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Key Points T Bile Acid Signaling Pathways in NASH

A Bile acids as signaling molecules with hormonal functions

i Bile acids = steroid hormones, ent@rohepaticohormones
I Signal during their enterohepatic circulation, pool cycles 4-6x/d
I Central role in control of metabolism, inflammation and gut integrity / microbiota

A Defective bile acid (FXR-FGF19) signaling in NAFLD/NASH *

i Role of serum / fecal bile acids as prognostic signature n severity of NASH / fibrosis *
i Bile acid toxicity could contribute to cellular injury and carcinogenesis °

A Good rationale and opportunities for therapeutic modulation of bile
acid signaling in NAFLD/NASH
I FXR-FGF19 (gut-liver) axis; TGR5?
I norUDCA (independent of FXR / TGR5)

1: Nobili et al., Liver Int 2018; Jiao et al., Gut 2018
2: Lelouvier et al., Hepatology 2016; Puri et al., Hepatology 2018 Reviewed in: Arab et al., Hepatology 2017
3: Yoshimoto et al., Nature 2013 Arab, Arrese & Trauner, Annu Rev Pathol 2018



Bile Acid Signaling as Therapeutic Target
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A Metabolic GLP-1 effects
(clinical / liraglutide in NASH)

A Cholangioprotective effects?
(preclinical data)

Trauner et al., Hepatology 2017; 65: 1393-1404



BAs as Key
Regulators of TG
& Glc Metabolism

In NAFLD
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Arab JP, Karpen SJ, Dawson PA, Arrese M, Trauner M. HEPATOLOGY 2017; 65: 350-362



Steroidal and Non-steroidal FXR Agonists

A OCA first-in-class steroidal FXR ligand (phase 3, approval in PBC)

A Non-steroidal FXR ligands - no BA structure (phase 21 examples):
i Different pharmacokinetics, efficacy & AE profile (pruritus, cholesterol)?
I Efficacy signals in phase 2 studies
i PX-104 (NASH), GS-9674 (Cilofexor i PBC, PSC, NASH)
i LIN452 (Tropifexor i PBC, NASH), LMB763 (NASH)
i EDP-305 (NASH, PBC), EYP0OO1 (NASH), MET409 (NASH)

Schaap, Trauner & Jansen, Nature Rev Gastro Hep 2013
Also see: Trauner et al., Hepatology 2017



