


Review of recent clinical trials of NASH 



Dr Raluca Pais

Institute of Cardiometabolsimeand Nutrition 
(ICAN) 

HopitalPitié Salpetriere

Paris , France 

Review of recent clinical trials 
of NASH 



TARGET POPULATION FOR TREATMENT July 11 & 12, 2019
Inst itut  Pasteur

Organized by

Scient ifi c commi ttee
Quent in Anst ee
Pierre Bedossa

Laurent  Castera
Jean- Franýois Dufour

Scot t  F riedman
Fabio Marra

Phil ippe Mat hurin
Veronica Mil ler

Frank Tacke
Michael Trauner

Arun Sanyal

Virginia Commonw ealt h
Universit y School of Medicine,

Richmond, Virginia, USA

Hħpit al Haut epierre
Hħpit aux Universit aires
de St rasbourg, France

Law rence Serfat y

NAFL NASH

NASH

NASH
CIRRHOSIS

No/Mild Fibrosis (F0 F1) 

Significant Fibrosis (F2) 

Advanced Fibrosis (F3)

High risk of 
progression 

Fibrosis reversal (Җ F3)
Prevent decompensation



Disease Activity

D
is

e
a

se
 s

ta
g
e

 (
fib

ro
s
is

) 
 

LIFESTYLE ONLY METABOLIC

TARGET:METABOLIC 
INFLAMMATION 
FIBROSIS 

ANTI FIBROTIC 

0
2

2

4

4

TAILOR TREATMENT 

Fibrosis regression ? 
ANTI NASH DRUG 

A
c
c
e
p

te
d

 A
rt

ic
le

This article is protected by copyright. All rights reserved. 

 

  



Å Dual biopsy studies confirm the relevance of NASH in fibrosis progression 
Pais, J Hepatol2013, Mc Pherson, J Hepatol2015

Å Baseline activity and changes in activity during FU predicted fibrosis progression 
Kleiner, Sanyal, AASLD 2016

Å Patients with NASH on the index biopsy progressed at twice the rate of those with steatosis  (MA)
Singh, CGH 2014
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ELAFIBRANOR	ς	Phase	IIb	GOLDEN	trial	
	 	 	Dual	PPAR	h/ 	ɻ	

274	adult	patients	with	histological	evidence	of	NASH	;		
International	RCT	(Europe,	US)		

Elafibranor	80	mg		 Elafibranor	120	mg		 Placebo		

1	year		

1	Endpoint:		
Resolution	of	NASH	with	no	

worsening	of	fibrosis		

2nd		Endpoint:		
Change	in	NAS,	fibrosis,	liver	

enzymes,	lipids,	metabolic	markers,	
safety			

Ratziu,	Gastroenterology	2016		

Resolution of any of: 
steatosis or ballooning or 
lobular inflammation



GOLDEN 505:  Resolution of NASH without worsening of 
fibrosis  

Protocol defined (resolution of any of: 
steatosisor ballooning or lobular 
inflammation) 
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Ratziu, Gastroenterology2016 

Modified definition (no ballooning, 
none or mild lobular inflammation)

ITT
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Milder disease, higher 
placebo response

Ratziu, et al. Gastroenterology.2016

Protocol defined vs. modified NASH resolution Response according to baseline fibrosis

b - all patients; c- those with EOT biopsy
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Beneficial on NASH components and fibrosis 
improvement in Responders to Elafibranor120 mg 

Ratziu, Gastroenterology2016 


