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Nejcastejsi chronicke jaterni choroby

LD: Alcoholic Liver Disease

(alkoholova choroba jater)
Prevalence ALD 8 %

Prevalence NAFLD: 20-30 %
Prevalence NASH: 2-5 %

Prevalence HCV <1%

NAFLD: Non-Alcoholic Fatty Liver Disease
(nealkoholové ztukovateéni jater)

autoimunitni hepatitida (AIH)
cholestaticka onemocnéni (PBC, PSC)
metabolické choroby (Wilsonova nemoc, hemochromatéza, porfyrie)



Diagnosticky algoritmus
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* Zjisteni priciny

« zhodnoceni funkcniho stavu

* posouzeni pritomnosti komplikaci



Anamneza
osobni anamnéza (metabolicky sy, diabetes, obezita ad.)

rodinna anamneéza

abuzus alkoholu

mu 2dr|rll(<% i.ﬁ
zena 1409

|nk/den
/ tyden

buzys drog body .
Cisty alkohol ""t'sﬁohr?
- . napoj 0 podilfalc 1 SLS 13/0% r:?) la] 3velikost drinké‘- 3' : %Snkou olu[g]
VGZI&I;GQete nikdy <1x/ 2-4] 2-3x/ | 4xavicel
aIkOIE)O|\|21 10° A 04 meSICA g.;amn;]eSIC tyde1r/]') litrly tyden aramuy
| T TvVO LU —7v ¥ ey L NLLALE o grarrmro
m Igt |¥<§h|12° 0-2%| 3-459am._g 7 -Y2lith 10 a vice2p gramu
vypuete drlnku?
v -' e 14 0 1 _14 © 2 R — o
Jak &asto MJE% vice 10-14 % o 0{14 gram0 deci ] ] 20)-28 gramu
nez 8 drinkd bdhem | oy r:‘g;r‘fx kazdy kazdy (tZ”m”é"'F -k
. . Likén 0 % 20 gramisa| v degi ramu
Jednve bl&’@ ? G za meésic oramesic tyder? denné) 9
(Ze”éi% vina 20 %4 20 gram(i 1 deci 20 gramu
— 12 jvislqst
Destiléty 35-40 % 35-40 gramu 1/2 deC| gﬁ gram(l)]



rizikova populace

zakladni test rozSireny test

NAFLD dg. per exclusionem H?S:ls)}ggﬁzga’
(nealkOhOIOVé ztukovaténi JatEr) USG! Indexy (FLI! FIB-4) dysllpldémle,
AST/ALT > 2, makrocytdza (>95 fL), ethylglukuronid v mo¢i 1/6 coske 1
alkoholova AUDIT-C dotaznik (<5 = OK) kon;ﬁ:ﬂj.g (;Ii)llloicoei
choroba jater kvantifikace konzumace alkoholu rizilio "
jaterni elastografie / FIB-4 v
. kontaminace
A anti-HAV IgM vody / potravy
N B tHI-?I;A? M PCR-HBV DNA i.v. narkomanie,
chronicke anti-ibe 19 promiskuita, migrace,
virové hepatitidy C anti-HCV PCR - HCV RNA operace pred r. 1989
nedostatecné tepelné
E anti-HEV IgM PCR — HEV RNA / Western blot upravené maso
(zvéfina)
v v , ferritin (obvykle > 1000 pg/L) o L, 90 % muzi
pretlzenl Fe / hemochromatéza saturace transferinu (> 45 %) genetické testovani nizké penetrance
AlH ANA, SMA, LKM-1 9: 1 Zeny,
jaterni biopsie spise mladsi veék
MRCP (obraz riizence) L ?180(’:Ia(.:e ? ,
PSC DANCA, IgG4 idiopatickymi stfevnimi
. RS zanéty,
autoimunitni choroby AMA, SMA, ANA, imunoglubuliny Jaterni biopise mladsi muzi
8:2 Zeny,
stiedni veék
PBC . AM',A\' 'IgM. sdruzeni s dalsimi AT
jaterni biopsie .
Sjogrentv sy,
tyreoiditida, celiakie
zvySeni odpadti médi do moci, max. vyskyt mezi
Wilson snizena hladina ceruloplasminu, o¢ni vySetieni, 10. — 30. rokem
P vy
ostatni metabolické méd’ v susiné jaterni tkang (biopsie) ~ 500 pacienti v CR
choroby ALAT
defici Al antitrypsin vzacné, dg. v détstvi
ericience




