Scientific Committee

The PanNASH initiative Committee includes global medical professionals who are experts in
various NASH-related fields, along with experts focused on promoting a better understanding of the

pathophysiological mechanisms involved in NASH,
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Communicate the latest scientific and
medical information about NASH as a
multisystem disease in order to improve
our understanding of the disease and
deliver better patients' management.
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TOWARDS A NASH SOLUTION

Non-alcoholic steatohepatitis (NASH) is a common and progressive
chronic liver disease that is a more severe subtype of nonalcoholic fatty
liver disease (NAFLD).

Why should | be interested in NASH?
NASH is a multisystem disease therefore requiring a multidisciplinary
approach to managing patients with NASH.
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~— NAFLD ~ NASH ——— AT RISK?
25% up to -
o Of the general 14% Of the general ¢ 4 Risks factors for NAFLD/
population population’ NASH include:

l 1 Dyslipidemia

oz, Of patients with ) 25-  of patients with _
“ 70% diabetes or 30% diabetes or O Hypertension
obesity g obesity? O Insulin resistance
- - / O Elevated ALT and AST

O Type 2 Diabetes
1 Obesity
0 Metabolic syndrome*

*Any 3 of the following: impaired fasting glucose, raised triglyceride level, low HDL, increased waist
circumference, high blood pressure.

1. Harrison SA, et al | Hepatol. 2021,75(2):284-291. 2. Anstee QMT, et al. Nat Rev Gastroenterol Hepatol. 2013;10:330-44.
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Disease progression

Healthy liver NAFLD

Course '

HepatoCellular Carcinoma (HCC)* W
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NASH
without fibrosis
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1 in 5 patients
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NASH NASH
with fibrosis + fibrosis
+ cirrhosis

with NASH with F3 will
progress to cirrhosis

in 2 years

Fibrosis stage
on liver biopsy

Liver-related mortality

Cardiovascular
disease-related mortality

All-cause mortality

15.2%

27.9% 36.0% 45.8%

Components of NASH

Metabolic

NASH is the liver
manifestation of
metabolic syndrome,
and is frequently
associated with :

Inflammation
and cell death

In addition to steatosis,
chronic inflammation
and chronic injury
(cell death) occur,

Steatosis

NASH is characterized
by an excessive lipid
accumulation in the liver,
known as steatosis:

a metabolic dysfunction

' Arterial that occurs when the driving progressive
) liver cells import more fibrosis
hypertension . :
fatty acids than they can
Atherosclerosis metabolize, leading to
and CV events ectopic lipid accumulation, “\0

or the creation of fat. %

Type 2 diabetes

° Insulin resistance

Obesity
e Chronic kidney
\ disease
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Fibrosis

Inflammation and
chronic and continuous
cellinjury will lead to
progressive fibrosis
(scarring) in the liver.

The most advanced
stage of fibrosis,
cirrhosis, is characterized
by architectural changes
of the liver and will
lead to progressive loss
of liver function, with
clinical manifestations of
liver decompensation.
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Targeting all PPAR isoforms could have a beneficial

effect on the entire spectrum of NASH disease biology

7 Insulin sensitivity

7 HDLc N~ NF B-dependent
N Triglycerides

gene activation
N [nflammasome
\ Ballooning

\ Stellate cell proliferation
and activation

N Collagen and
fibronectin PPARy
production

ABOLISM

PPARa
PPARB/S

N Portal pressure

N FA uptake
P ~ LSEC capillarization

7 FA catabolism
N Lipogenesis
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PPARB/S

PPARa
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