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Majcirrhosis, valamint maj és epeiti
rakos halalozas alakulasa
Magyarorszagon

e

neoplasia

1950 1960 1970 1980 1990 2000 2007




Alkoholfogyasztas és majcirrhosisos
halalozas Magyarorszagon

1950 1960 1970 1980 1990 2000

év

Alkoholfogyasztas

—
oo o
o o

o B o
o o o

>
9
~
0
0
X
L
o
0
<
)
o
F

[

1970 1980 1990 2000

Cirrhosisos halalozas




Recorded per capita alcohol consumption
among adults in selected European Union and access
countries, by type of beverage (1996)
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Alkoholbetegseg problemaja
Magyarorszagon

Statisztikai adatok

Jelinek-formula szerint becsiilt
alkoholbetegek

1051 000 fo
v 778 000 ferfi
v'273 000 n6

Alkoholos majbeteqgséq
diagnozissal rendelkezok

130700 fo
v 92 150 férfi
v 38 550 n6

Nyilvantartott
alkoholbetegek

94 700 fo
v 40 700 ferfi
v'14 000 n6

Alkoholos majbetegseq miatt
elhaltak

7300 fo/ev
v 5400 férfi
v'1900 n6




Az etanol oxidacioja a hepatocytakban
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Az alkoholos majbetegseg
stadiumai

alkohol fogyasztas
U
akut intoxikacio
U
reverzibilis kronikus intoxikacio:
zsirmaj, alkoholos hepatitis
U
irreverzibilis kronikus intoxikacio
cirrhosis




Alkoholos steatohepatitis




Az alkoholfogyasztas kritikus
MEIEEE

Ferfiak : 40-60 g/nap
Nok :  20-30 g/nap
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Kronikus virushepatitisek

Hepatotrop virusok (HBV, HCV, HDV) okozta
gyulladdsos majbetegségek,

6 honapnal tovabb tartanak,

Cirrhosishoz, hepatocellularis carcinomadhoz
vezethetnek.

A vildgon tobb mint félmilliard a
kronikus virushepatitises fertozottek szama.



Hepotitis B ¢ antigen




A kronikus virushepatitisek lefolyasa

: ; ., Kompenzait
Gyogyvulas th_ Stabilizacio cirrhosis

Akut & Kronikus : :
infekcié \hepatitis %‘"h“"s {HCG >

Krénikus Progressio Dekompenzdlt
virushordozo cirrhosis

30-50 éev



Hepatitis B Particle Types
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~ 2 milliard a HBV infekcion atesettek,
~ 370 - 400 millid a HBV hordozok szama.

(Magyarorszagon 0.5% a HBV prevalencia).

Evente 0.5-1.0 milliéra tehetd a HBV-okozta
cirrhosissal, vagy carcinomaval
(HCC) kapcsolatos halalozas a vilagon.



Prevalence of HBV and Incidence of
Hepatocellular Carcinoma (HCC)

World prevalence of HBV carriers

HBSAQ carriers — prevalence

o <20 i 1-3
2—1% 3-10
>8% 10-150
@ Poorly documented @ Poorly documented

WHO

 m



Hepatitis C virus infekcio:
globalis probléma

170 millio fertozott vilagszerte,
kb 4 millioc Uj eset évente,
az esetek 70-80%-a kronikussa valik.

Centers for Disease Control and Prevention.
Available at: http://www.cdc.gov/ncidod/diseases/hepatitis/c/fact.htm. Accessed
September 7, 2006.



HCV Infection:
Worldwide Prevalence

0 1%-2.4%
1 2.5%-4.9%
11 5%-10%
B >10%
' No data available

WHO. Wkly Epidemiol Rec., 2000.



HCV Infection:
Worldwide Genotype Distribution

Fang et al. Clin Liver Dis. 1997.



