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INTRODUCTION

« Metabolic dysfunction—associated steatohepatitis (MASH) is a progressive liver disease that can lead to liver
cirrhosis and adverse clinical outcomes’

* Resmetirom is an oral, liver-directed thyroid hormone receptor 3 agonist indicated in conjunction with diet
and exercise for the treatment of adults with noncirrhotic MASH with moderate to advanced fibrosis
(consistent with fibrosis stages F2 to F3)%3

* In the ongoing phase 3 MAESTRO-NASH (NCT03900429) trial, resmetirom 80 mg and 100 mg demonstrated
improvements in histologic endpoints at Week 52 after treatment initiation in patients with MASH and
F2 to F3 fibrosis*

RESULTS

Patient characteristics

« The Week 52 paired liver biopsy population was used for this analysis, including all patients who received
at least 1 dose of the study drug, had a baseline liver biopsy, and completed the Week 52 visit with an

acceptable liver biopsy

« Atotal of 782 patients were included in the analysis, of whom 506 received resmetirom and 276

received placebo

- Baseline demographic and disease characteristics were well balanced between treatment groups,
with comparable age, sex distribution, liver disease severity, and fibrosis stage (Table 1)

Association between biomarker response and histologic outcomes within treatment groups
* Amongst patients treated with resmetirom, a 220% reduction in ALT at Weeks 12, 24, and 52 was associated

with significantly higher odds of Week 52 fibrosis improvement compared with placebo (ORs, 2.00, 2.22, and
2.58, respectively; all P < 0.002); similar trends were observed for MASH resolution (Figure 3)

A 215% reduction in liver stiffness as measured by MRE was associated with significantly higher odds of
Week 52 fibrosis improvement in the resmetirom group (ORs, 2.60 and 2.30 at Weeks 16 and 52, respectively;
P < 0.02 for both), with weaker associations in placebo; similar trends were observed for MASH resolution
(Figure 3)

MASLD: Therapy

Association between PRO-C3 change and fibrosis improvement (F3 population only)

+ PRO-C3, a marker of type Il collagen formation and fibroblast activity directly related to fibrogenesis,’
was evaluated as an exploratory biomarker of fibrotic activity in patients with F3 fibrosis

 In patients with F3 fibrosis, achieving a 210% reduction in PRO-C3 at Weeks 12 and 52, but not Week 24,
was associated with fibrosis improvement at Week 52

» Percentage change in PRO-C3 at Weeks 24 and 52 demonstrated a relationship with fibrosis improvement
across all treatment groups, with greater Week 52 reductions observed in patients with fibrosis improvement
versus those without; (resmetirom 80 mg: —-23% vs —7%; 100 mg: —20% vs —14%; placebo: —20% vs 0%).

* Noninvasive biomarkers of liver fat, inflammation, and fibrosis, such as alanine aminotransferase (ALT), A =30% reduction in liver fat as measured by MRI-PDFF in the resmetirom group was associated with This relationship was supported by regression analyses (resmetirom, P = 0.0017; placebo, P = 0.04)
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F3 fibrosis to compare biomarker reductions between patients with fibrosis improvement versus those without ALT, alanine aminotransferase; MRE, magnetic resonance elastography; MRI-PDFF, magnetic resonance imaging proton density fat fraction. ALT, alanine aminotransferase; MASH, metabolic dysfunction—associated steatohepatitis; MRE, magnetic resonance elastography; MRI-PDFF, magnetic resonance

imaging proton density fat fraction.
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