Fyzikalni vysetreni

NESPECIFICKE PRIZNAKY:

— Unava, nechutenstvi, hubnuti, plynatost
svédéni kuze, poruchy menstr. cyklu

POKROCILE ONEMOCNENI:

— hepatosplenomegalie

— ascites Ly
. portalni
— ikterus
_ hypertenze
— sarkopenie

— kolateralni obéh (caput medusae)

— encefalopatie

— cirkulaéni zmény - pavouckové névy,
palmarni erytém

— endokrinni zmény - ztrata libida

* muzi: gynekomastie, testikularni atrofie,
impotence, vymizeni sek. ochlupeni

* Zeny: prsni atrofie, amenorhea
— sklon ke krvaceni

* purpura, epistaxe, menorhagie

» varicealni krvaceni




Spojené kralovstvi - 1970 - 2010
- narust umrtnosti na jaterni priciny o 400 %
- ve skupine do 65 let 0 >500 % (predCasna umrtnost)

The Lancet Commissions I
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Addressing liver disease in the UK: a blueprint for attaining
excellence in health care and reducing premature mortality
from lifestyle issues of excess consumption of alcohol,
obesity, and viral hepatitis

Williams et al., Lancet 2014
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Pimpin et al. JHep 2018
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Fig. 5. Alcohol consumption and age-stand ardised mortality from cirrhosis and chronic liver diseases (blue filled ) on the left and alcobolic liver disease
mortality (blue dashed) (left) and total consumption of alcohol by type of alcohol ages »15 yr (right) in four countries. (4] France, (B) UK, (C} Czech
Republic™



WHO - nadvaha: 1,9 miliard dospélych (39 % populace)

- obezita: 650 milionu (13 % populace)
WHO, Obesity Fact Sheet, 2016
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Fig. 1. Trends in obesity by region, 1976-2015. (A) Men and (B) women. Figures from data available through the NCD Risk Factor Collaboration (NCD-RisC).

Asrani et al., JHep 2019



NAFLD a rust incidence

F e

incidence NAFLD se zvysila 5x 62 — 329 / 100 000 obyv.

- ve vékove skupiné 18-39 let 7x (!!)
- Rochester Epidemiology Project database (1997 — 2014):

500
|

komorbidity:

- diabetes 2. typu

- dyslipidémie

- nadvaha/obezita

- arteridlni hypertenze
- CHOPN

- sy spankové apnoe
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NAFLD a diabetes mellitus 2. typu

| Rec<earch Article JOURNAL |
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Fig. 2. Global and regional prevalence of NAFLD among patients with T2DM. H-MRS, proton magnetic resonance spectroscopy; NAFLD, non-alcoholic fatty
liver disease; T2DM, type 2 diabetes mellitus. NAFLD diagnosed by ultrasound or H-MRS. Data are displayed as prevalence (95% CI).



Research Article ) JOURNAL
Genetic and Metabolic Diseases o OF HEPATOLOGY

The global epidemiology of NAFLD and NASH in patients with type
2 diabetes: A systematic review and meta-analysis

Zobair M. Younossi'**, Pegah Golabi', Leyla de Avila', James Minhui Paik', Manirath Srishord’,
Natsu Fukui?, Ying Qiu®, Leah Burns®, Arian Afendy”, Fatema Nader”

!Betty and Guy Beatty Center for Integrated Research, Inova Health System, Falls Church, VA, United States; 2Center For Liver Diseases,
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“Center for Outcomes Research in Liver Disease, Washington DC, United States
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ER Journal of Hepatology 2019 vol. 71 | 793-801 The Home of Hepatology

mezi diabetiky 2. typu:
- prevalence NAFLD je 2x vy3si nez v béiné populaci 2 56 % (EU 68 %)

Ceska republika
- celosvétova prevalence NASH je 37 % — 170 000 diabetika
s pokrocilou fibrézou!

- v biopsii u jedincti s DM2 a NAFLD ma pokrocilou fibrozu 17 % !

Younossi et al., JHep 2019



NAFLD & guidelines

dostava se do doporucenych postupu nejen hepatoloqgu:

« EASL - guidelines 2016
EASL-EASD-EASO guidelines, JHep, 2016

« AASLD — guidelines 2018

AASLD guidelines, Hepatology 2018

 ADA — guidelines 2020: ,there should be high index of suspicion

for NAFLD in T2DM patients“ ADA guidelines, Diabetes Care 2020

- u koho a jak provadet screening??



