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Non-Alcoholic Steatohepatitis (NASH) 

 

 

About Non-alcoholic Steatohepatitis 

Non-alcoholic fatty liver disease, or NAFLD, is the accumulation of excessive fat in liver cells in the form 

of triglycerides, a process known as hepatic steatosis, that is not associated with alcohol abuse. It is 

normal for the liver to contain some fat. However, if more than 5%-10% of the liver’s weight is fat, then 

it is called a fatty liver. A subgroup of NAFLD patients have liver cell injury and inflammation 

(steatohepatitis) in addition to excessive fat. Progression of this condition leads to non-alcoholic 

steatohepatitis, or NASH. Patients with NASH can develop fibrosis, a fibrous scarring of the liver, and 

ultimately cirrhosis of the liver. Typically scored on a scale of 1-4, also referred to as F1-F4, fibrosis in its 

earlier stages has been shown to be reversible, but in its most advanced stage results in cirrhosis, which 

is understood to be a more advanced, irreversible scarring of the liver, potentially leading to 

hepatocellular carcinoma (HCC) or requiring a liver transplant. 

NASH is widely considered to be the liver expression of metabolic diseases related to type 2 diabetes, 

insulin resistance, obesity, hyperlipidemia and hypertension.  NASH is estimated to affect approximately 

1.5% to 6.5% of the population in the developed world. NASH and NAFLD are now considered the 

number one cause of liver disease in Western countries. 

Currently, there are no approved treatments for NASH and new effective treatments are urgently 

needed, particularly in the setting of advanced fibrosis. 

 

EDP-305 Our Farnesoid X Receptor (FXR) Approach for the Treatment of NASH 

FXR Scientific Background 

FXR is a nuclear hormone receptor that functions to modulate gene expression in response to various 

metabolic stimuli. FXRs are expressed at high levels in the liver and intestine. Bile acids have been 

identified as important physiological ligands for FXRs, able to bind and activate the receptor. The 

downstream gene modulation resulting from bile acid engagement of FXRs not only contributes to the 

regulation of bile acid synthesis and metabolism but is also involved in a number of other metabolic 

processes, in particular lipid metabolism. More recently, it has been discovered that bile acids, via FXR, 

are able to promote insulin sensitivity and decrease lipid synthesis in the liver. In addition, studies have 

shown that bile acid-dependent FXR activation is able to provide beneficial effects on fibrosis in the liver 

as well. For these reasons, FXR is considered to be a viable target for NASH. 
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Clinical validation of the FXR agonist mechanism has been demonstrated by the FXR agonist OCA, and 

we believe that there is an opportunity for the development of a treatment that shows improvements in 

potency and efficacy, as well as reductions in potential safety liabilities, for the treatment of NASH. 

EDP-305, our lead FXR agonist candidate, represents a new class of FXR agonists that has been designed 

to take advantage of increased binding interactions with the receptor. This non-bile acid class contains 

steroidal and non-steroidal components and does not contain the carboxylic acid group that can lead to 

the formation of taurine and glycine conjugates normally associated with bile acids, which may also be 

present in other classes of FXR agonists. 

EDP-305 Clinical Studies 

Phase 1 clinical results were announced in October 2017 that support further exploration of the FXR 

mechanism.  Topline clinical results from Enanta’s Phase 2a clinical study were announced in September 

2019 and can be found on our website by clicking here. 

  

 

 

https://www.enanta.com/investors/news-releases/press-release/2019/Enanta-Announces-Positive-Results-of-ARGON-1-Study-of-its-lead-FXR-Agonist-EDP-305-for-the-Treatment-of-NASH/default.aspx

