Disease Progression Overview of
Metabolic Dysfunction-Associated
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Steatohepatitis (MASH)
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OVERVIEW

Normal Liver

The liver is located in the upper right of the
abdominal cavity, is a dark reddish-brown
colour and weighs about 1500 grams.'

The liver regulates many metabolite levels in
the blood. Functions include production of bile,
production of cholesterol, glucose homeostasis and
production of certain proteins for blood plasma.’

Steatotic Liver

The presence of excess triglycerides in the liver is
called hepatic steatosis.?*

MASLD is defined as the presence of hepatic

@7 steatosis in conjunction with at least one
cardiometabolic risk factor and no other
discernible cause.?*

38% of all adults and 7-14% of children and adolescents
currently have MASLD worldwide.’

Some patients progress from simple steatosis to
MASH, a condition characterised by histological
features of liver injury, hepatocellular ballooning
and lobular inflammation in the presence of hepatic
steatosis, which can lead to liver fibrosis.®

Why some patients progress from simple steatosis to
MASH with inflammation and increased fibrogenesis is
complex and not fully understood.®

Prevalent MASH cases are forecasted to increase 45%,
from 12.6 million (2015) to 18.2 million (2030) in the EU5.’

MASH with Fibrosis

As fibrosis accumulates, the risk of all-cause and
liver-related mortality increases substantially.

A study with a mean follow-up period of 20 years found that
decompensated liver disease occurred in:

3.7% of patients with fibrosis stage (F) O

4.3% in patients with F1

8.7% in patients with F2

12.1% in patients with F3

45% of patients with cirrhosis (compared with 1.8% in controls)®

Cirrhosis

() Cirrhosis is the most important risk factor
l ,Q)"; . .
s for progression to liver transplant, development

of HCC, and death.®

Transition to cirrhosis involves inflammatory, hormonal, and
structural changes that lead to portal hypertension.®

A meta-analysis found that cirrhosis was associated
with an approximately:

18x higher rate of liver-related events
1x higher rate of liver-related mortality

4x higher rate of all-cause mortality
(compared with patients without fibrosis)™*

Major Adverse Liver
Outcomes (MALO)

MASH can progress to MASH with fibrosis, cirrhosis, or liver
cancer and may ultimately lead to liver transplantation or death."

e

57" with an estimated incidence of >1 million cases by

@G) Liver cancer remains a global health challenge,
\/ 2025.

MASLD is becoming the second leading cause
of HCC behind alcohol-related liver disease.”

Progression from compensated cirrhosis to decompensation
events, liver transplant, or death may be rapid compared with
progression at earlier stages of MASH.™
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| | The natural history of MASLD is complex and variable. A minority of patients
develop inflammation and risk progressive fibrosis that can result in cirrhosis.
| | Progression to cirrhosis occurs in 3—5% of patients and it takes 7 years on
average to progress by 1stage of fibrosis.®'® A subset of patients can progress
\ \ to cirrhosis in as little as 3 years from the date of diagnosis.’®

\ » - & & ¢

‘ ‘ Healthy Steatotic MASH MASH & Cirrhosis MALO ‘
Liver Liver Scarring
: Normal amount Fat buildup Toxic fat buildup ~ Toxic fat buildup, Severe scarring Loss of liver 2
o r I g G ‘ ‘ of fat and inflamation inflamation, or fibrosis function, cancer ‘ O r I g q
and scarring or and possible or the need for
/ fibrosis permanent transplantation /
‘ ‘ damage ‘

| ) Madrigal

EUS5, France, Germany, Italy, Spain, United Kingdom; F, fibrosis stage; HCC, hepatocellular carcinoma;
MALO, major adverse liver outcomes; MASLD, metabolic dysfunction-associated steatotic liver disease;
MASH, metabolic dysfunction-associated steatohepatitis.
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