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OS-034 Corticosteroids are ineffective in individuals with severe alcohol-associated hepatitis and early 
spontaneous improvement: a multicenter randomized controlled trial

• Severe alcohol-associated hepatitis (AH) is a life-threatening disease for which corticosteroid therapy is 
recommended in the absence of contraindication.

• A significant proportion of patients with severe AH have a spontaneous serum bilirubin decrease early after 
admission.

Aim: To determine whether corticosteroid therapy is more effective than placebo in individuals with severe 
AH and early spontaneous improvement. 

Background & Aims

Methods

Population

• Multicenter, randomised, controlled trial.

• February 2018 and May 2024 in 10 Belgian hospitals .

• 69 patients.

• Age 18 or older, heavy drinkers, recent onset of jaundice, with 

a biopsy-proven severe AH (mDF ≥ 32 at admission).

• With a spontaneous early improvement (i.e. serum bilirubin 

level decrease > 10% at day 5-10 after admission).

• Corticosteroids (CS) 

(methylprednisolone 

32 mg/d).

• Placebo (P).

28-days treatment
Primary endpoint was to compare 3-

month mortality rate between both groups 

of treatment. 

Secondary endpoints were to compare 

1-month mortality rate and infection rate 

during study period between both groups.

Endpoints
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FGF21 analogues

Chui et al, Trends Endoc Met, 2024

Geng et al, Nat Rev Endoc, 2020

Increase short half life 

→ PEGylating

→ Conjugation with Ig

FGF21

↑Adiponectin



LB25112 Efruxifermin improves fibrosis in participants with compensated cirrhosis due to MASH: results 
of a 96-week, randomized, double-blind, placebo-controlled, phase 2b trial (SYMMETRY)

• Metabolic dysfunction-associated steatohepatitis (MASH) is a leading cause of cirrhosis, which can lead to 
liver failure, hepatocellular cancer, need for transplant, or death.

• There are no approved treatments for cirrhosis due to MASH. Efruxifermin is a bivalent fibroblast growth 
factor 21 (FGF21) analogue in development for treatment of MASH.

Aim: To assess the efficacy and safety of efruxifermin for 96 weeks in participants with cirrhosis due to MASH. 

Background & Aims

Methods

Population

181 participants:

• Biopsy-confirmed compensated cirrhosis (F4 

fibrosis) due to definitive MASH (78%) or

• Cryptogenic cirrhosis presumed secondary 

to MASH (22%).

• Random assignment (1:1:1). 

• Once-weekly subcutaneous 

efruxifermin (28 or 50 mg) or 

placebo.

Treatment

At least 1-stage fibrosis 

improvement (cirrhosis reversal) 

without MASH worsening at Week 

36 and at study end (Week 96).

Primary outcome

➢ Phase 2b, randomised, placebo-controlled, double-blind trial.



LB25112 Efruxifermin improves fibrosis in participants with compensated cirrhosis due to MASH: results 
of a 96-week, randomized, double-blind, placebo-controlled, phase 2b trial (SYMMETRY)

Results Conclusion

This is the first randomised controlled 

trial to show pharmacological 

reversibility of cirrhosis due to MASH. 

Histology of serial biopsies revealed 

that longer treatment with 50 mg 

efruxifermin for 96 weeks resulted in 

more participants with cirrhosis 

reversal. These improvements were 

corroborated by improvements in non-

invasive markers of liver fibrosis and 

injury, as well as metabolic health, 

suggesting that treatment with 

efruxifermin may have a positive 

impact on liver-related outcomes. 

Outcome Pbo
EFX 28 

mg

EFX 50 

mg

p-value vs 

placebo

Cirrhosis reversal without 

MASH worsening

Week 36 Completer 

(N = 154)
14% 22% 24% ns

Week 96 Completer 

(N = 134)
15% 29% 39%

.131 (28 mg)

.009 (50 mg)

Week 96 ITT 

(N = 181, missing = 

nonresponse)

11% 21% 29%
.194 (28 mg)

.031 (50 mg)

MASH resolution at Week 

96 

(N = 106)

18% 59% 55%
<.001 (28 mg)

.001 (50 mg)

Age (mean) 61 yrs

Female (%) 67%

BMI (mean) 36 kg/m²

T2D (%) 80%

Baseline

Efruxifermin treatment in MASH-related cirrhosis
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LB2553 High prevalence of undiagnosed liver fibrosis in the adult European population driven by metabolic 
risk factors and alcohol consumption. results from the prospective liverscreen cohort in 30,541 subjects

• Findings from small-scale, single-country cohorts suggest that undiagnosed liver fibrosis resulting from 
chronic liver disease is common in the general population.

• However, the exact prevalence and main risk factors remain incompletely understood.

Aim: To investigate the prevalence of undiagnosed liver fibrosis in a prospective large-scale multi-national 
European cohort and determine the association between liver fibrosis and metabolic risk factors and/or 
alcohol consumption.

Background & Aims

Methods

Population

30,541  participants: 

• May 2018 - December 2024

• Older than 40 years

• Without known liver disease

• From the general population 

in 9 European countries

Since LSM < 8kPa rules 

out significant fibrosis, 

only subjects with LSM ≥ 

8kPa, and/or ALT ≥ 1.5.

Subjects’ selection

• Prevalence of LSM ≥ 8kPa.

Primary outcome

Assessed by liver stiffness 

measurement (LSM) using 

vibration controlled transient 

elastography (Fibroscan®).

Liver fibrosis

• Demographic data 

• Clinical data

• Standard lab parameters

Data collection

Evaluation of 
liver disease
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Results

LB2553 High prevalence of undiagnosed liver fibrosis in the adult European population driven by metabolic 
risk factors and alcohol consumption. results from the prospective liverscreen cohort in 30,541 subjects

Liver stiffness measurement 

(LSM)

Prevalence of LSM ≥ 8kPa 4.6%

Prevalence of LSM ≥ 10 kPa / ≥ 

15 kPa
2.5% / 0.8%

Strongest predictors of LSM ≥ 8 

kPa

Obesity (OR 3.8), T2D (OR 3.0), 

high-risk alcohol (OR 2.5)

Steatosis (CAP ≥ 275 dB/m) 32%

LSM ≥ 8 kPa with / without 

steatosis 
8.8% vs 2.6% 

Chronic liver disease diagnosis
Confirmed in 31% of referred 

subjects (67% via biopsy)

Main etiologies MASLD, ALD, MetALD

Mean age 58 years

Female 57%

Caucasian 89%

Demographics

Metabolic risk factors

Overweight / Obesity
40% / 

26%

Dyslipidemia 53%

Arterial hypertension 35%

Type 2 diabetes (T2D) 10%

Alcohol use

Hazardous consumption 

(SDU ≥14-21/w or AUDIT-C≥5)
18%

High-risk consumption 

(SDU≥35-42/w or AUDIT-C≥8)
3.4%

Metabolic risk factors and alcohol use

Prevalence and predictors of liver fibrosis
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Results

Conclusion

In this large-scale European cohort, we found a remarkably high prevalence of undiagnosed liver fibrosis mainly 

related to steatotic liver disease driven by metabolic risk factors and/or high-risk alcohol consumption. Efforts should 

be made to identify liver fibrosis early to apply specific therapies that could reverse liver fibrosis. 
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