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Tablo 6. Karaciger sirozu: Yillara gore etiyolojik degisim

Etiyoloji 1983-1993 1994-1997 1998-2001
% % %
Viral 48.6 426 55.1
Kriptojenik 33.6 426 55.1
Alkol 33.4 16.8 16.4
Alkol+Viral 10.6 10.9 12.4
Digerleri 7.4 8.9 12.1
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Seroprevalence of hepatitis A,B, and C viruses in Turkish alcoholic
cirrhotics and the impact of hepatitis B on clinical profile

Fatih Tekin', Fulya Gunsar', Elvan Isik Erdogan’, Ruchan Yazan Sertoz®, Zeki Karasu', Galip Ersoz',
Omer Ozutemiz', Ulus Akarca’
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Table 1. Viral serological markers of alcoholic currhotic patients (n = 300)

Serological marker Data available Positive
n (%) n (%)
Anti-HAYV fotal 188 (62.7) 172 (91.5)
Anti-HCV 280 (93.3) 23 (8.2)
HCV-RNA in anti-HCV positives 17 (74) 14 (82.4)
HBsAg in anti-HCV positives 23 (100) 1(4.3)
HBsAg 300 (100) 49 (16.3)
HBV-DNA i HBsAg positives 29 (59) 12 (41.4)
HBeAg in HBsAg positives 43 (87.8) 7(16.3)
Anti-delta in HBsAg positives 21 (42.9) 2(9.5)

Ant-HCV in HBsAg positives 43 (87.8) 1(2.3)




Hangi alkol kullanicilart AKH igin riskli?




AKH’nda progresyon igin risk faktorleri
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Karacigerde alkol (etanol) metabolizmasindan
sorumlu olan baslica 3 yolak vardir. Bunlar
sirasiyla:

1. Hepatosit sitozolunde bulunan alkol dehidroge-
Nnaz yolagi

2. Hepatosit endoplazmik retikulumunda bulunan
mikrozomal enzimler

3. Hepatosit peroksizomlarinda bulunan katalaz
yolaklandir.
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ADH ve ALDH Genetic polymorphisms of ADHIB, ADHIC and ALDH?
genetik yapimiz in Turkish alcoholics: lack of association with alcoholism
bati dunyasi ile ayni and alcoholic cirrhosis

Sezgin Vatansever', Fatih Tekin', Esin Salman', Ender Altintoprak?, Hakan Coskunol?, Ulus Salih Akarca!

'Department of Gastroenterology and *Department of Psychiatry, Ege University Medical School, [zmir, Turkey



Oxidative Pathways of Alcohol Metabolism

c

o
=
=

3
£
o

Acetaldehyde

ROS
NADPH +H'+0, NADP'+2H,0 NADH/NAD*

Endoplasmic Reticulum Acetate




Oxidative Pathways of Alcohol Metabolism

Circulation

NADPH+H'+0, NADP'+2ZH,O
Endoplasmic Ret

DNA, RNA ile etkilesebiliyor, DNA tamirini azaltiyor.

Enzimlerin, mikrozomal proteinlerin, mikrotubullerin lizin reziduleri ile
reaksiyona girebiliyor, yeni protein Urunler olusuyor.

Bu proteinlerin bazilari proinflamatuvar ve profibrojenik.

Bazilari da Immunojenik (immun aracili karaciger hasari).




Oxidative Pathways of Alcohol Metabolism

Circulation

NAD® NADH

1 Acetaldehyde

NADPH+H"'+0, NADP'+2ZH,O
Endoplasmic Reticulum

Sinyal yolaklari ve gen ekspresyonlarina etki ediyor.
Boylece sitokinler, hormonlar, buyume faktorlerinin sentezi artiyor.
Sonugc: Hepatik inflamasyon, nekroz, apoptosis.




Oxidative Pathways of Alcohol Metabolism
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NAD®* NADH

Acetaldehyde

- ROS
NADPH+H'+0, NADP'+2ZH,O NADH/NAD*

Endoplasmic Reticulum Ace

~

NADH'yI tekrar oksijenize etmek icin karaciger fazla oksijene gereksinim
duyuyor.

