/The iver R Evaluation of anti-fibrotic effects of compounds in human 3D NASH model using A

Meeting’ phenotypic quantification of fibrosis digital pathology
Li Chent!, Simon Strébel?, Mathieu M. Petitjean', Eva Thoma?, Radina Kostadinova?
DIGlTAL EXPERIENC (1) PharmaNest, Princeton, NJ, USA (2) InSphero AG, Schlieren, Switzerland /

RESULTS
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BACKGROUND and AIMS

In vitro human 3D NASH models have the potential to accelerate the discovery of new anti-
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« Using Quantitative Image Analysis (FibroNest™) the fibrosis phenotype was described for its collagen é - : severity. This score exhibits a superior signal-to- value) normalized to their NASH value.
content and structure (12 traits), the morphometric traits of the collagen fibers (13 traits), and fibrosis - . - : noise ratio that enables a very high detection They provide mechanistic insights.
architecture traits (7). In each image, each morphometric and texture trait were represented by a histogram | ol . threshold and remarkable robustness.
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, variance, dis brog . : J ; aTGFp FibroNest analysis was able to quantify the fibrosis phenotype in the 3D
created based on their reticulation level (defined as the ratio of the fibers skeleton branches and nodes). s R TR T | " 3 NASH model to account for fibrosis severity and quantify anti-fibrotic

« To detect phenotypic signatures of severity, principal gFTs were automatically selected if their group mean e, AR, o e SURVENE PR : ’- y 9 )
value difference (between the LEAN and NASH group) is statistically ( P<0.05, T-Test) greater than 20%. solowadtlkl 000 SRR e oN 9 8 7 9 10 treatment response. These data demonstrate the suitability of the

+ Principal gFTS were used individually and collectively to describe the phenotypes of fibrosis severity. They Fine Collagen Fibers - method for a histology-based fibrosis endpoint in the 3D NASH model.
were combined into a normalized Phenotypic Composite Fibrosis Score (Ph-CFS), a continuous quantifier ollagen Densit

of the fibrosis phenotype. | .
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