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Definitions

A) NAFLD



Alcoholic Hepatitis   Guido Stirnimann 3

Bible Class

NAFLD is characterised by 

• excessive hepatic fat accumulation,

• associated with insulin resistance (IR),

• and defined by the presence of steatosis in >5% 

of hepatocytes

The diagnosis of NAFLD requires the exclusion of 

both secondary causes and of a daily alcohol 

consumption >30 g for men and >20 g for women.

EASL CPG for the management of NAFLD 2016
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Definitions

Which pathologically distinct conditions with different 

prognoses does NAFLD include?
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• non-alcoholic fatty liver (NAFL)

• non-alcoholic steatohepatitis (NASH)

EASL CPG for the management of NAFLD 2016
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What are the different NASH subclasses?

And which risks are associated with which
subclass?
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Nature Reviews | GASTROENTEROLOGY & HEPATOLOGY Volume 18 | June 2021 | 373
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Which other diseases can present similar to NAFLD?
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EASL CPG for the management of NAFLD 2016
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When should which treatment strategy be applied?
• Lifestyle
• Liver specific: steatitis
• Liver specific: fibrosis
• Metabolic benefits
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Nature Reviews | GASTROENTEROLOGY & HEPATOLOGY Volume 18 | June 2021 | 373
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Which mechanisms and organ systems are
important in the pathophysiology of NAFLD?



Alcoholic Hepatitis   Guido Stirnimann 13

Bible Class

EASL CPG for the management of NAFLD 2016

Nobili, V et al. J Hepatol 2013;58:1218−29 

Pathogenesis of NAFLD probably involves inter-organ crosstalk

Adipose tissue, pancreas, gut, and liver

Vorführender
Präsentationsnotizen
Fig. 1. Diagnostic flow-chart to assess and monitor disease severity in the
presence of suspected NAFLD and metabolic risk factors. 1Steatosis biomarkers:
Fatty Liver Index, SteatoTest, NAFLD Fat score (see Tables). 2Liver tests: ALT
AST, cGT. 3Any increase in ALT, AST or cGT. 4Serum fibrosis markers: NAFLD
Fibrosis Score, FIB-4, Commercial tests (FibroTest, FibroMeter, ELF). 5Low risk:
indicative of no/mild fibrosis; Medium/high risk: indicative of significant fibrosis
or cirrhosis (see Tables).



Alcoholic Hepatitis   Guido Stirnimann 14

Bible Class

Which patients should be screened for NAFLD?

Which methods should be applied?

How often should a follow-up be performed?
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EASL CPG for the management of NAFLD 2016

Vorführender
Präsentationsnotizen
Fig. 1. Diagnostic flow-chart to assess and monitor disease severity in the
presence of suspected NAFLD and metabolic risk factors. 1Steatosis biomarkers:
Fatty Liver Index, SteatoTest, NAFLD Fat score (see Tables). 2Liver tests: ALT
AST, cGT. 3Any increase in ALT, AST or cGT. 4Serum fibrosis markers: NAFLD
Fibrosis Score, FIB-4, Commercial tests (FibroTest, FibroMeter, ELF). 5Low risk:
indicative of no/mild fibrosis; Medium/high risk: indicative of significant fibrosis
or cirrhosis (see Tables).
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What should a comprehensive evaluation of a 
NAFLD patient look like?
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EASL CPG for the management of NAFLD 2016
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What are the components of a comprehensive
lifestyle intervention?
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EASL CPG for the management of NAFLD 2016