NAFLD & guidelines

Diabetes Care Volume 43, February 2020 275
@H %—h Check for
- | updates. ]

Kenneth Cusi™*

Time to Include Nonalcoholic
Steatohepatitis in the
Management of Patients With
Type 2 Diabetes

Diabetes Care 2020;43:275-279 | https://doi.org/10.2337/dci19-0064

 ADA — guidelines 2020: ,there should be high index of suspicion

for NAFLD in T2DM patients“ ADA guidelines, Diabetes Care 2020

- u koho a jak provadet screening??



u koho aktivné patrat po NAFLD ajak?
(celo)populacni screening

. linidémi
dyslipidemie I:> steat6za? UL'IXVUK
« nadvaha / obezita Q,]

« zvysené jaterni testy

« DM2

SKOROVACI
INDEXY

\ <]
+ steatéza I:> fibr6za? I::> ELASTXRAHE




indexy ~ skorovaci systemy

* FLI (Fatty Liver Index)

=eY/(1+eY)x100

[y =0.953 x n(triacylglyceroly, mgidL) +0.139 x BMI, kgim2 +0.718 x In (GG T, UL + 0.053 x obvod pasu, cm — 15.745]

vysledek riziko hodnoceni
« <30 nizké Fatty Liver témér vylouceno
« 30-60 stredni Fatty Liver nevylou€eno ani nepotvrzeno
« 260 vysoké Fatty Liver velmi pravdépodobné

Bedogni et al., BMC Gastroenterology 2006

* HSI (Hepatic Steatosis Index)

=8x ALT/AST + BMI(+ 2 pokud pfitomen DM2, + 2 pokud Zena)

vysledek riziko hodnoceni
« <30 nizké Fatty Liver témér vylouceno
- 236 vysokeé Fatty Liver velmi pravdépodobné

Lee et al. Dig Liver Dis 2010
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Fatty liver index and progression to type
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in Spanish workers with pre-diabetes
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ABSTRACT
Objective The main aim of the study was to evaluate
the association between non-alcoholic fatty liver disease
(NAFLD), estimated by fatty liver index (FLI), and the
development of type 2 diabetes (T2D) in a large cohort of
adult workers with pre-diabetes.
Design Prospective cohort study.
Setting Ocgypesmmalpealth services from Spain.
.. It workers (aged 20-65 years)
with pre-diaD™es=gaei plasma glucose (FPG) of 100—
125 mg/dL).
Outcome and measures FLI was calculated based on
measurements of trigiycerides, body mass index, waist
circumference and y-glutamyltransferase. The population
was classified into three categories: FLI<30 (no hepatic
steatosis), FLI 3060 (intermediate status) and FLI=60
(hepatic steatosis). Sociodemographic, anthropometric,
dietary habits, physical activity and clinical data were

prediabetes = 5,6 — 7,0 mmol/L

Strengths and limitations of this study

» This is a prospective study, with large sample size
and 5-year follow-up.

» Study participants had multiple occupations and
were from several geographical locations.

» The study sample included only adult workers;
therefore, the results cannot be generalised to the
general population.

non-alcoholic fatty liver disease (NAFLD).'
The main characteristic of NAFLD is the
infiltration of hepatocytes by free fatty acids
and triglycerides (TGs) not related to signif-
icant alcohol intake. NAFLD is an entity
that encompasses a wide spectrum of lesions

Busquets-Cortés et al., BMJ Open 2021



FLI nezavisle predikuje konverzi do DM2 u pacientul s prediabetem
16 648 osob, 5y follow-up

<30 0,3% @9/6421)
FLI 30-60 7,8 % (338/4318)

>60 56,7 Y (3349/5909)

FLI<30 FLI 30-60 FLI>60

n=3,605 n=3,558 n=4,917

4,3%

E § 0,2% 48,8%
Eg u \'4 ) 4 ) 4 ]
Jednoznacn’y yy§tup pro pacienta: obvod past
- varovani pred riziky DM2 BMI
- moznosti oddaleni vzniku DM2 ;‘c\;
- motivace ke zméneé zivotniho stylu

é g - 24,5% 16,0%
g 2 00 5% 75,55 84,0%

No progression to T2D ™ Progression to T2D
Busquets-Cortés et al., BMJ Open 2021



Kim et al. Cardiovasc Diabetol (2020) 19:51 Ca r_d | Ova SCU |a r_ D | a betol Ogy

https://doi.org/10.1186/512933-020-01025-4

ORIGINAL INVESTIGATION Open Access
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Fatty liver index and development

of cardiovascular disease in Koreans

without pre-existing myocardial infarction
and ischemic stroke: a large population-based
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Jaterni fibroza = spatna prognoza

Jediny histologicky nalez nezavisle spjaty s:

* dlouhodobym celkovym prezitim

« nutnosti jaterni transplantace

 morbiditou z jaternich pfricin

Retrospektivni analyza
619 pacientil s NAFLD
a jaterni biopsii.

