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Background Results

= Resmetirom, an oral, liver-directed THR-B—selective agonist, was approved in March Subjects Week 52 Response to Resmetirom Figure 3. ALT Response at Week 48 in all
2024 for the treatment of adult patients with noncirrhotic NASH and liver fibrosis = Data from 1247 patients with FO to F4 on liver biopsy were analyzed = Resmetirom showed improvement relative to placebo on multiple responses at Week 52, including MRI-PDFF (the most randomized patients
consistent with F2 to F3 stages = The F2 to F3 population from MAESTRO-NASH was analyzed predictive of a biopsy response), liver enzymes, lipids, and FibroScan CAP and VCTE 100 -
= Approval was based on efficacy demonstrated in MAESTRO-NASH (NCT03900429), * ALT response at Week 48 (Figure 3) was equivalent at both doses
an ongoing 54-month, randomized, double-blind, placebo-controlled Phase 3 trial in Analysis = PDFF reduction in resmetirom treated patients (Figure 4) was highly associated with both NASH resolution and fibrosis 80 -
adult patients with biopsy-confirmed NASH and fibrosis . . . Improvement B0 -
_ IanAESTRO-NASHp9y66 Stients with biobsv-confirmed NASH were randoml = Inthe F2 to F3 population (n=888), FibroScan VCTE was 12 (10, 15) median kPa = Placebo patients with more PDFF reduction had more NASH reduction but not fibrosis improvement S
_ _ e P , p y , y and ELF was 9.7 (9.2, 10.4) = At least a 30% PDFF response was observed in 96% and 88% of resmetirom 80 mg and 100 mg responders for NASH resolution '
assigned in a 1:1:1 ratio to receive resmetirom 80 mg, resmetirom 100 mg, or . : . . : d fibrosis i ; tivel 20 -
aceb daily (Figure 1) = Using 23 baseline clinical characteristics, standard labs, FibroScan, and ELF, the and Tibrosis Improvement, respectively
placebo once aally (Fig random forest model determined that the most important markers = The % reduction in PDFF rather than resmetirom dose impacted the response on biopsy 0 .
distinguishing F2 to F3 from either FO/1 or F4 were FibroScan VCTE, platelets, = The response on biopsy at 80 mg and 100 mg was equally correlated with the magnitude of PDFF response. Doses were 80 mg 100mg Placebo
. . . FIB-4 FAST and ELF combined in this predictive model ®Improved @ No change m Worsened
Flgure 1. MAESTRO-NAGSH trial de5|gn = The A"UC (S’D) for separation from FO/F1 or F4 were 0.76 (0.03) and 0.90 = Resmetirom responses FibroScan CAP/VCTE (Figures 5 and 6) were durable/increased at Months 24 and 36 relative to placebo
_ respectively Figure 4. MRI-PDFF in Resmetirom
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and F4 to 81% 00 - biopsy as a function of  ~ oot
= FIB-4 (Figure 2) poorly predicts non-cirrhotic NASH fibrosis stage % change from baseline o 10 20 -30 -a0 -50 60 70 -80 -90 -100
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= In MAESTRO-NASH, both resmetirom doses achieved either NASH resolution with patients (Figure 2) Baseline Monthl? Month?24 Month 36 Baseline Month12 Month 24 Month 36 = Resmetirom NASH Resolution
no worsening of fibrosis or >1-stage improvement in fibrosis with no worsening of * Help to gain confidence in fibrosis staging e :f;ﬁ:;f‘_::mm
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= Biopsy is less commonly used in real-world clinical practice due to its invasive
nature, procedure-related limitations, and potential for serious complications.
= Assuch, the diagnosis of suspected MASH in most patients is based upon clinical Fi . .
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laboratory, and imaging data that are collectively referred to as results of : FIB4 MA'ESTHG NJ':.SH ’ Conclusions
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