
Introduction

Aims

• The Phase 2b FASCINATE-2 trial met its primary endpoints as well 

as multiple secondary endpoints, including fibrosis improvement 

without worsening of MASH, and MASH resolution without 

worsening of fibrosis2

• This post-hoc analysis evaluated the effect of denifanstat on 

additional fibrosis endpoints and circulating lipids in MASH patients 

Methods

• FASCINATE-2 was a 52-week randomized, double-blind, placebo-

controlled Phase 2b trial2

• Primary endpoints

- NAS ≥ 2 points improvement without worsening of fibrosis

- MASH resolution + NAS ≥ 2 points improvement without 

worsening of fibrosis

• Selected secondary endpoints

- Improvement in liver fibrosis ≥ 1-stage without worsening of 

MASH

- AI digital pathology: fibrosis evaluation with an unstained slide 

• Plasma tripalmitin and extensive lipid and lipoprotein profiles were 

analyzed at several visits in the study (OWL Metabolomics) 

Conclusions

Results

• Denifanstat demonstrated significant improvement in MASH resolution and fibrosis, including in difficult-to-treat subpopulations, in Phase 2b FASCINATE-2 study

• A post-hoc lipid analysis showed that denifanstat lowered LDL-cholesterol and increased polyunsaturated TG, providing potential cardiovascular benefits in MASH patients

• These data demonstrate the unique mechanism of action of denifanstat and support further clinical evaluation for denifanstat in MASH
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Denifanstat, a Fatty Acid Synthase Inhibitor, Increased Circulating Polyunsaturated Triglycerides and Decreased 

LDL-Cholesterol in MASH Patients with Advanced Fibrosis in a Post-Hoc Analysis of FASCINATE-2 Study

• Denifanstat (TVB-2640) is an oral, once daily, selective FASN 

inhibitor in clinical development for MASH

• FASN inhibition targets 3 hallmarks of MASH1:

- inhibits liver fat synthesis & accumulation (hepatocytes)

- inhibits fibrosis (hepatic stellate cells require DNL for 

activation)

- decreases inflammation (inflammasome activation by palmitate)
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