Bu durum ozellikle perisentral bolgelerin hipoksik periyodlara girmesine
neden oluyor.




Oxidative Pathways of Alcohol Metabolism

Circulation

1 Acetaldehyde

2 ROS
NADPH+H'+0, NADP'+2ZH,0 ® NADH/NAD*

Alkolik hipoglisemi (glukoneogenesis inhibe olur) (piruvat laktata doner)

Hiperurisemi (ksantin oksidaz)

Hipertrigliseridemi (yag asidlerinin oksidasyonu bozulur, TG sentezi artar)

Hipoksi (Etanol metabolizmasi ¢ok oksijen ister, perivendz hepatositler hipoksik kalir)
Alkolik asidoz (ketonlarin olusumuna bagl)




FIBROSIS

ROS: stellat hucrede

intraseluler profibrojenik sinyal
yolaklarini stimule ediyor
(ERK, PI3K/AKT, JNK)
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« ALKOLIK HEPATIT VS STEATOHEPATIT

e Steatoz.............. alkolik hepatit
« Steatohepatit.....alkolik hepatit
e SINOZ.....vvvviiinnn, alkolik hepatit

* Alkolik hepatitlerin en az yarisinda altta
yatan siroz mevcut.

 Alkolik hepatite tani koyduran spesifik bir
test yok. Klinik bir tani.

+ Onemi: MORTALITESI YUKSEK.



TANI??7?

JOURNAL OF
HEPATOLOGY

Clinical Practical Guidelines B EASL i

EASL Clinical Practical Guidelines: Management of Alcoholic
Liver Disease

European Association for the Study of the Liver+'

Definition, incidence, and diagnosis

Alcoholic hepatitis is a clinical syndrome, 1.e. recent onset of jaun-
ming alcohol misuse. His-
torically, it was referred to as “acute alcoholic hepatitis”. Although
the clinical presentation may present abruptly, the term “acute” is
not recommended, since it is an exacerbation of an underlying
chronic liver disease and usually follows an extended course.



ANSLD PRACTICE GUIDELINES

Alcoholic Liver Disease

Robert 8. 0'Shea, Srinivasan Dasarathy, Arthur J. McCullough, and the Practice Guideline Committee of the American
Association for the Study of Liver Diseases and the Practice Parameters Committee of the American College of
Gastroenterology

and are not individually pathognomonic of ALD. The
clinical diagnosis of AH is made based on a typical pre-
sentation, with severe liver dysfunction in the context of

excessive alcohol consumption, and the exclusion of other

causes of acute and chronic liver disease. In the subset of

Tipik prezentasyon, ciddi karaciger disfonksiyonu, asiri alkol
kullanimi varligi ve diger nedenlerin diglanmasi



Tanida onemli bir nokta:

 Ornek: alkole bagli kompanze karaciger sirozu

olgu. Aktif icici...Son gunlerde ikter farketmis, T.bil:
17 mg/dl

« Siroz dekompanzasyonu?,
Kompanze siroz + alkolik hepatit? (akut-on-kronik?)




2 grubun histolojik ozellikleri

Katoonizadeh et al, Gut 2010

Akut on kronik:; 25 ex

Histological parameter ACLF (n=54) CHD (n=48) P
Hepatic progenitor cells 68 + 29 60 + 36.5 NS
Intermediate hepatocytes/CK7 14+ 14 11.5+19.25 NS
Intermediate hepatocytes /CK 19 33+55 2+4 0.03
Proliferating hepatocytes /mib-1 1+3 1.5+3.25 NS
Lobular bilirubinostasis ** 67% (35/52) 15% (7/47) 0.0001
Ductular bilirubinostasis * 75% (39/52) 30% (14/47) 0.0001
Cholangiolitis*® 64% (32/50) 24% (11/46) 0.0001
Mallory bodies** 70% (37/53) 40% (19/47) 0.004
Ballooning* 94% (50/53) 79% (36/46) 0.008
Inflammation/lobular 96% (49/51) 86% (40/46) NS
Satellitosis* 63% (33/52) 32% (15/47) 0.002
ASH severe 24% (13/53) 6% (3/48) 0.01




Akut-on-kronik vs kronik hepatik dekompanzasyonda survi farkliliklari
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belirgin farkhlik Katoonizadeh et al, Gut 2010




Akut alkolik Hepatitte KC
Biyopsisi Mutlak Sart mi ?

