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From augmenting clinical trial enrollment and endpoint assessment

w/AIM-MASH to driving biomarker discovery with Liver Explore
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Pathologist assist tool for clinical trial
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scores to drive more nuanced / deeper
understanding of changes within ordinal
bins.

1.  AIM-MASH and Liver Explore™ are for research use only. Not for use in diagnostic

procedures
2. .Under review by FDAEMA

3 | ©2025 PathAl, Inc.

HIF Extraction

1 3‘e Area of nodular
fibrosis (mm?2)

Count of steatotic
hepatocytes

ST Count of immune
P2 cellsin zone 3
:

I

@ LiverExplore

Al-powered solution delivering
histopathology features of tissue
microarchitecture to uncover insights
into drug MOA and beyond.

@ PathAl



nature medicine

Article https://doi.org/10.1038/s41591-024-03172-7

Al-based automation of enrollment criteria
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FDA and EMA guidance recommend histologic endpoints for

approval for MASH
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Al-based detection and scoring of MAS components and fibrosis

enhanced by Al overlays of key histological features
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Al-based grading/staging of enrollment criteria and efficacy endpoints

on par with pathologist consensus
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Al-based grading/staging is completely repeatable on the same whole

slide image

Supplementary Table 2. Algorithm repeatability assessment using 10 independent reads per WSI.

Number of WSIs Model versus model
agreement rate
Steatosis 639 100%
Lobular inflammation 639 100%
Ballooning 639 100%
Fibrosis 633 100%

WSI, whole slide image.
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AIM-MASH outputs continuous MAS and CRN grades/stages, enabling

measurement of sub-ordinal changes in disease severity
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AIM-MASH outputs continuous MAS and CRN grades/stages, enabling
measurement of sub-ordinal changes in disease severity

Ordinal: 4
Continuous: 4.26

Fibrosis
0 [

Continuous fibrosis score of 4.1 can be
thought of as a “low” ordinal F4 (less
severe F4)

Continuous fibrosis score of 4.9 can
be thought of as a “high” ordinal F4
(more severe F4)
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Continuous: 4.85
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AIM-MASH Drug Development Tool for Assisting Pathologists for MASH

Trial Biopsy Scoring
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Today’s paradigm for MASH clinical trial histology assessment

Today’s paradigm AIM-MASH Al-assisted solution

Three individual pathologists, each Single Al-assisted pathologist reads
need to read every case each case with equivalent accuracy
Intra- and inter-reader reproducibility is to consensus panel and are aided by
a challenge a highly reproducible tool

~10% of cases require consensus panel < 2% of cases require consensus reads

AIM-MASH Al Assist has the potential to enhance turnaround time, reduce
11 oo0ms pana e | COMPplexity without compromising gold standard consensus-level trial readouts ﬁ! PathAl




AIM-MASH Achieves Superior Agreement to Ground Truth (GT) for

Scoring MASH Phenotypes Compared to Unaided Pathologist

Average Al-assisted pathologist compared to average individual pathologists’ linearly weighted kappa with ground truth (GT)
panel - algorithm score was modified by pathologist in only 1.8% of all cases.
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Single AIM @ MASH A sssist -aided pathologist is equivalent to gold

standard panel

Average Al-assisted pathologist compared to median panel of pathologists' overall percent agreement with ground truth (GT) panel
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AIM-MASH-assisted scoring is superior to traditional manual pathology

scoring for enrollment and endpoint assessment

Pathologists aided by AIM-MASH are as good as the gold standard
consensus panel at all MASH CRN components and clinical trial
relevant assessments

Pathologists aided by AIM-MASH are more accurate in their
assessment of hepatocellular ballooning, and lobular
inflammation and non-inferior in their assessment of steatosis
and fibrosis compared to unaided pathologists.

Pathologists aided by AIM-MASH are superior to unaided
pathologists in accuracy in their assessment of inclusion criteria,
NAS >=4, F2/3, and relevant endpoint assessment, NASH

g resolution.
AIM-MASH is highly reproducible and substantially improves
scoring reproducibility compared with unassisted manual scoring

@ PathAl

16 | © 2025 PathAl, Inc.



For further information, please refer to two recent publications on the

development and clinical validation of AIM-MASH

naturemedicine

Al-based automation of enrollment
criteria and endpoint assessment in
clinical trials in liver diseases

lyer, J.S., Juyal, D., Le, Q. et al. Nat Med 30, 2914-2923 (2024).
https://doi.org/10.1038/s41591-024-03172-7

naturemedicine

Clinical validation of an Al-based
pathology tool for scoring of metabolic
dysfunction-associated steatohepatitis

Pulaski, H., Harrison, S.A., Mehta, S.5. et al. Nat Med (2024).
https://doi.org/10.1038/s41591-024-03301-2
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PathAl provides support throughout clinical development