HCV hepatitis
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Gyogyulas  Kronikus hepatitis

(20-30%) (70-80%)
20 év Cirrhosis (15-20%)
30 év Hepatocellularis

carcinoma (4-8%)




HCV Infection:
Extrahepatic Manifestations

Haematological e iUty
. gical . - Corneal ulcer
* Mixed cryoglobulinemia i . Uveitis
» Aplastic anaemia v |
* Immun thrombocytopenia <ol ar
» Non-Hodgkin’s B-cell lymphomaj#7i: ) Necrot_ls_lng
} vasculitis

Dermatological

* Porphyria cutanea tarda

* Lichen planus

* Prurigo P |

« Cutaneous necrotising /£
vasculitis

» Polyarteritis nodosa
* Pulmonary fibrosis

* Raynaud’s syndrome
Neuromuscular

* Weakness/fibro-

myalgia
Renal N - Peripheral, Central
* Glomerulonephritis neuropathy

* Nephrotic syndrome

Endocrine

* Anti-thyroid antibodies
* IR, Diabetes mellitus
Salivary

« Sialadenitis

» Sicca syndrome

» Arthritis/arthralgia
Autoimmune
Phenomena

* CREST syndrome

* Granuloma
* Autoantibodies

Mddositva: Hadziyannis: J Eur Acad Dermatol Venereol., 1998.



Obesitas

Az USA-ban: 65 % tulsulyos (BMI>25 kg/m?)
vagy elhizott (BMI>30 kg/m?

Magyarorszagon: 60 % tulsulyos (BMI>25
kg/m?2) vagy elhizott (BMI>30 kg/m?

(EIELUIELE
Genetikai téenyezok: 40 — 70 %
Kornyezeti tenyezok: 30 — 60 %
(csokkent energialeadas - tulzott energiabebitel)



Steatosis

EI6forduIés
— 2-3%-ban steatohepatltlssel egyutt
69-100% elhizott (BMI>30 kg/m?2)
34-75% szenved 2-es tipusu diabetes mellitusban
20-81% hyperlipidaemias
HCV fertozottek 40-86%-a

Etiologia:
Alkoholos /AFLD/
Metabolikus /NAFLD/

Masodlagos steatosis: taplalkozasi zavarok, vegyszerek,
gyogyszerek, hasi sebeszeti beavatkozasok kronikus
gyulladasos béelbetegseégek, velesziiletett anyagcsere-
betegsegek

HCV-indukalt



Prevalence of NAFLD

%

16-20%

100%

716%

Bellentani S. et al. Ann Intern Med. 2000, 132, 112.



Prevalence of Hepatic Steatosis by Ultrasound

Dienysos study, 257 adults
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Bellentani S. et al. : Ann Intern Med, 2000,132, 112.
Bellentani S. et al. : J Hepatol, 2001, 35, 531.



The association of fatty liver
and fibrosis

P <.0001 —‘

o = N w N
| | | |

Score of fibrosis

0] 1-2 34
Grade of steatosis

Adinolfi L, et al. Hepatology, 2001, 33, 1358-1364.



Connection between metabolic syndrome and non-
alcoholic steatohepatitis

Arteriosclerosis| <& Components
of metabolic syndrome

Environmental ijs

effects Obesity
\ Visceral /
adipose T

g Hyperlipidaemia

tissue | Insulin

/ | resistance —— | Diabetes
Adipo- l mellitus
Genetic  hectin \
factors Hypertension
1

NAFLD/ NASH | <= Risk factors of
NAFLD/ NASH




Insulin Resistance

— ——

Fatty acid uptake by the 1
hepatocytes

B-oxidation of the fatty acidst

taken up by the hepatocytes
Lipolysis in the peripheral
tissue

Insufficiency of the
lipoprotein lipase. Decreased
uptake of lipoproteins by the
tissues

Accumulation of TG in the
hepatocytes + oxidative
stress

. 3

NAFLD/ NASH

!

Compensatory hyperinsulinaemia

/J\\.

