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Semaglutide, but not lanifibranor, promotes tumor
regression in the GAN diet-induced obese and
biopsy-confirmed mouse model of NASH with

advanced fibrosis and HCC
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hepatocellular carcinoma (HCC).
Semaglutide (glucagon like petide-1
(GLP-1) receptor agonist) and
lanifibranor (pan peroxisome
proliferator activated receptor
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advanced fibrosis (Stage F3) were (condensed cytoplasm with normal or enlarged nuclei) and absent (A) % of Ki67-positive hepatocytes. (B) O/Z;Iarea of CI;1K1 9 staining. )

: . [ . reticulin trabecular framework. Asterisk marks a large tumor and arrows Mean + SEM. (C) Representative Ki67 and CK19 photomicrographs
included and stratified into StUdy indicate the compression zone between the neoplastic and normal liver (scale bar, 100 pm). *p<0.05, ***p<0.001 vs. DIO-NASH-HCC vehicle
groups. DIO-NASH-HCC mice parenchyma. (E) Representative photos of macroscopic tumor burden in group (Dunnett's test one-factor linear model).

. . : GAN DIO-NASH-HCC mice. *p<0.05, **p<0.01, ***p<0.001 compared to
received Veh|C|e/ Semag|Ut|de: or DIO-NASH-HCC vehicle group (Dunnett's test one-factor linear model).

lanifibranor for 14 weeks. Vehicle-
dosed chow-fed C57BL/6J mice
served as lean healthy controls.

Untreated DIO-NASH-HCC mice ‘ NAFLD Activity Score and Fibrosis Stage

(n=10) were terminated at baseline.

Histological markers of steatosis, inflammation
and fibrosis
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Figure 5. Semaglutide and lanifibranor improves NAFLD Activity Score in GAN DIO-NASH-HCC Figure 6. Semaglutide and lanifibranor improves quantitative histological markers of steatosis,
mice. Histopathological scores were determined by Gubra Histopathological Objective Scoring Technique (GHOST) inflammation and fibrogenesis in GAN DIO-NASH-HCC mice. Histomorphometric assessments
deep learning-based image analysis. (A) NAFLD Activity Score (NAS). (B) Comparison of individual pre-post NAS. were performed by GHOST deep learning-based image analysis on scoring-associated variables
WWW.Au b ra d k (C) Fibrosis stage (D) Comparison of individual pre-post Fibrosis Stage. *p<0.05 with one-point improvement, (panels A-B) and conventional IHC image analysis (panels C-F). (A) % hepatocytes with lipid
'g . ###p<0.001 with more than 2-point improvement compared to corresponding DIO-NASH-HCC vehicle group droplets. (B) Number of inflammatory foci. (C) % area of galectin-3. D) % area of collagen-1a1.
(One-sided Fisher's exact test with Bonferroni correction). ***p<0.001 to DIO-NASH-HCC vehicle group. (E) % area of alpha-smooth muscle actin (a-SMA). (F-H) % area of PSR. Mean + SEM. *p<0.05,

**p<0.01, ***p<0.001 to DIO-NASH-HCC vehicle group (Dunnett’s test one-factor linear model).
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