Integrating unique solutions to your most pressing clinical challenges

DISCOVERY PHASE 1 m ON MARKET

Anatoml.cal fathelogy End-to-end solutions to support clinical trials
a Lab Services
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AlM @ MASH i assst Endpoint assessment to reduce reader variability
(%]
8
g AIM @ MASH+ Discover nuanced drug response within ordinal bins
0
)
|"q\ Liver EIF'DI’E Understand biomarkers, mechanisms of action, patient stratification beyond scoring alone

A PathAl
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Leveraging quantitative
Insights to uncover liver biology
with Liver Explore™

Drug MOA, disease progression and beyond




Liver Explore features can address hypothesized mechanisms

Liver Explore features

Reduced fat deposition

Reduced inflammatory
response

Reduced fibrogenesis

Recovery of hepatocyte
function

@ PathAl
© (J
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Liver Explore features can address hypothesized mechanisms

Mechanism Liver Explore features

*Proportionate area of steatosis
*Density of steatotic hepatocytes

Reduced fat deposition

Reduced inflammatory
response

Reduced fibrogenesis

Recovery of hepatocyte
function

@ PathAl

© 2025 PathAl, Inc. . . I .
211 ©2025 Pathal, Inc. Liver Explore is for research use only. Notfor use in diagnostic procedures



Liver Explore features can address hypothesized mechanisms

T e e

*Proportionate area of steatosis

Reduced fat deposition : :
*Density of steatotic hepatocytes

*Density of immune cell types
*Relative density of immune cells in fibrotic regions
*Proportionate area of lobular inflammation in Zones 1-3

Reduced inflammatory
response

Reduced fibrogenesis

Recovery of hepatocyte
function

@ PathAl
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Liver Explore features can address hypothesized mechanisms

Mechanism Liver Explore features

*Proportionate area of steatosis

Reduced fat deposition : _
*Density of steatotic hepatocytes

*Density of immune cell types
*Relative density of immune cells in fibrotic regions
*Proportionate area of lobular inflammation in Zones 1-3

Reduced inflammatory
response

*Proportionate area of pathological fibrosis, or of fibrosis subtypes, over
total tissue

*Area ratio of fibrotic tissue to non-steatotic tissue

*Density of fibroblasts

Reduced fibrogenesis

Recovery of hepatocyte
function

& PathAl
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Liver Explore features can address hypothesized mechanisms

Liver Explore features

*Proportionate area of steatosis

Reduced fat deposition : _
*Density of steatotic hepatocytes

*Density of immune cell types
*Relative density of immune cells in fibrotic regions
*Proportionate area of lobular inflammation in Zones 1-3

Reduced inflammatory
response

*Proportionate area of pathological fibrosis, or of fibrosis subtypes, over &
total tissue

*Area ratio of fibrotic tissue to non-steatotic tissue
*Density of fibroblasts

Reduced fibrogenesis

*Density of normal hepatocytes
Recovery of hepatocyte <Proportion of normal hepatocytes relative to all hepatocytes
function Proportionate area of hepatocellular ballooning

*Nucleus size of normal hepatocytes

Pathl
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Liver Explore features can address hypothesized mechanisms

Liver Explore features

*Proportionate area of steatosis
*Density of steatotic hepatocytes

Reduced fat deposition

*Density of immune cell types
*Relative density of immune cells in fibrotic regions
*Proportionate area of lobular inflammation in Zones 1-3

Reduced inflammatory
response

*Proportionate area of pathological fibrosis, or of fibrosis subtypes, over
total tissue

*Area ratio of fibrotic tissue to non-steatotic tissue

*Density of fibroblasts

Reduced fibrogenesis

*Density of normal hepatocytes
Recovery of hepatocyte «Proportion of normal hepatocytes relative to all hepatocytes
function *Proportionate area of hepatocellular ballooning

*Nucleus size of normal hepatocytes
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Case studies

Applying Liver Explore features to test hypotheses across liver
disease indications

1. MASH: fibrosis insights and spatial insights (quantitative
characterization)

= Collaboration with Gilead (STELLAR-3 and STELLAR-4 datasets),
results presented at AASLD 2023 and EASL 2024

2. Bariatric surgery: histologic response to treatment

= Collaboration with Unitat de Recerca Biomédica, Universitat
Rovira i Virgili (Step 2 cohort), results submitted to EASL 2025

3. ASH: correlation with outcomes (novel insights)

= Collaboration with the Mayo Clinic, results presented at AASLD
2024
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Liver Explore fibrosis subtyping features offer granular resolution within
MASH CRN fibrosis stages

Increasing fibrosis stage ———m—w——»
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Spatial association revealed between cell types and fibrotic features

Density near perisinusoidal fibrosis:

Log,(Density Ratio)
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Bariatric surgery results in cellular composition changes

Prior to First intervention Prior to Second intervention
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Bariatric surgery results in cellular composition changes

Prior to First intervention Prior to Second intervention
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High-throughput biomarker discovery in ASH " aas%
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High-throughput biomarker discovery in ASH " aas%
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Liver Explore™ at your fingertips

Demo Registration

Liver Explore™ is for research use only. Not for use in diagnostic procedures.
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