* HAYIR

ENERNERN

Ne zaman gerekir

D,

Tanida kusku oldugu zaman

Birlikte yandas hastalik varliginda (viral hepatit)
Fibrozis derecesini kronisiteyi ortaya koyarak
prognozu daha iyi belirlemek icin

Arastirma kapsaminda



Alkolik Hepatit

» |lerleyici sarilik, karinda rahatsizlik hissi,
ates, kilo kaybi

« Siddetli vakalarda, assit, bakteriyel enf,
hepatorenal sendrom, HE, varis kanamas!

 Siddetli olgularda sistemik inflamatuvar yanit
(Tasikardi, lokositoz, CRP)

o Sirotik bir hasta da olabilir, onceden fark
edilmemis AKH'nin ilk bulgusu da olabilir.




Tanida yardimci tetkikler

OYKU********

AST: 100-400

ALT<100

AST>ALT (2/1)

ALP, GGT yuksek (degisken)
Lokositoz

Hiperurisemi

INR, albumin

Ultrasonografi



Alkolik hepatit ve prognostik
skorlama sistemlers

Bilirubin FT/INR Creatinine/  Leucocytes  Age Albumin Change in bilirubin from
Urea day Otoday 7
Maddrey score t t -
MELD score + + +
GAHS score t t + t t
ABIC score + + + - t +
Lille score t t + - t + +

Maddrey scre, Maddrey discriminant function; GAHS, Clasgow Alcoholic Hepatitis Score; ABIC score, age, serum Bilirubin, INR, and serum Creatining (ABIC) score; MELD
score, Modellor-End-Stage-Liver-Disease score,

Tedavinin 7. gununde
tedavi secimine
yonlendirebilme ozelligi
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This model has been developed by the hepataology unit of the CHRU Lille with the collaboration of 4 ather

French centers.,
In the following model,

cutoff: 6-month survival probabilicy of patients with a Lille model above 0,45 is about 259
contrary ko patients with a Lille model below this cukaff (85%:),
See For maore dekails the manuscripk published in Hepatology 2007,
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Introduction

""""""""""""""""""""""""""""""""""" This model has been developed by the hepatology unit of the CHRU Lille with the collaboration of 4 other
French centers.
MELD Score In the following model, survival probability at 6 months is defined by the 0.45-
cutoff: 6-monkh survival probabilicy of patients with a Lille model above 0,45 is abouk 2596
contrary to patients with a Lille model below this cubaff (35%:).

Child-Pugh Scaore See For more details the manuscript published in Hepatology 2007,
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_____________________________________________________________ patzofbith 10 )5 [ 1872 | (@Himmlv)
Glasgow Score Bilirubin mag/dL (at Day 0)

............................................................. mfel. {at Day 7)
ABIC Score
Creatinine rgfdl {at Day O

Alcoholic Hepatitis Alburnir* g/L (at Day 0

in General

Patient's prothrombin time sec (ak Day 0

[ Compute ] [ Feset all fields ]

Please note that the Lillemodel has been developed with prothrombin time in seconds.,
If this wariable is not avaible, use the Lillemodel-IME,
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0,265 Tedavinin 7. gununde
tedavi segimine
yonlendirebilme ozelligi
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Research Article OMICS International

A Comparison of Prognostic Scoring Systems in Turkish Alcoholic Hepatitis
Patients

Fatih Tekin’, Zeki Karasu, Elvan Isik Erdogan, Fulya Gunsar, Galip Ersoz, Omer QOzutemiz and Ulus Akarca
Ege University Medical School, Department of Gastroenterology, lzmir, Turkey
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Figure 1: Comparisons of survival rates between patients with a DF
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Figure 2: No statistically significant differences were found between
DFE, MELD, GAHS, and ABIC scores for predicting in-hospital
mortality.



