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Progression of fatty liver towards liver failure

Modified from Ruissen et al,
Eur J Enzymol 2020
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NAFLD prevalence
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Cementery for drugs that have failed in NASH therapy
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Batish et al, Free Radic Biol Med. 2022 

NASH may be regarded as a syndrome
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Modified from Cuadrado et al Pharmacol Rev 2018
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NRF2: master regulator of cell homeostasis
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NRF2-based therapeutic strategies for NASH therapy

Modified from Batish et al, Free Radic Biol Med. 2022 

GSK3/β-TrCP
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Regulation of NRF2 stability and its pharmacological targeting 

Cuadrado et al. 2018. Pharmacol Reviews.

Others We

PPI inhibitors
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Dr. José Antonio Encinar
University Miguel Hernández
Alicante
Spain

Chemical libreries
ZINC natural products and SuperNatural II

Structure-based virtual screening (1 M compounds) 
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PHAR theoretically inhibits β-TrCP but not KEAP1

PHAR / KEAP1 PHAR / β-TrCP

11

anton
Stamp



14Fernández-Ginés,  Redox Biol. 2023
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PHAR prevents the TrCP-mediated ubiquitilation of NRF2
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PHAR activates NRF2 in mouse liver
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STAM model of liver degeneration
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Summary
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