o Transcriptomic analysis revealed distinct mechanisms underlying the synergistic effect of a fatty acid
S/\G | M E T synthase (FASN) inhibitor and resmetirom combination in LDL receptor knockout MASH mice
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in the Phase 2b MASH trial, FASCINATE-2 (NCT04906421)' .
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denifanstat, 5 mg/kg, PO, QD) or resmetirom (MGL-3196, 3 mg/kg, PO,
QD) alone orin combination for 10 weeks. RNA-sequencing was
performed using liver tissues
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Conclusions

* Transcriptomic analysis demonstrated that combination of a FASN inhibitor and resmetirom increased the anti-inflammatory and anti-fibrotic effects, and improved metabolic regulation including lipid
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oo m— FFD + MGL-3196 and cholesterol synthesis in a mouse model of MASH and dyslipidemia
i FED = Combination « These molecular changes provide a strong rationale for advancing this combination therapy into further clinical evaluation in MASH
18-week runin 10-week treatment
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