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Ic Hastaliklari uzmani > Nonalkolik steatohepatit (NASH)

1. Karaciger hastasi olarak izlenilen NASH olgusu...

2. Baska hastaliklar nedeniyle izlediginiz bir hastada NASH’den kaynaklanan

sorunlar




Ic Hastaliklari uzmani > Nonalkolik steatohepatit (NASH)

e 1988-1994 : % 5.5 (Kronik karaciger hastaliklarinin % 47’si)
* 1999-2004: % 9.8 (Kronik karaciger hastaliklarinin % 63’()
e 2000-2008: % 11 (Kronik karaciger hastaliklarinin % 75i)
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Hastaligin tanimi

* Nonalcoholic fatty Liver Disease(NAFLD) / Nonalkolik yagh karaciger hastaligi

1. Nonalcoholic fatty Liver (NAFL) / Nonalkolik karaciger yaglanmasi

2. Nonalcoholic Steatohepatitis (NASH) / Nonalkolik steatohepatit




NAFLD / NASH

* Eriskin nGfus geneli: % 15-20

* Tip Il DM : %40-60

Obezite: 50-90

Hiperlipidemi: 40-90

NAFLD

> 40 yas 2X < 20 yas

Kadin > Erkek

Nadiren ilerleyici

NAFLD
V (%20-25)
NASH
V (%20)

Fibrozis / Siroz

lleri yas, Erkek cinsiyet, Obezite

Atherosclerosis 239 (2015) 192-202




Hastaligin tanimi / Hastaligin tanisi

* Nonalkolik yagli karaciger hastaligi (NAFLD)

1. Karaciger yaglanmasinin varligi
» Karaciger biyopsisi
e Radyolojik yontemler
2. Karaciger yaglanmasinin diger nedenleri ve diger Karaciger hastaliklarin dislanmasi

3. Anlaml dizeyde alkol kullanimi olmamasi o
* Karaciger yaglanmasi

* <20 g/giin (140 g/hafta)  Balonlasma ile birlikte inflamasyon

* Nonalkolik steatohepatit (NASH) >+ +/-Fibrozis

» Karaciger yaglanmasi ve 6zel histopatolojik bulgularin birlikte bulunmasi




@Karaciger vaglanmasinin varligi: Radyolojik yontemler

Sensitivity % Specifity %
Ultrasound (1) 84.8 93.6
Computerised Tomography(2) 90 100
Magnetic Resonas Imaging (3) 100 92
MR Spectroscopy(4) 72.7 79.3
Dual gradient echo MR(4) 90.9 94

Hepatology. 2011,54(3):1082-90
Eur J Radiol 2007; 61: 33-43

Radiology 2006; 240: 116-129 1 (0]
J Hepatol 2010; 52: 579-585 SteatOSIS > 30 A)
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Karaciger yaglanmasinin varligi: Radyolojik yontemler/yaglanma dizeyinin etkisi

100 Journal of Hepatology 2010; 52: 579-585
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Karaciger yaglanmasinin varligi: Radyolojik yontemler/yaglanma dizeyinin etkisi
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Hastaligin tanimi / Hastaligin tanisi

* Nonalkolik yaglh karaciger hastaligi (NAFLD)

1. Karaciger yaglanmasinin varligi
» Karaciger biyopsisi

e Radyolojik yontemler

2. Karaciger yaglanmasinin diger nedenleri ve diger Karaciger hastaliklarin dislanmasi

3. Anlamli diizeyde alkol kullanimi olmamasi

e <20 g/gin (140 g/hafta)

* Nonalkolik steatohepatit (NASH)

» Karaciger yaglanmasi ve 6zel histopatolojik bulgularin birlikte bulunmasi




Karaciger yaglanmasinin diger nedenleri...

* Primer NAFLD

insulin resistance, Obesity, diabetes, hyperlipidaemia

 Sekonder NAFLD

* ilaclar: Amiodarone, Glucocorticoids, Tamoxifen

* Cerrahi girisimler: Jejunoileal bypass, Extensive small bowel resection, Total parenteral
nutrition

* Genetik / Metabolik: Wilson hastaligi, Abetalipoproteinaemia

* Enfeksigyonlar: HIV, HCV Histopathology 2006, 49, 450-465




Diger Karaciger hastaliklarin dislanmasi / Karaciger testleri...

* Rutin karaciger testleri * Anti HCV
* Metebolik degerlendirme icin gereken * Seruloplazmin
incelemeler * Demir Demir baglama, Ferritin
* TSH * Otoantikorlar
* ANA
* HbsAg " LKM
* SMA
* Anti HBs
- AMA

 Anti HBc




Otoantikor pozitifligi / NAFLD

Digestive Diseases and Sciences, 2003: 48(11): 2173-2181




Biyopsi yapilmali mi ? / Diger tani araclari....

1. NAFLD hastasinda ileri, fibrozis ve / veya NASH riski yiksek ise..

2. Diger hastaliklar ile birlikte bulunmasi veya diger karaciger

hastaliklarindan ayriminin yapilamamasi...




NAFLD Fibrozis skoru... (http://www.nafldscore.com/ )

NAFLD fibrosis score
Online calculator
ll;agu!ﬂl? Huuu Matdmas eta! ThaHAFmﬁhusissmre
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BMI: body mass index
IGF: impaired fasting glucose




NAFLD / Fibrozis riski...