(1975-2005; US, EU, Asie)

Cum Survival (%)
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Angulo P et al. 2015



FIB'4 SCOre vék, ALT, AST, trombocyty

< 1.3: prediktor absence vyznamneé fibrézy (FO-F2)

1.3 az 2.67: neurdité skore, dalsi vySetreni

> 2.67: prediktor pritomnosti vyznamné fibrézy (F3-F4)

Sterling et al., Hepatology 2006
Vallet-Pichard et al., Hepatology 2007

NAFLD Fibrosis Score

vék, vaha, DM2, ALT, AST, tro, alb
< =-1.455: prediktor absence vyznamné fibrozy (FO-F2)

-1.455 az 0.675: neurdité skore

> 0.675: prediktor pritomnosti vyznamne fibrézy (F3-F4)

Angulo et al., Hepatology 2007



ADA guidelines

Diabetes Care 2020 STEATOZA
] nebo ZVvysené jaternitesty

ALT /asT/GGT
s~ 1

NAFLD
krok 1 / \
FIB-4 FIB-4<1,1 FIB-421,1
vék, ALT, AST, trombocyty
NiZKE

RIZIKO
opakovat
IB-4 a 1 rok

krok 2
1,1<FIB-4>1,6 FIB-4 > 1,6

ELASTOGRAFIE [_TE=&®a 8kPa < TE > 15kPa

STREDNI
RIZIKO
opakovat
TEa1ro

TE > 15kPa TE > 20kPa

20% riziko
dekompenzace
béhem 1 roku

\ 4

Populace vyzadujici
dispenzarizaci a Iécbul!




Take home message

Diagnostika jaternich onemocneéni
« anamneéza + fyzikalni vySetreni

« nabirat kompletni panel jaternich testl
tzn. také albumin, trombocyty, INR

« normalni JT nevylucuji pokrocilé jaterni onemocnéni

« vCas intervenovat - elevace JT = dalSi vysetreni

« zlatym standardem v diagnostice jaterni fibrozy / cirhozy
je UZ a zejména jaterni elastoqrafie




Refluxni onemocneni jichu
v ambulanci
pneumologu a imunologu
Vaclav Smid

IV. interni klinika, klinika gastroenterologie a hepatologie
1. LFUK & VFN v Praze

Setkani mladych pneumologu a imunologu Olomouc 06/2022



HISTORIE

o stari Rekové -, Stavy“ ( , hlen, zluta a cerna zluc)
{ , flegmatik, cholerik, melancholik)

- neutralizace zaludeCni Stavy

« Hippokrates (460 - 370 pr. n. |.)

..,,u Viedové choroby se podava lehka a mleta ‘
potrava, je treba se vyvarovat kyseliny“...

f




EPIDEMIOLOGIE

Incidence stoupa
symptomy gastroezofagealniho refluxu 40 %
denné 7 —10%
vysSi vek T \If(}’/skyt_
omplikace



ETIOPATOGENEZE

Nerovnovaha mezi a ochrannymi faktory

- ¢initelé: koncentrace HCI, zlu¢, enzymy,
Ieky, potraviny, napoje, kourent,
nadvaha

= ochranni ¢initelé: antirefluxni bariéra
(hernie, antroduodenalni motility, dysmotilita-pylorus)
luminalni ocista (peristaltika, sliny, gravitace)
tkanova rezistence



JICNOVA SYMPTOMATOLOGIE

PYROZA vazba na jidlo, paleni za sternem z epigastria

k manubriu sterna, lokalizace v epigastriu, krku,

zadech
REGURGITACE vtékani Zalude¢niho obsahu do jicnu a ust
DYSFAGIE obtizné polykani, vaznuti sousta
ODYNOFAGIE bolest pri polykani
HYPERSALIVACE nahla tvorba slanych nebo kyselych slin
GLOBUS pocit ciziho télesa ,,knedliku* v krku
RUCTUS rihani, vyvolané usilovnym polykanim slin, vzduchu

