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Nicht-alkoholische Fettleber-
Erkrankung (NAFLE): Spektrum

%C& ~1 Oo/o d HCC
/ Zirrhose\ ~10-20% d. Cirr.

ogresser / Steatohepatitis\
(NASH) ~25% d. ALT

Fettleber

Angulo, New Engl J Med 2002
Pendino et al., Hepatology 2005




Nicht-alkoholische Fettleber-
Erkrankung (NAFLE): ,Volkskrankheit"

Adip. Normal

DM Gew.
? HCC\ ~10% d. HCC
2-3% / Zwrhose\ 10-20% d. Cirr.

20-50% 2-3%/ Ste‘z‘f\f’:gﬁ?t't's\
~25% d. ALT

50-75% 16-20% Fettleber

med. Angulo, New Engl J Med 2002
Pendino et al., Hepatology 2005
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Adipositas in Osterreich
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NAFLE & NASH - Hepatische Manifestation
des Metabolischen Syndroms

 Adipositas (40-100%)
* DM Il (20-75%)

» Dyslipidamie (20-80%)
 Art. Hypertonus

e Insulinresistenz

Andere Ursachen (2°):
Med., TPE, Bact. Overgrowth

Chitturi et al., Hepatology 2002; 35: 373
Marchesini et al., Hepatology 2003; 37: 917
Bugianesi et al., Hepatology 2005; 42: 987




Association between NASH, Diabetes and
Hypertension in Severly Obese Subjects
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Neither Diabetes Hypertension Diabetes alone Diabetes and HT
nor HT alone

Dixon et al., Gastroenterology 2001




Suggested Role of Intra-abdominal
Adiposity and FFA in Insulin Resistance
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med.
UNI Lam et al 2003: Carr et al 2004: Eckel et al 2005




Suggested Role of Intra-abdominal
Adiposity and FFA in Insulin Resistance
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med.
UP.E ) Fabbrini et al., Gastro 2008; 134: 424 bl 2005




Fettleber - Wichtige Ursachen

* Alkoholisch Alkohol

+ Nicht-alkoholisch (NAFL) <20-30 g/d &8
(<40 g/w) |

 Medikamente

« HCV (Genotyp 3)
 Hamochromatose
 Mb. Wilson

med °
UN£




Nicht-alkoholische Fettlebererkrankung
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Bellentani et al., Ann Int Med 2000; 132: 117
,Dionysos Studie” (ltaly): Steatosis on US
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(Nicht)alkoholische Fettlebererkrankung




NAFLE: Naturlicher Verlauf & Prognose

HCC
Zirrhose\

Progression
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mede
UN

Tilg & Hotamisligil, Gastro 2006; 131: 934




NAFLE: Naturlicher Verlauf & Prognose

HCC

. LY
Zwrhose\ i
i : An*s

Progression

asH V7

Proinflamenatony cylokines/chemakings

Fettleber

[y l o Wasodnium
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UNI Neels & Olefsky JCI 2006 116‘k 33"




NAFLE: Naturlicher Verlauf & Prognose

HCC

/ Zirrhose\
Progression ?
/ 'NASH \

1-3%
,Leber® Prognose gut
Fettleber kardiovaskulares
Risiko (ALT, GGT)

Adams et al., Gastro 2005; 129: 113
med.e Ruttmann et al., Circulation 2005: 112: 2130
loannou et al., Hepatology 2006; 43: 1145
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Kardiovaskulares Risiko bei NAFLE

Adipose tissue Villanova et al., Hepatology 2005; 42: 473

h rtrophy and inflammati
ypertrophy and inflammation Endothelial vascular dysfunction
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USKG

Overeating
Inactivity

Non Alcoholic Fatty Liver Disease
Cardiac lipotoxicity
Energy dysfunction

med e Perseghini et al., Hepatology 2008; 47: 51

[PNRY Abb. aus: Bugianesi, Hepatology 2008; 47: 1




Kardiovaskulares Risiko beli NAFLE

Prevalence of CVD in T2DM with vs. without NAFLD
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Unabhangig von klass. Risikofaktoren & metabol. Syndrom!

med e
UiV Targher et al., Diabetic Medicine 2006; 23: 403




NAFLE: Naturlicher Verlauf & Prognose

Davila et al., Gut 2005; 54 :533
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Matteoni et al., Gastro 1999