Sympatheticﬂ IC CaT

Vasoconstric-
tion

Type 2

The b-cells of
activity Langerhans’islets
Retens.
Vascular of become exosted
tonus T sodium *
o and | Hypoinsulinaemia
water
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Components of

metabolic syndrome

Glycation end
products
Oxidative

stress
Endothelial
cell
dysfunction
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Autoimmun majbetegségek

Autoimmun hepatitis

Primer biliaris cirrhosis
Primer sclerotizalé cholangitis
"Overlap szindromak"



iIsmeretlen aetiolégia, n6i dominancia (3:1)

periportalis lympho-plasmasejtes infiltratio,
necro-inflammatio, ami cirrhosisba progredial
szerum transaminase (GOT) emelkedés

.“3‘ 1;‘.‘\,"9.
hypergammaglobulinaemia (> 20 g/l) 3 4-"‘ ;" »’ ‘

autoantitestek (ANA, SMA, LKM1, SLA)

genetikal predispositio (HLA B8, DR3, DR4)



Effect of corticosteroid on survival in AIH

= Prednisone
controls
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Kirk et al., Gut,1980.




Autoimmune Hepatitis: normal life
expectancy with individualised therapy

Survival (%)

Steroids

Placebo

4 5 6 7 8 9 10
Years after therapy start

Kanzler et al.; 2. Gastroenterol. 2001, 39: 339-348



Primer biliaris cirrhosis (PBC)

Dominaloan menopausa koruli nokben
elofordulo, intrahepatikus cholestasissal,
az epeutak destrukciojaval jaro majbetegseg.




PBC

Sokaig tunetszegény !
Cholestasis (ALP, GGT, hypercholesterinaemia),
Atjarhaté epeutak (normalis ERCP, MRCP ),

(I-1V. stadium)



Xanthelasma
és xantomak
PBC-ben
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PSC

Gyakran (70%) fiatal (25-45 éves) ferfiak betegsége
colitis ulcerosaval tarsul azesetek 70%-aban

sokaig tunetmentes lehet (30%)
pruritus, fogyas, majtaji fajdalom (70%)
icterus, lazas allapotok (50%)

epekobetegség (30%)



PSC diagnozis

cholestasis: szérum ALP, GGT |

tipusos ERCP / MRCP elvaltozas
hisztologia (,,small bile duct PSC” esetén!)

autoantitestek, (PANCA, ANA, anti-cardiolipin antitest

,;f:f i thyreo-peroxidase at, rheumatoid factor)




PSC diagnozis - kepalkotok

ERCP



PSC diagnozis — majbiopszia

Epeutakat ,,hagymalevelszeruen” kotoszoveti rostok és
nagyszamu lymphocytak veszik korul

www.medscape.com



LIVER CANCER INCIDENCE:
SIXTH MOST COMMON CANCER

WORLDWIDE'

Lung 1,549,121
Breast 1,301,867
Colon/Rectal 1,167,020
Stomach 1,066,543
Prostate 782,647
Liver 711,128
Cervix Uteri 559,094
Esophagus 529,283
Leukemia 330,963
Bladder 314,256
Ovary 230,555
Corpus 226,787
orfEavity 200,774
Non-Hodgkin's Lymphoma 196,298 . : . . : : '
0] 200,000 400,000 600,000 800,000 1,000,000 1,200,000 1,400,000 1,600,000 1,800,000

HCC is the most common primary liver malignancy in adults?

1. Garcia M, et al. American Cancer Society, 2007. www.cancer.org. Accessed March 20, 2008.
2. Perz JF, et al. J Hepatol. 2006;45:529-538.



Elsodleges majrak

5. leggyakoribb daganat
3. leggyakoribb daganat okozta halalozas

a leggyakoribb daganatos halalok cirrhosisban
Europaban

85-90% hepatocellularis carcinoma
>500 000 uj eset/ev
incidencia: 5,5-14,9/100 000 lakos
oteves tuleles 8,9%



A HCC KOCKAZATA OBESITAS ESETEN

Kockazati rata

kontrol obesitas diabetes m.

Nair S.: Hepatology, 2002, 36, 150.



A DIABETES MELLITUS, MINT KOCKAZATI
TENYEZO A HCC KIALAKULASABAN
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Hassan MM et al.: Hepatology, 2002, 36, 1213.



A HCC KOCKAZATI RATA

HCC betegszam: 115, Kontroll: 230
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kontroll dohanyzas alkohol diabetes  HCV HBV

Hassan MM et al.: Hepatology, 2002, 36, 1206.