1. Yas

2. Hyperglycemia

3. BMI
4. Platelet
5. Albumin

6. AST/ALT orani

lleri fibrozis icib bagimsiz risk faktorleri...




NAFLD Fibrosis Score

1. Age

2. Hyperglycemia
3. BMI

4. Platelet count
5. Albumin

6. AST/ALT ratio

are independent indicators of advanced liver fibrosis




Non invasive diagnosis of NAFLD / NASH Test

HEPGEN NASH FibroSURE™ NashTest
DIANON Systems

A LabCorp Company

Preventative diagno

of fatty liver dis

N1

0.50
Sensitivity Specificity
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NASH 21/63
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Fibroscan (transient elastography) / NAFLD

LIVER DISEASE

SCORING CARD

CORRELATION BETWEEN LIVER STIFFNESS (kPa) & FIBROSIS STAGE
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NAFLD / Dogal seyir....

Etiology N (%) (N = 53)

Malignancy 15
Bowel 5
Pancreas 3
2
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Infection 6 (
Pneumonia 5
Sepsis 1

Obstructive lung disease 2(

Congestive cardiac failure 2(

Cerebrovascular accident 1(2%

Gastrointestinal bleed 1(

Pulmonary embolus 1(

Aortic aneurysm dissection 1

Smoke inhalation 1

Retroperitoneal hemorrhage 1(

Unknown 2(

astroenterology. 2005;129(1):113-21




NAFLD / Dogal seyir...

Adams [16] Ekstedt [17] Ong [18] Rafiq [19]

2005 2006 2008 2009

NAFLD! NASH risk NNEL NAFLD AHR? NASH NNEFL
n 435 71 58 817 57 74
F/U, years 7.6t4 13.7£1.3 13.7£13 8.4 14.98 (median) 19.5 (median)
Deaths (due to) 53 (12.6%) 19 (26.7%) 7 (12%) 80 (9.7%) - -
CAD 13 (2.9%) 11 (15.5%) 2x3 5 (8.6%) 20 (2.4%) 7 (12.3%) 15 (20.3%)
Cancer? 15 (3.4%) 4 (5.6%) 1(1.7%) 19 (2.3%) 5 (8.8%) 9(12.2%)
Liver® 7 (1.6%) 2(2.8%) 10x° 0 5(0.6%) 9.2 10 (17.5%) 2 (2.7%)7

Dig Dis 2010,28:162-168




NAFLD histolojik progresyon...

* Meta-analiz (11 calisma) / 366 hasta
* Fibrozis skorunda ilerleme: 132 (% 36)

e Duragan: 158 hasta (%46)
* Gerileme: 76 (%21)

Clin Gastroenterol Hepatol. 2015;13(4):643
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NAFLD / NASH Tedauvisi...

* Yasam tarzi degisiklikleri..

» Steatoz: % 3-5 kilo kaybi ile geriler

* inflamasyon: % 10 kilo kaybi ile geriler

* [lac tedavisi
e Karaciger hastaliginin tedavisi

* Eslik eden (Sebep olan) metabolik bozukluklarin tedav




NAFLD Tedavisi.... ( > 20 ilac

Clofibrate
Fenofibrat
Gemfibrozile
N-acetylcysteine
Metformin
Troglitazon
Roziglitazon

Pioglitazon

O X N o Uk~ W DN R

L Carnitin

10. Betain

11.
12.
13.
14.
15.
16.
17.
18.
19.
20.

Silymarin

Vitamin E

Vitamin C

b-carotene

UDCA

Atorvastatin
Rosuvastatin
simvastatin

Omega-3 fatty acids
Lecithin....cccvvveeieenns




NAYKH: Ilacla tedavide son durum ?

* Insulin duyarhlastiricilar:

Rosiglitazone . NASH Disi kullanim Avrupa : Yasak, ABD: Kisitli kullanim

Pioglitazone ‘ Biyopsi tanili NASH’de kullanilabilir / AASLD NASH Guideline (Hepatology 2012)
Fransa, Almanya: Yasak, ABD: Kisitlamal...

Metformin ") | AASLD Etkisiz

* Anti oksidanlar

E Vitamini ‘

Biyopsi tanili non diyabetik NASH’de kullanilabilir / AASLD NASH Guideline (Hepatology
2012)

Hepatology. 2012 Jun;55(6):2005-23.
World J Gastroenterol 2015 April 7; 21(13): 3777-3785




NAYKH: Ilacla tedavide son durum ?

* Lipid dusurucduler:

Statinler Q Histolojik iyilesme sagladigi kanitlanana kadar 6nerilmemelidir ancak metabolik
bozukluklari diizelterek yararli olabilir AASLD NASH Guideline (Hepatology 2012)
* Digerleri
UDCA ‘ Etkisiz
Pentoxyfillin ' Veriler geliskili
ARB ()| Yeterli veri yok

Hepatology. 2012 Jun;55(6):2005-23.
World J Gastroenterol 2015 April 7; 21(13): 3777-3785




www.clinicaltrial.gov ~ (Ufuktaki ilaclar../ Tedaviler...)

Faz O Faz | Faz 2
Acik

Kapall

Sonu¢ mevcut

Sonug yok




NASH : Sorunun nedeni ve ¢6zimU...

O Fat body
N2

O Karaciger

O Yag dokusu

O Hematopoetik /immun sistem

Mammals

Hotamisligil G. Nature 2006, 444:860-7