Fettleber

190Le Y de Marco et al., Diabetes Care 1999; 22: 756
U%\[\I Trombetta et al., Aliment Pharmacol Ther 2005; 22: 24




Cirrhosis-related Mortality in Obesity
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loannou et al., Gastroenterology 2003; 125: 1053
loannou et al., Clin Gastroenterol Hepatol 2005; 3: 67




Cirrhosis-related Mortality in Obesity
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Relative Risk of Death (95% Confidence Interval)

Figure 1. Summary of Mortality from Cancer According to Body-Mass Index for U.S. Men in the Cancer Prevention
Study 11, 1982 through 1998.

For each relative risk, the comparison was between men in the highest body-mass-index (BMI) category (indicated in pa-
rentheses) and men in the reference category (body-mass index, 18.5 to 24.9). Asterisks indicate relative risks for men
who never smoked. Results of the linear test for trend were significant (P<0.05) for all cancer sites.

med.

UNI Calle et al., NEJM 2003: 348: 1625




NAFLE: Naturlicher Verlauf & Prognose

/\ Risikofaktoren fur
hohergradige
HCGC Fibrose / Cirr.:

* Alter > 45
X  Adipositas
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/ NASH
1-3% ! T ?

« AST/ALT > 1
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(Angulo et al., Hepatology 1999)




NAFLE: Stufen-Therapie

HCC Rx d. Kompl., LTx

/ Zirrhose\
Chirurgie (MO)
NASH Medikamentos
Lebensstil
(Diat, Bew.)

med.
UN{

Fettleber




Therapieansatze bei NAFLE

» Gewichtsreduktion (-5%,<1-1.5 kg/Wo)

O - Lifestyle (Diat & Bewegung)

O — Medikamentos (Orlistat, Sibutramin)

@ - Bariatrische Chirurgie wy Suzukietal, J Hepaiol2005
* |nsulinresistenz [, 1 ;

O — Metformin, Glitazonen % EF T
- Andere Ansatze
@ - Oxidativer Stress, Zytoprotektion, ...

Serum ALT change, IL/L
I

Effekte auf Fibrose generell (noch) fraglich bzw. unsicher

med. Ubersichten: Harrison & Day, Gut 2007; 56: 1760

U%\T.AI Nugent & Younossi, Nat Clin Pract GE & Hepatology 2007; 4: 432




NASH: Medikamentose Therapie

» Glitazone Insulinresistenz l
« Metformin Zytokine, Fibrose
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Effekte von Rosiglitazon bei NASH
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Wirkung der Thiazolidindione auf
das Lipidprofil

Troglitazon (600 mg 1xtgl.)
B Rosiglitazon (8 mg 2xtgl.)
¥ Pioglitazon (45 mg 1xtgl.)

The NEW ENGLAND
JOURNAL o MEDICINE

JUNE 14, 2007

47

Effect of Rosiglitazone on the Risk of Myocardial Infarction
and Death from Cardiovascular Causes

Steven E. Nissen, M.D., and Kathy Wolski, M.P.H.
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King AB. Diabetes Care 2000; 23:




NASH: Medikamentose Therale

» Glitazone
e Metformin
 Orlistat, Sibutramin
* Neuere Ansatze: Losartan, Pentoxifyllin
* Ohne (gesicherten) Nutzen:

— Vitamin C, E

— Ursodeoxycholsaure (UDCA)

— Silymarin (Insulinresistenz?, keine Daten)
— Lipidsenker (aber sicher)

mI? §TI Ubersichten: Nugent & Younossi, Nat Clin Pract GE & Hepatology 2007; 4: 432
Mendez-Sanchez et al., Liver Int 2007; 27: 1157




Zusammenfassung

 Keine etablierte med. Rx der NASH
(Fibrose!)

» Lebensstil-Anderung (wére) beste Rx

+ Begleit“-KH nicht vergessen (Prognose!)
« DM: Glitazon (+) Metformin

* Art. HT: Losartan

« HLP: Statine erlaubt

« Zukunft: CB-1, GLP-1, TGR5, STORM?
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Danke fur lhre
Aufmerksamkeit!

michael.trauner@meduni-graz.at
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