o ARTIFICIAL INTELLIGENCE BASED DIGITAL PATHOLOGY REVEALS FATTY ACID SYNTHASE (FASN) INHIBITOR ALONE OR IN COMBINATION
SAGIMET WITH SEMAGLUTIDE IMPROVES FIBROSIS IN DIET-INDUCED OBESE MICE WITH BIOPSY-CONFIRMED NASH AND FIBROSIS
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Introduction Results
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« Hypothesis: FASN inhibition shows a direct anti-fibrotic effect in hepatic * '
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) Male C5_7BL/6J G_Ubra_AmyIm_NASH (G_AN) _dlet-mduced obese mice with PSR images were analyzed by FibroNest; no fibrosis stage change by histological analysis based on CRN definition for all groups; * p <0.05, N = 0
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randomized and treated with either TVB-3664 (a surrogate FASN inhibitor for

denifanstat, 10 mg/kg, PO, QD) or semaglutide (30 nmol/kg, SC, QD) alone or .
in combination for 12 weeks (Gubra, Denmark). Conclusions

« Artificial intelligence (Al) based digital pathology, phenotypic FibroNest
analysis (Pharmafiest, NJ), was used fo evaluéte ihaondges i fibrosis.  Single treatment of FASN inhibitor (TVB-3664) or semaglutide improved NAS and decreased several biomarkers associated with NASH. However, only the FASN
SN detinductor | (GAN dict-malntenance) - inhibitor, but not semaglutide, showed significant reduction of liver fibrosis by digital Al pathology assessment in a mouse model of NASH
o ) | e o » Combination treatment of FASN inhibitor and semaglutide showed further histological improvement of NAS and liver fibrosis compared to single agent treatment.
| tver Suacaton Rardomistion s Do This supports future clinical evaluation of denifanstat/GLP-1 combination therapy.
Histology ~ T Steatosis score (HE) =3
E L?Efo":{;‘é‘f;‘%';?ﬁ)za‘?i'ii’fi  AFASCINATE-2 Ph2b biopsy study is ongoing with denifanstat in NASH patients with F2/F3 fibrosis; results expected in Q1 2024
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