Alcoholic Hepatitis   Guido Stirnimann 20

Bible Class

Which are the two main goals of NASH treatment in 
clinical trials?
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The are two important histological end points in the 

ongoing clinical trials are

• Resolution of steatohepatitis and

• reversal of fibrosis 

Nature Reviews | GASTROENTEROLOGY & HEPATOLOGY Volume 18 | June 2021 | 373

Vorführender
Präsentationsnotizen
Figure 1. Overview of intestinal iron absorption. Dietary iron is taken up by enterocytes in the proximal small intestine. The primary types of iron in the diet are
heme iron, which is readily absorbed by mechanisms that are poorly understood at present, and non-heme iron, which is predominantly ferric iron. To
facilitate the transport of insoluble ferric iron across the luminal surface of the enterocyte, ferric iron (Fe31) is reduced by the ferric reductase duodenal
cytochrome B (dcytb) to ferrous iron (Fe21), which is then transported into the enterocyte by DMT1. Once inside the cell, the iron may be stored bound to
ferritin or can be transferred across the basolateral surface of the enterocyte by means of the transport protein FPN. The export process also involves
a ferroxidase, hephaestin, which converts ferrous iron back to ferric iron. This step is necessary for iron to bind to TF. Diferric transferrin is the form in which
iron is delivered to sites of iron utilization, such as the bone marrow. The transfer of iron across the enterocyte is regulated by hepcidin by means of its effect
on FPN. Binding of hepcidin to FPN causes the latter protein to be internalized and degraded within the enterocyte. The elimination of the transporter
prevents egress of iron from the cell. Iron retained within the enterocyte is then eliminated whenthe epithelial cell is sloughed at the end of its lifespan. DMT1,
divalent metal transporter 1; FPN, ferroportin; RBC, red blood cell; TF, transferrin.
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• Which is the most advanced NASH trial (non-cirrhotic with
fibrosis)?

• What is the name of the molecule used in this trial?

• What is the mechanism of action of this molecule?

• For which disease is this molecule already on the market?
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Nature Reviews | GASTROENTEROLOGY & HEPATOLOGY Volume 18 | June 2021 | 373

Vorführender
Präsentationsnotizen
Alcoholic steatosis Fat globules fixed with osmium tetroxide
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What is the difference between OCA (ocaliva) and other
FXR agonists tested for NASH?

What is the main adverse drug reaction of these drugs?



Alcoholic Hepatitis   Guido Stirnimann 25

Bible Class

Nature Reviews | GASTROENTEROLOGY & HEPATOLOGY Volume 18 | June 2021 | 373
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What are the main therapeutic targets for NASH in the 
liver?

Vorführender
Präsentationsnotizen
HFE hemochromatosis (type 1): parenchymal iron overload with porto-central gradient;
Tfr2 hemochromatosis: parenchymal, periportal iron overload;
Juvenile hemochromatosis: panlobular iron overload;
Ferroportin disease: predominant Kupffer cell iron overload;
African siderosis: parenchymal cell iron overload;
Thalassemia major: massive iron overload in the hepatocytes and Kupffer cells.



Alcoholic Hepatitis   Guido Stirnimann 27

Bible Class

Nature Reviews | GASTROENTEROLOGY & HEPATOLOGY Volume 18 | June 2021 | 373



Alcoholic Hepatitis   Guido Stirnimann 28

Bible Class

Which drugs are promising candidates?

What is the mechanism of action fo these drugs?

Which drugs/mechanisms failed in clinical trials?

Am J Gastroenterol 2019;114:1202–1218
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Nature Reviews | GASTROENTEROLOGY & HEPATOLOGY Volume 18 | June 2021 | 373

Vorführender
Präsentationsnotizen
serotonin selective reuptake transporter (SERT)
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What is MAFLD?
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Gastroenterology 2020;158:1999–2014
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Gastroenterology 2020;158:1999–2014

Experts reached consensus that NAFLD does not 

reflect current knowledge, and metabolic (dysfunction) 

associated fatty liver disease “MAFLD” was suggested 

as a more appropriate overarching term.

Vorführender
Präsentationsnotizen
Serotonin signaling
components impact inflammatory bowel
disease activity and symptoms. (A) 5-HT
(and its’ precursors), 5-HT3R agonists, 5-
HT4R antagonists and serotonin reuptake
inhibitors promote inflammation and
problematic symptoms in IBD. (B) Agents
that decrease 5-HT production and release,
5-HT4R agonists, 5-HT3R antagonists
reduce the likelihood of inflammation and
symptoms
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Gastroenterology 2020;158:1999–2014
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