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Natural history of NAFLD!?

NASH

25% of patients
in a 3-year period
Up to 44% of patients in a

5-187% of patients
(rapid progressors)

6-year period —> Cirrhosis (at this point the
course of the disease is
NAFLD considered irrreversible)

2.4-12.8% of patients over
3 2-/.2-year period

Fibrosis

\

20-30% of - / Io tO
patients in a 3-year period
Up to 42% of patients in a

6_year periOd ;

Unknown

e Fibrosis progression rate in NASH:
1 stage per 7 years'? Fibrosis, more than NASH, is associated

* 25% of patients progress quickly to with poorer outcomes in NAFLD.’
cirrhosis in 9 years!

Predictors of fibrosis progression in NAFLD

Factors Details

Sex

Age
T2DM

BMI

Inflammation

Hepatic iron deposits, or
hemochromatosis

Men and post-menopausal women have a higher risk of fibrosis vs pre-
menopausal women. Oestrogen inhibits stellate cell activation and
fiborogenesis.*

Increase in age is associated with more severe fibrosis in patients with NASH.!

The emergence of T2DM parallels fibrosis progression.?

An increase or decrease in BMI| has been associated with progression or
resolution of liver fibrosis, respectively, in patients with NAFLD.!

The degree of inflammation is associated with progression to advanced
fibrosis.?

AST/ALT ratio Ratio >1 is a risk factor for progression.”

Iron accumulation in hepatocytes is linked to mild NAFLD.>

Polymorphisms in the PNPLA3 These genes code for proteins responsible for the production
and TM6SF2 genes and breakdown of fats.t
Conclusions

Clinical management challenges are:
« Stratification of patients at higher risk of liver-related complications.
 [dentifying predictive factors for progressive fibrosis, the most
Important parameter associated with patient outcomes.

Alanine transaminase. AST = Aspartate aminotransferase. BMI = body mass index. CVD = Cardiovascular
- HCC = Heptacellular carcinoma. NAFLD = Non-alcoholic fatty liver disease. NASH = Non-alcoholic
epatitis. T2DM = Type 2 diabetes mellitus.
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