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ZvySené hepatalne testy

* Az u 20% dospelej populacie v SR

« NajcCastejSie priciny:
- NAFLD, NASH

alkoholova choroba pecCene
chronické hepatitidy
autoimunitné ochorenia
metablické ochorenia

hepatocelularny karcinom



Mortalita na choroby pecCene stupa
udaje z Velkej Britanie



Prevalencia hepatocelularneho
karcinomu stupa
udaje z Velkej Britanie




Nealkoholova steatoza peCene
(NAFLD)

* je zvySena akumuldcia tuku v hepatocytoch
(nonalcoholic fatty liver disease), ak pacient
nepije alkohol a nema 1in¢é zavaznejsie
ochorenie peCene



Priebeh ochorenia

SteatOoza

|

Steatohepatitida (fibroza)

l

Cirhoza

|

Hepatocelularny karcinom



Nealkoholova stetdoza peCene
endemicka choroba



Histologia, terminologia
« Stadium 1: steatdza peéene
« Stadium 2: steatdza a zapal

« Stadium 3: steatdza a balénova degeneréacia hepatocytov
« Stadium 4: steatdza a fibroza a/alebo Malloryho telieska

Stadia 3 a 4 st oznadované ako
nealkoholova steatohepatitida (NASH)



Prevalencia

NAFLD 16-23% populacie v Eurdpe
NASH 2-3% populacie

Progresia NASH do cirhozy peCene
priblizne u 20-25% populacie

Priblizne 40% pacientov s cirh6zou pecene
na podklade NASH zomiera



Prevalencia - SR

NAFLD priblizne 1 000 000 obyvatel'ov

NASH

priblizne

Cirhoza priblizne

Umrtie

priblizne

100 000 obyvatelov
25 000 obyvatelov
10 000 obyvatel'ov



Klinicky obraz

* Obezita (BMI > 30 kg/m?) - NAFLD 90%,
NASH 25%, cirh6za pecCene 5%

* Diabetes mellitus II. typu - NAFLD 75%
* Hyperlipoproteinémia — NAFLD 28-92%,
pricom NAFLD sa vyskytuje hlavne pri

hypertriglyceridémii



Diagnostika

Anamné¢za a fyzikalne vySetrenie
Zobrazovacie metody

Laboratorne metody

Biopsia peCene a histologicke vySetrenie



Fyzikalne vySetrenie — vySka, hmotnost’



Fyzikalne vySetrenie — obvod pasa


http://pnp.post.sk/
http://pnp.post.sk/

Laboratorny nalez pr1 NAFLD

ALT vyssie ako AST, otoCenie pr1 prechode
do cirhozy

Elevacia GMT mierneho az stredného
stupna

Hypertriacylgycerolémia

ZvySen¢ hodnoty cholesterolu a LDL
cholesterolu

Znizena hladina HDL cholesterolu

Porucha glukdzovej tolerancie/DM Casta



Protonova rezonan¢na magenicka
spektroskopia 'H MRS v dg. NAFLD

Assessment of ultrasound against proton magnetic resonance spectroscopy ('H MRS) in the detection and
quantification of hepatic fat content. Intrahepatocellular lipid (IHCL) content i1s shown for each steatosis grade (absent,
mild, moderate or severe) by ultrasound. Horizontal lines denote median values, boxes denote the interquartile range
and the whiskers denote the range.

Mehta SR et al, Hepatol Res 2010;40(4):399-406.



Diagnostika fibrozy pri NAFLD

Laboratorna diagnostika (Fibrotest...)
Elastografia (Fibroscan)

ZvySenie akumulacie ferritinu
BAAT (BMI, ALT, vek, TG) =4

(Ratziu a spol., Gastroenterology 2000)






Elastografia v dg.fibrozy
pr1 NAFLD
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Fibrosis stage

Wong VW et al. Hepatology 2010 ;51:454-62



Ciele lieCby NAFLD




Stratégia lieCby

Zvysenie inzulinovej senzitivity

Ovplyvnenie oxidacného stresu

Diéta Ovplyvnenie tukového
Cvicenie Hepatika metabolizmu
Bariatricka chirurgia UDCA Hypolipidemika

Inzulinové senzitizéry Omega — 3- mastné

kyseliny



Silymarin a inzulinorezistencia 1.

