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Larsucosterol

Severe AH: an Unmet Medical Need
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Aberrant DNA methylation disrupts cellular functions 

and interactions, resulting in liver injury and failure1-5

Larsucosterol inhibits DNMTs, modulates DNA 

methylation and transcription

Improves cellular functions, including reducing lipid 

accumulation, regulating immune and oxidative 

responses, inhibiting cell death, and promoting liver 
regeneration.

Alcohol Induces Epigenetic Changes: 

DNA methyltransferase (DNMT) activities and DNA 

methylation are altered in the livers of patients with AH



AHFIRM Trial Design

• Primary Endpoint: 90-day mortality or liver transplant

• Key Secondary Endpoint: 90-day mortality

Note: Statistical analysis plan (SAP) prespecified US data would be reported separately 

Treatment Period
(Day 1 to Day 4)

Study 

Design

Study 

Endpoints

Screening 

Period
(Day -4 to Day -1)

Follow-Up
(Day 5 to Day 90)

R

Day -4 Day 1 Day 4 Day 90

30 mg* larsucosterol

90 mg* larsucosterol

Placebo*

1-2 doses of assigned treatment 

72 hours apart

• Key Inclusion Criteria: Severe AH subjects with MDF score ≥ 32 and MELD scores 21-30

• 307 subjects, enrolled from 62 sites in US, EU, AU, and UK, randomized to three groups in a 1:1:1 ratio 

Dose 1 Dose 2 if still admitted

*All subjects receive supportive care, which for placebo subjects may include methylprednisolone capsules at the investigators’ discretion. To maintain blinding, subjects in the 

larsucosterol arms received matching placebo capsules if the investigator prescribed steroids. MDF = Maddrey’s Discriminant Function; R = randomized



Enrollment by Treatment Group & Region

N (%) Placebo Larsucosterol 30 mg Larsucosterol 90 mg

Total 102 99 101

US 77 (75.5) 73 (73.7) 77 (76.2)

EU 7 (6.9) 11 (11.1) 8 (7.9)

UK 1 (1.0) 5 (5.1) 2 (2.0)

AU 17 (1.7) 10 (10.1) 14 (13.9)

The trial did not meet statistical significance for the primary endpoint, 

90-day death or liver transplant 



Reduction of 90-Day Mortality – Global (ITT)

25.8%

15.3%

Placebo 30 mg

p = 0.068

-41%

n=103 n=102

Mortality at 90 Days

30 mg Larsucosterol vs. Placebo1

24.9%

16.2%

Placebo 90 mg

p = 0.124

-35%

n=103 n=102

Mortality at 90 Days

90 mg Larsucosterol vs. Placebo1

1 Sites with enrollment <5 patients were pooled resulting in different mortality rates for placebo compared with 30 mg and 90 mg larucosterol doses. ITT includes 5 patients 
with missing 90-day outcome data. The analyses were adjusted by the method of multiple imputations to account for these subjects.



Reduction of 90-Day Mortality – U.S. Patients (ITT)

28.5%

12.3%

Placebo 30 mg

p = 0.014

-57%

n=78 n=76

Mortality at 90 Days – U.S. Patients

30 mg Larsucosterol vs. Placebo1

27.9%

11.7%

Placebo 90 mg

p = 0.008

-58%

n=78 n=78

Mortality at 90 Days – U.S. Patients

90 mg Larsucosterol vs. Placebo1

1 Sites with enrollment <5 patients were pooled resulting in different mortality rates for placebo compared with 30 mg and 90 mg larucosterol doses. ITT includes 5 patients 
with missing 90-day outcome data. The analyses were adjusted by the method of multiple imputations to account for these subjects.



AHFIRM Trial Outcomes

• The trial did not meet statistical significance for the primary 

endpoint

• The key secondary endpoint, 90-day mortality, was reduced 

• Larsucosterol was well tolerated (fewer TEAEs than in 

Placebo) 

• Considerable regional differences were observed



Observed Regional Differences

• Small sample sizes in non-US regions
• Asymmetric randomization in non-US regions
• Patient characteristics such as age & ethnicity
• Patient drinking behavior

• Days from hospital admission to the first dose of treatment



Hospitalization-to-Treatment Days by Region

Among all patients, 75% were treated <10 days of hospitalization.



Hospitalization-to-Treatment — Global Data



Hospitalization-to-Treatment — US Data



Outcomes of Patients Treated in <10 Days of Hospitalization

Global Data

Placebo 30-mg LAR 90-mg LAR

Number 79 74 77

Death (%) 20 (25.3) 7 (9.5) 13 (16.9)

Transplant (%) 2 (2.5) 5 (6.8) 7 (9.1)

90-day Death or Transplant p-value 0.053 0.602

90-day Mortality p-value 0.010 0.197

US Data

Number 57 57 66

Death (%) 17 (29.8%) 4 (7.0) 9 (13.6)

Transplant (%) 2 (3.5) 5 (8.8) 7 (10.6)

90-day Death or Transplant p-value 0.015 0.155

90-day Mortality p-value 0.002 0.028



Summary

• Both larsucosterol-treated groups had better 90-day survival rates 
than the placebo group

• One of the obvious regional differences observed was the time 
from hospital admission to the first dose of larsucosterol 

‒ The median number of days from hospital admission to the 1st dose was 
shortest in the US

‒ Patients treated <10 days of admission had the better outcomes, 
especially in the 30-mg larsucosterol group



Conclusions and Next Steps

• Larsucosterol is well tolerated in patients with severe AH

• Larsucosterol improves survival in patients with severe AH

• The efficacy of larsucosterol is further improved by early 
treatment 

• The Phase 3 trial will include a requirement for treatment in 
<10 days after index hospital admission 
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