
RESULTS

Patients with suspected portal hypertension secondary to NASH cirrhosis 
were screened for NAVIGATE (NCT04365868), a global seamless, 
adaptive phase 2b/3 study2 of belapectin, a galectin-3 inhibitor.1

NASH cirrhosis was diagnosed clinically and confirmed with a liver biopsy. 
The local histology slide(s) were reviewed centrally by an adjudicator.

The diagnosis of portal hypertension (PH) was met if platelet count was ≤ 
150 x103/µL or, if at least two of the following were present: a spleen 
diameter ≥ 14 cm, a liver transient elastography stiffness ≥ 20 kPa, or the 
presence of abdominal collaterals by clinical inspection or imaging 
(ultrasound, CT-scan, or Magnetic Resonance Imaging). Hemodynamics
measure to determine the hepatic venous pressure gradient are not 
performed.

After these criteria were met, upper gastro-intestinal endoscopies were 
performed by local operators according to specific study guidelines. A 
color video of the endoscopies was recorded locally and was centrally 
reviewed independently by two experienced endoscopists. In case of 
discrepancies between these two reviewers regarding the presence or the 
size of a varix, a third experienced reviewer adjudicated the diagnosis. 

An esophageal varix was called with the following criteria: serpiginous 
aspect, blue color, and persistence on insufflation. Esophageal varices 
were further classified as small (veins < 5 mm in diameter minimally 
elevated above the esophageal mucosal surface), medium (tortuous veins 
> 5 mm in diameter occupying less than one-third of the esophageal 
lumen), and large (tortuous veins > 5 mm in diameter occupying more than 
one-third of the esophageal lumen (including large fundal varices). Gastric 
varices were classified as present or absent, and sub-classified as an 
extension of esophageal varices or isolated gastric varices.

Eligibility criteria to proceed to randomization required the absence of 
oesophageal and gastric varices, a platelet count above 50 103/µL, a 
serum albumin above 3.5 g/L, an International Normalized Ratio below 1.5, 
an estimated glomerular filtration rate above 45 mL/mn, a Model for End-
Stage Liver Disease below 12, a Child-Pugh score below 7 (CP-A), and 
the absence of a cirrhotic decompensation event.

Patients with compensated NASH cirrhosis and clinical signs of 
portal hypertension may be at a higher risk of esophago-gastric 
varices. 

Esophago-gastric varices are asymptomatic until they can be 
recognized through an external bleeding, a dramatic event that 
can be life-threatening and must be prevented. 

Upper gastro-intestinal endoscopies can detect asymptomatic 
varices and potentially lead to a therapeutic intervention, but 
access to this procedure is generally limited to patients that are 
perceived to be at the highest risk of bleeding.

However, for an individual patient with portal hypertension the 
risk of bleeding is difficult to predict.

As few data is available, we examined the prevalence, aspect of 
esophageal and gastric varices, as well as other anatomical 
findings, in a prospective ongoing cohort of compensated NASH 
cirrhosis patients with clinical signs of portal hypertension who 
went through a standardized upper gastrointestinal endoscopic 
examination, validated with a centralized adjudication system.

In our study, while the majority of patients with compensated NASH cirrhosis and clinical signs of portal hypertension have not yet developed 
esophageal varices, nearly a third do. When diagnosing an esophageal varix, adjudication on the presence or absence of varices appears 

necessary to address inter-observer variability. This adjudication is particularly important in the context of a potentially pivotal clinical study 
such as NAVIGATE2 where the primary prevention of varices is designed as a primary outcome of efficacy. The necessity to adjudicate the size 

of varices, even when considered medium of large, is also a notable finding. Contrary to esophageal varices, gastric varices are infrequent in 

this patient population. The most frequent gastric finding is the presence of a portal hypertensive gastropathy. This is consistent with the studied 
population; however, this diagnosis was not adjudicated. Upper gastro-intestinal endoscopies were well tolerated and appeared safe. In this 

population, because of the frequent presence of varices, the unpredictability of their size, and the good tolerance and apparent safety of the 
procedure, endoscopies are clinically beneficial. NAVIGATE is ongoing and more data will be collected to help tighten confidence intervals 

around reported frequencies.
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Prevalence of esophageal and gastric varices in patients with 
compensated non-alcoholic steatohepatitis (NASH) cirrhosis 
and portal hypertension. Data from the NAVIGATE study

DISCUSSION

Intervention Before Escalation: When to Intervene in Cirrhosis

A total of 256 index upper gastro-intestinal endoscopies were performed and 255 were evaluable. Patients’ mean (SD) age was 
61(8) years old, and 56% were females. Esophageal varices were present in 70/255 (27%) patients, of which 21/70 (30%) needed 
confirmation on presence/absence by adjudication, and 25 /70 (36%) needed adjudication on size.  Of the esophageal varices, 40/70 
(57%) were small, 23/70 (33%) were medium, and 7/70 (10%) large.  Esophageal varices were absent in 185/255 (73%) patients. 
Gastric varices were present in 5/255 (2%) patients. In addition to varices, portal hypertensive gastropathy was the most fre quent 
abnormality noted and was reported in 30/255 (12%) patients. There were no specific findings for the duodenum. Endoscopies were 
well tolerated and appeared safe.


