Neinfekcéné hepatitidy v praxi VL,
alebo prakticky pohlad na ich
riesenie
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Definicia:chronicky zapalovy proces postihujuici
pecen, S roznou etiopatogenézou a prognozou,
charakterizovany najma zvysenim hodnot
aminotransferaz a histologickymi zmenami, ktore
trvaju viac ako 6 mesiacov.



progresia
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Hepatocellular
carcinoma
(with cirrfiosis)




Multifactorial Pathogenesis of HCC1->

Persistent/chronic hepatitis
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HBYV = hepatitis B virus, HCV = hepatiis C virus, NASH = nonalcoholic stealtohepatiis

1. Adapted from Rivenbark AG, et al. Chin Cancer Res. 2007:13:2309-2312; 2. Marotta F, et al. Clin Ther. 2004.155:187-199
3. Thorgewsson S, et al. Naf Genel. 2002.31:339-346; 4. Wang XW, et al. Toxicology. 2002,181-182:43-4T,
5. Koike K. Hepatol Res. 2005:33:145-150




Laboratorne vysetrenia zakladné:hepatalne testy,
bilirubiny, alboumin, KO, protrombinovy cas,
stanovenie Ig, AFP...

Laboratorne vysetrenia specialne: serologia,
autoprotilatky, Fe, feritin, saturacia transferinu,
exkrécia Cu_moc, alfa-1-AT, porfyriny v moci, ...

Laboratdrne vysetrenia vysoko-
Specializovane:PCR, genetika



Indikatorové enzymy
GMT-citlivy marker cholestazy a cytolyzy

VyssSia aktivita ALT — neordinuj lieky ale
vysetrenial!l M6ze ist o akukolvek chronicku ¢éi
akutnu hepatitidu.



Abdominalna ultrasonografia
CT

MR, MRCP

ERCP

Biopsia pecene: grade, stage, etiodg.
Endoskopia:ezofago-gastro-duodenoskopia



Cytolyza
Cholestaza - intrahepatalna napr. DILI

- na urovni malych zléovodov napr. PBC
- velkych zlcovodov napr. litiaza

Ikterus - hemolyticky: celkovy bil.
- hepatocelularny: konjug. a nekonjug. bil.
- cholestaticky: celkovy a konjug. bil.



NAFLD — North American Fat and Lazy Disease




Prevalence of NAFLD vs. Prevalence of Obesity
General population
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MNAFLD was defined by ukrasound excepd in the U.S.A. Obesity, BMI 220 except in Asian countries, BMI 225




Obezita

V EU strojnasobena prevalenia od 1970
Prevalenciav 2010 30%

3,1 bil. | benzinu naviac v USA, narast priemernej
hmotnosti o 13 kg oproti 1960

NAFLD — najcastejsSia pricina chronickej hepatopatie
nepatalny prejav MS

priama vazba na AS, KV riziko

Prevalenciav EU cca. 30 %

NajcastejSia pricina kryptogénnej Ci 50-60%

Eckstedt, et al, 2006



NASH—rizikové faktory

Diabetes

High TG

Obesity
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Spektrum a prirodzeny vyvoj ochorenia
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Inzulinova rezistencia-
klIaiCovy patogeneticky faktor
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e Akumulacia TAG

e Oxidacny stres: peroxidacia
lipidov + hepaticka lipotoxicita

e Cytokinova aktivacia, zapal,
fibroza

e Geneticke faktory, Iron overload

Adipose tissue Liver
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NASH - diagnosticke kritéria

O

» Vylucit’ alkoholove poskodenie
* Nepritomnost’ serologickeho dokazu Hepatitis B a Hepatitis C
» Biopsia pecene *

Differantiation of ASH and NASH
Limits of daily alzohol consumption

=20 g/\ <20 g

alcoholic nan-alcohodic
steato-hepatitis steato-hepatitis
(ASH) (NASH)
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Ciel liecby - Uprava inzulinovej rezistencie
a ovplyvnenie metabolického rizika
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Alkoholova choroba pecene
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Alkoholova choroba pecene

i€ Elsevier 2005




Alkoholova choroba pecene

Mormal Mvar
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20 % heavy drinkers, dlhodobo a nadmerne >30g/d,
binge

Mozna pricina ACLF

AST/ALT >2,1GMT, tLeu (Neu), tTMCV, 1INR, 1BIl
+ biopsia (transjugularna)



ABSTINENCIA — sine qua non

Nutric¢na liecba

Abstinencny syndrom

Liecba komplikacii chronického ochorenia pecene
- Ascites (restrikcia soli, paracentéza, diuretika)

- HRS (albumin a terlipresin)

- Varikozne krvacanie (atb, volumexp., EVBL)

- HE (lactuldsa, ? Neabsorbovatelne ? atb)

- Infekcia — cielena atb liecba



Virusove hepatitidy. Kde sa nachadzame?