NAUZEA, VOMITUS pocit na zvraceni, vlastni zvraceni

STENOKARDIE »jicnova angina“ (srde¢ni onemocnéni)



MIMOJICNOVA SYMPTOMATOLOGIE

Oblast hlavy a krku

Oblast dychacich cest a plic




MIMOJICNOVA SYMPTOMATOLOGIE

Oblast hlavy a krku

chrapot (10 %)

pocit suchosti v krku (farangitida)

ztrata chutl, paleni v ustech (stomatitida)

halitoza (vyvolana zubnimi kazy)

otalgie (laryngealni a faryngealni iritace, otitis media)
pocit ciziho télesa v krku

stridor

laryngospasmus



MIMOJICNOVA SYMPTOMATOLOGIE

Oblast dychacich cest a plic

bronchitida, chronicky kasel (47 %o)
nocni kasel a aspirace

CHOPN (16%)

recidivujici pneumonie (aspirace)

plicni absces



MIMOJICNOVA SYMPTOMATOLOGIE

bradykardie reflux muze imitovat AP
bronchokonstrikce



DIAGNOSTIKA

anamneza (typicka symptomatologie)

. endoskopie (+ histologie). polykaci akt o)

PH metrie, jicnova manometrie

- pri negativni endoskopii, extraezof. projevech, refrakternosti na
terapii PPI a obtizich po antirefluxnich vykonech



KLASIFIKACE

1. erytematozni skvrnité nebo difuzné
zarudla sliznice, afta

2. linearni zarudlé pruhy

bez postizeni celého obvodu

3. cirkumferentni zarudlé pruhy
postihuji cely obvod
4, stenozujici cirkularni exulcerace,

rigidita, jizveni



KLASIFIKACE

Savary-Miller 4 stupng)

m |. 0jédinél¢ eroze nebo exsudativni 1éze jen na jedné rase

m |l. CetnéjSi eroze nebo exsud. 1éze na vice fasach
m |ll. cirkularni eroze nebo exsudativni 1éze nebo kombinace
m |V. vied, stendza, brachyesofagus - samostatné nebo

v kombinaci

m V doplnéna podle Ollya-1992 = Barretiv epitel - izolovan¢
nebo v kombinaci s I-IV. stupném

m Los-Angelska klasifikace (1994 - stupng A-D)



ERYTEMATOZNI




LINEARNI




CIRKUMFERENTNI




STENOZUJICI







BARRETTUYV JICEN

preména dlazdicového epitelu jicnu na
specializovany cylindricky epitel strevniho typu

dg. histologicka! (termin ,,intestindlni metaplazie*)
= abnormalni reparativni proces v dusledku refluxu
riziko malignity

rizikove faktory :
GERD (trvani, intenzita)
obezita
rasa (belosi)
pohlavi (muzi) 41



BARRETTUV JICEN




BARRETTUYV JICEN

Barretttiv jicen

43



LECBA
I. TERAPEUTICKY POKUS (3 ani)

INHIBITORY PROTONOVE PUMPY

IPP tlumi enzymaticky systému H+/K+ ATPazy parietalnich bunék
k obnoveni sekrece dochazi aZ po nové syntéze enzymu

po jedné davce se reverzibilné snizuje kysela sekrece na cca 24 hodin

REZIMOVA OPATRENI
jist po mensich davkach
nejist pozde vecer pred spanim,
omezeni nékterych jidel (sladkosti, alkohol, kysel¢, tuky, ¢aj, kava)
spat s podloZenou horni polovinou téla
1écba obezity



LECBA
II. SELHANI TERAPEUTICKEHO POKUSU

PROKINETIKA

zvySuji tlak dolniho jicnového svérace e ity ma e

ST ; , refluxni ezofagitidy
zvyseni jicnovych kontrakci

zvyseni tvorby slin

antroduodenalni koordinace

ODESLANI KE GASTROENTEROLOGOVI
zména medikace (jiny IPP, H2 blokator (no¢ni ,,prinik*), prokinetika, UDCA)

komplexni dovySetieni (pH metrie, manometrie...)
jina dg. — nap¥. refluxni hypersenzitivita jicnu (TCA, SSRI)
vylouéeni H.p. infekce

hypersekrecni stavy (gastrinom ad.)



Dekuji za pozornost




