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Introduction

Manual histological evaluation of liver biopsy Is the gold standard for fibrosis and steatosis
staging in Non-Alcoholic Steatohepatitis (NASH), but it is limited by its inter and intra-
reader variability. Quantitative Digital Pathology image analysis and Al (FibroNest ™) as
well as quantitative MRI signal analysis methods have the potential to overcome the
limitation of these standards

Aim
This exploratory post-hoc analysis compared FibroNest digital pathology scoring methods
(Fibrosis and Steatosis) with NASH-CRN categorical stages and imaging-based scores

4 Results

= Patients with biopsies with a DBA lower than 5 (non-adequate, ~10% of the cohort) were not included.
= Groups sizes ranged from 27 to 40 patients per group.

* The quantification of the antifibrotic effect of the treatments
IS similar using the mean change from baseline of the Ph-
FCS and MRE (Fig. A).

(A) Digital Pathology vs Imaging
Mean Change from Baseline
[JPh-FCS W MRE [I1SQRT(A%) m MRIPDFF

w2l + SQRT(A%) highly correlates to PDFF (N=334) and
1.00 guantifies the anti-steatotic effects for each group with the
same performance as PDFF (Fig. A, Table B)
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Pathology, Digital Pathology and Al:
« 40X digital images of Masson Trichrome stained of FFPE sections of liver biopsies at
Baseline and week 24 ( same as adjudicated by Pathologists)

« Digital Biopsy Adequacy Score (DBA): each digital image was evaluated for quality
along 20 dimensions (tissue processing, staining, and scanning) (FibroNest-Check™)

* Fibrosis severity continuous score (Ph-FCS, 1 to 10). Quantitative image analysis
extracts single-fiber quantitative traits (qFTs, N=315) from the fibrosis histological
phenotype. A previously validated selection of principal gFTs [1] is normalized and
combined to form the severity continuous score (FibroNest™ method).
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* Responders were identifled with a relative reduction from

baseline as summarized in Table F.

* The experimental error of the FibroNest method (related to
staining and tissue processing variability) was estimated

between 5% and 7% [1]. A 25% relative reduction from

baseline i1s chosen for fibrosis, and 30% for steatosis to

fully align to MRI-PDFF.