Patients with decompensated ALD
and active drinking

'

Suspect ASH

. Rapid detericration of liver function
(high bilirubin levels)
. New-onset of clinical decompensation

l

Prognostic assessment

. Maddrey's DF

- MELD
- ABIC
. Glasgow score
High risk Low risk
¥ ¥
Consider transjugular biopsy MNutrition assessment
+
treatment of complications
in cirrhotic patients
[ ASH confirmed i |ASH not confirmed

Before starting corticosteroids or pentoxifylline, it is recommended:

. Screening for HBW, HCW and HIW

. Abdominal ultrasound to exclude other causes of jaundice

. Systematic bacterial infection screening and blood, ascites and urine culture
. Screen of renal failure and early treatment of hepatorenal syndrome

. Proper control of hyperglycemia

Consider clinical parameters such as severe sepsis, active bleeding or local clinical
guidelines to choose between prednisclone and pentoxifylline.

or
Pentoxifylline Prednisolone
(400 mg TID for 4 wk) (40 mg QD for g wk)
Stop prednisolone™
Continue treatment Lille model 7 days
3 more wk <0.45 =0.45 Consider early OLT in
higlhly selected patients

Fiz. 2. Therapeutic alzorithm for the treatment of patients with alcoholic steatohepatitis (ASH). *A Lille score z=0.45 indicating non-response and increased risks of
infection and death. In non responders, the interruption of comicosteroids is recommended particularly in those classified as null responders (Lille score =0.5G6).
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+
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. Screening for HBW, HCW and HIW
. Abdominal ultrasound to exclude other causes of jaundice
. Systematic bacterial infection screening and blood, ascites and urine culture
. Screen of renal failure and early treatment of hepatorenal syndrome
. Proper control of hyperglycemia
Consider clinical parameters such as severe sepsis, active bleeding or local clinical
guidelines to choose between prednisclone and pentoxifylline.
or
Pentoxifylline Prednisolone
(400 mg TID for 4 wk) (40 mg QD for g wk)
Pentoksifiline
Stop prednisolone™ .
Continue treatment Lille model 7 days SWltCh
3 more wk <0.45 =0.45 Consider early OLT in
higlhly selected patients

Fiz. 2. Therapeutic alzorithm for the treatment of patients with alcoholic steatohepatitis (ASH). *A Lille score z=0.45 indicating non-response and increased risks of
infection and death. In non responders, the interruption of comicosteroids is recommended particularly in those classified as null responders (Lille score =0.5G6).



Patients with decompensated ALD
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Before starting corticosteroids or pentoxifylline, it is recommended:

. Screening for HBW, HCW and HIW
. Abdominal ultrasound to exclude other causes of jaundice . AlF g S

. Systematic bacterial infection screening and blood, ascites and urine culture"—' AntlblyOtlk e§||g|nde
. Screen of renal failure and early treatment of hepatorenal syndrome

- Proper control of hyperglycemia / ko rt'koste r0|d’?

Consider clinical parameters such as severe sepsis, active bleeding or local clinical
guidelines to choose between prednisclone and pentoxifylline.

or
Pentoxifylline Prednisolone
(400 mg TID for 4 wk) (40 mg QD for g wk)
Stop prednisolone™
Continue treatment Lille model 7 days
3 more wk <0.45 =0.45 Consider early OLT in
higlhly selected patients

Fiz. 2. Therapeutic alzorithm for the treatment of patients with alcoholic steatohepatitis (ASH). *A Lille score z=0.45 indicating non-response and increased risks of
infection and death. In non responders, the interruption of comicosteroids is recommended particularly in those classified as null responders (Lille score =0.5G6).