Insuffitient access to tggatment




Nedosiahnutelny ciel???
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Z 13 miliénov infikovanych HCV vo vyspelych krajinach
ro¢ne odliecenych len cca 200.000
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Vyspelé krajiny: US, Kanada, EU5, Japonsko, Austrélia, Rakusko, Brazilia, Dansko, Finsko, Grécko,




Klinicky obraz CHC - letalna kaskada

If 100 People Were

Infected with Hepatitis C

100 People Infected with HCV
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Virusova etio a HCC
Table 2. Geographical distribution of main risk factors for HCC worldwide.*
Geographic area AAIR Risk factors Alcohol Others
M/F HCV HBV (%) (%)
(%) (%)
Europe 6.7/2.3 60-70 10-15 20 10
Southern 10.5/3.3
Northern 4.1/1.8
MNorth America 6.8/2.3 50-60 20 20 10
(NASH)
Asia and Africa 20 70 10 10
(Aflatoxin)
Asia 21.6/8.2
China 23/9.6
Japan 205/78 7O 10-20 10 10
Africa 1.6/5.3
WORLD 16/6 31 o4 15
*Updated from Llovet et al. [99], according to IARC data [4]. AAIR, age-adjusted
incidence rate.




Screening realizovat’ u rizikovych skupin:
pac. s vysSou aktivitou pecenovych enzymov
VDU

Pac. s HIV/AIDS, hemofilia, po podani faktorov zrazania,
hemodialyzovani

prijemcov transfazie krvi pred rokom 1992
deti matiek s HCV infekciou

zdrav. pracovnikov, zachranarov, hasicov a pod., po pichnuti sa ihlou,
alebo po vystaveni sliznic infikovanej krvi

sexualnych partnerov infikovanych jedincov
tatoo, piercing, pedikura
vazni



AIH: chronické zapalové ochorenie pecene, strata
self tolerancie k antigénom pecene

Kombinacia s extrahepatalnymi autoimun. sy. (RA,
AIT, UC, synovitis, SLE, lichen, DM, vitiligo,
alopecia......)



3 typy

ANA, ASMA, LKM (CYP 2D6, UDP), SLA/LP, LC-1,
ASGPR

Gamaglobulin, 1gG zvysSené
HLA DR 3, HLADR 4

Liecba: imunosupresia prednis(ol)on 60 mg, AZA
2mg/kg/D



Zapalovy proces poskodzuje intrahepatalne
mikroskop. Zl¢ovody

90% zeny, vek cca. 40-60 rokov
Ikterus, svrbenie, pigmentacie koze
Lab: GMT, ALP, bil, IgM, AMA E2

Associated immune-mediated sy. (sicca sy., RA, IBD,
AIT, polymyalgia reumatica, SLE...)

Th: UDCA 13-15 mg/kg/D



zlcovodov

Hacie striktur,




Pretazenie zZelezom

Typ 1 — autozomalno-recesivne ochorenie
NajcastejSia metabolicka choroba

Prevalencia H63D, C282Y heterozygozita 40% v
neznej populacii strednej Eu

Homozygozita C282Y 0,5%

V 90% fenotypovej prezentacie homozygot C282Y
mutacia HFE genu na 6 chromozome (Feder 1996)

Variabilna fenotypova expresia




Koho screenovat?
Novodg. DM
Chronicke ochorenie pecene etiologicky nejasné
Elevacia Fe, feritinu, saturacie transferinu
Kardiomyopatia nejasnej etioldgie
Artropatia nejasnej etioldgie
Hyperpigmentacia
Strata libiba, potencie, amenorrhoe nejasnej
etioldgie



Spektrum ochoreni pecene v gravidite
(Fleming & Zein, 2005)

|. Preexistujuce ochorenia pecene
Portalna hypertenzia, cirhoza, PBC, PSC, AlIH
Hemochromatoza, Wilsonova choroba
Chronicka virusova hepatitida
Alkoholova choroba pecene , NAFLD/NASH

I1. Ochorenia vyskytujuce sa pocas gravidity — koincidujuce
Akutna virusova hepatitida, iné virusové infekcie
Z1¢ové kamene
Budd-Chiari syndrom
111. Ochorenie indukovaneé graviditou ( z gravidity )
Prvy trimester
Hyperemesis gravidarum
Druhy trimester a treti trimester
Intrahepatalna cholestaza v gravidite
Preeklampsia/eklampsia - HELLP syndrém
- Akutna steatoza gravidnych

Fleming J, Zein N: The liver in pregnancy: Disease vs benign changes. Cleveland clinical journal of medicine, 2005




Dakujem za pozornost
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