression of NASH in CDAHFD-induced NASH mice
Background In vitro 2 : The effects of compounds on antioxidant response element (ARE)-mediated P P Prog

transcriptional activity was evaluated using HEK293T cells stably transfected with nano-luc 300, Plasma ALT (IU/L) 600, Plasma AST (IU/L) 2500, Liver weight (mg)
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Nonalc.oho.lic s.teatohepa.\titis (NASI._I.) s a cor.nple>.< disease characteri;ed by liver ARE reporter plasmid. The cells were incubated with compounds for 6 h.
steatosis with inflammation (hepatitis) and fibrosis and can progress into .. 20001 T
cirrhosis or liver cancer. Lipid accumulation, oxidative stress and inflammation In vivo oo . s B . T T
are important pathophysiological mechanisms in NASH. NRF2 activators could ' 3 s . . f 2 T S1500{ ‘} T i .
suppress these pathways and could be NASH therapeutic agents. There are ® Animal: 8w Male C57BL/6 mice (n=8) %400 T i 5 . o -§ . J_ | L%
some potent NRF2 activators, such as oltipraz, sulforaphane and bardoxolone ® Diet: CDAHFD (choline-deficient, amino acid-defined, high-fat : i ’E : : "'t 4l TF = 1000 R
methyl that are electrophilic compounds binding to cysteine residues of KEAP1, dietA06071302, Research diet) 200, y ™ =L :
an endogenous inhibitory protein of NRF2. To identify NRF2 activator without ® CDAHED diet duration: 6 weeks 2001
off-target effect, we are trying to discover non-electrophilic KEAP1-NRF2 ® Treatment period: 6 weeks ion
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GST: glutathione S-transferase Compound X increased ARE- reporter activity E 2
Keap1-Nrf2 TR-FRET assay Reporter assay in cells E
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Compound X marker, TBARS in the liver in CDAHFD-induced NASH mice
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*2FLU = code No. of Crystal Structure of the Kelch-Neh2 Complex (Protein Data Bank) °
T . . We discovered a potent KEAP1-NRF2 interaction inhibitor, compound X that strongly activated NRF2 in vivo, and
“ E . ° E ° prevented NASH progreSSion in diet-induced mouse NASH model. CompOund Xis eXpeCted as a NASH treatment.
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In vitro 1 : The inhibitory activity of NRF2-KEAP1 binding of the compounds : - = Nrf2 activator
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