SIL 600mg denne 12 mes

e 15,4% pokles glykémie
nalacno

e 14,6% pokles priemernej
dennej glykémie

e 40% pokles glykozurie

Velussi M et al, Journal of Hepatology 1997




Silymarin a inzulinorezistencia 2.
e 0,6% absolutny pokles
HbAlc
Sl o 23% pokles dennej
e spotreby inzulinu

e 40% pokles inulinémie
nalacno

e 14,7% pokles C-peptidu

Velussi M et al, Journal of Hepatology 1997




Silymarin a inzulinorezistencia 3

Silymarin {mean £ SD) Placebo (mean x SD)

Group Beginning After 4 months p value Beginning After 4 months

FBS (mg/dL}) 156 + 46 133 £ 39 0.001 167 £ 47 188 + 48
HbA.c (%) 7.8+ 20 6.8+ 1.1 0.001 83x19 95+22
insulin (ng/mL) 0.4 +£0.3 0302 0.123 0.3+£02 0.3+0.2
Totat cholestero!l (mg/dL) 225 + 64 198 + 41 0.0001 211 + 46 215 £ 50
LDL cholestero! {mg/dL) 140 £ 47 123 £ 30 0.005 130 + 47 130 + 44
HDL cholesterol (mg/dL) 70 £ 33 6119 0.027 94 + 60 85 = 91
Triglyceride {mg/dL) 284 + 208 211 + 1386 0.004 185 =+ 78 207 + 93
SGOT (U/L) 22+5 17+ 3 0.008 225 20+5

SGPT (U/L) 199 126 0.0001 17+9 18+ 9

SIL 600mg 4 mes:

Pokles HbAlc
ePokles celk. cholesterolu, LDL cholesterolu, TAG

Husseini HF et al: Phytotherapy research 2006



Athinarayanan et al. 2013



Antidiabetika

PAD Poéet Trvani Biochem. Histolog. Inz.
Studii e zlepSenie zlepSenie rezist.

metformin | 8§ 4-12 8+ 1+ 8+
/5+3/ S,I
S.I

rosiglitazo |3 3+ 2+
n* S.I

*potencialne kardiotoxicky



Parker HM et al Journal of Hepatology 2012



NAFLD je asociovana s poruchou
metabolizmu lipidov

Cholesterol/HDL

T T T T T T
Normal Steatosis NASH Normal Sleatosis NASH
NAFLD NAFLD

Bhagat V et al. Am j Gastroenterol 2009;104:S117-60.




Statiny v lieCbe NAFLD, ¢o hovori EBM?
The St Francis Heart Study, RCT, 455 pacientov

Primarny vysledok — pokles mnozstva tuku v peceni stanoveny
CT vySetrenim

Foster T et al. Am J Gastroenterol 2011;106(1):71-7.



NAFLD a KVS choroby

Castejsi vyskyt endotelovej dysfunkcie
ZvicSenie hraby intima-media v karotidach,
CastejSi vyskyt plakov v karotidach

Castejsi vyskyt ICHS

Castejsi vyskyt CMP

Castejsi vyskyt nefatalnych aj fatalnych
AMI

CastejSi vyskyt kardialnej smrti
Bugianesi E, Therapy in Liver Diseases, Elsevier 2011, 129-133.




(A) Patients on statin treatment (n=227). (B) Patients not on statin treatment (n=210). ALT=alanine
aminotransferase. AST=aspartate aminotransferase. GGT=y-glutamyl transpeptidase. *Time when differences
became significant (p<0-05) compared with baseline. By the end of the study, all differences were p<0-0001
in patients on statins. In patients not on statin treatment, differences compared with baseline were 0-001,
0-003, and 0-01 for GGT, ALT, and AST, respectively.



NAFLD, statiny a KVS morbidita

e Pacient1 s NAFLD, lie€eni atorvastatinom: 3,2 KVS
prihod / 100 pacientov za rok, pacient1 s NAFLD
nelieCeni atorvastatinom: 10 KVS prihod / 100
pacientov za rok, 68% redukcia u NAFLD lieCeng
atorvastatinom , p<0,0001

* Pacient1 bez NAFLD, lieCeni atorvastatinom: 4,6
KVS prihod / 100 pacientov za rok, pacienti bez
NAFLD nelieCeni atorvastatinom: 7,6 KVS priho
/100 pacientov za rok, 39% redukcia vzniku KVS

prihod pri lieCbe atorvastatinom, p<0,0001

Athyros VG et al. Lancet 2010;376(9756):1916-22.



NAFLD, statiny a KVS morbidita

* Pacienti s NAFLD maju pr1 lieCbe
atorvastatinom vySsi KVS benefit v
porovnani s pacientami bez NAFLD,

p=0,0074

» 7z 880 pacientov (<1%) predCasne
ukoncilo lieCbu statinom pre > trojnasobné
zvySenie hepatalnych testov

Athyros VG et al. Lancet 2010;376(9756):1916-22.
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