Patients with decompensated ALD
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. Abdominal ultrasound to exclude other causes of jaundice
. Systematic bacterial infection screening and blood, ascites and urine culture
o Screen of renal failure and early treatment of hepatorenal syndrome KS + NAC > KS
. Proper control of hyperglycemia
Consider clinical parameters such as severe sepsis, active bleeding or local clinical /
guidelines to choose between prednisclone and pentoxifylline.

or
Pentoxifylline Prednisolone
(400 mg TID for 4 wk) (40 mg QD for g wk)
Stop prednisolone™
Continue treatment Lille model 7 days
3 more wk <0.45 =0.45 Consider early OLT in
higlhly selected patients

Fiz. 2. Therapeutic alzorithm for the treatment of patients with alcoholic steatohepatitis (ASH). *A Lille score z=0.45 indicating non-response and increased risks of
infection and death. In non responders, the interruption of comicosteroids is recommended particularly in those classified as null responders (Lille score =0.5G6).



Patients with decompensated ALD
and active drinking

'

Suspect ASH

. Rapid detericration of liver function

(high bilirubin levels)

PentOkS|f|||n: . New-onset of clinical decompensation
1- Anti-oksidan l
2' Antl'TN F'alfa Prognostic assessment

. Maddrey's DF
- MELD
- ABIC
. Glasgow score
High risk Low risk
¥ ¥
Congkider transjugular biopsy MNutrition assessment
+
treatment of complications
in cirrhotic patients
[ ASH confirmed i |ASH not confirmed
Befdgre starting corticosteroids or pentoxifylline, it is recommended:
. Scre ing for HBW, HCW and HIW
. Abdogninal ultrasound to exclude other causes of jaundice

atic bacterial infection screening and blood, ascites and urine culture
of renal failure and early treatment of hepatorenal syndrome
control of hyperglycemia

Consider clini
guidelines to c

| parameters such as severe sepsis, active bleeding or local clinical
ose between prednisclone and pentoxifylline.

\ e

Pentoxifylline Prednisolone
(400 mg TID for 4 wk) (40 mg QD for g wk)
Stop prednisolone™
Continue treatment Lille model 7 days
3 more wk <0.45 =0.45 Consider early OLT in
higlhly selected patients

Fiz. 2. Therapeutic alzorithm for the treatment of patients with alcoholic steatohepatitis (ASH). *A Lille score z=0.45 indicating non-response and increased risks of
infection and death. In non responders, the interruption of comicosteroids is recommended particularly in those classified as null responders (Lille score =0.5G6).



Patients with decompensated ALD

Pentoksifilin+steroid??

Daha etkili

and active drinking

'

Suspect ASH
degll Rapid deterioration of liver function
(high bilirubin levels)

New-onset of clinical decompensation

l

Prognostic assessment

Maddrey's DF
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ABIC

Glasgow score
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High risk
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t

Low risk

¥

MNutrition assessment
+
treatment of complications
in cirrhotic patients
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[ ASH confirmed i |A&I not confirmed
BEfore starting corticosteroids or pentoxitYlline, it is recommended:
. Scleening for HBW, HCW and HIW
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. Screpen of renal failure and early treatment of hepatorenal syndrome
. Proper control of hyperglycemia
Consider clipical parameters such as severe sepsis, active eding or local clinical
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VT N\

‘ (400 mg TID for 4 wk)

Pentoxifylline Prednisolone

(40 mg QD for g wk)

Fiz. 2. Therapeutic alzorithm for the treatment of patients with alcoholic steatohepatitis (ASH). *A Lille score z=0.45 indicating non-response and increased risks of
infection and death. In non responders, the interruption of comicosteroids is recommended particularly in those classified as null responders (Lille score =0.5G6).
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3 more wk

Lille model
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7 days
=0.45

Stop prednisolone™

Consider early OLT in
higlhly selected patients
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Before starting corticosteroids or pentoxifylline, it is recommended:

. Screening for HBW, HCW and HIW

. Abdominal ultrasound to exclude other causes of jaundice

. Systematic bacterial infection screening and blood, ascites and urine culture
. Screen of renal failure and early treatment of hepatorenal syndrome

. Proper control of hyperglycemia

Consider clinical parameters such as severe sepsis, active bleeding or local clinical
guidelines to choose between prednisclone and pentoxifylline.

or
Pentoxifylline Prednisolone
(400 mg TID for 4 wk) (40 mg QD for g wk)
Stop prednisolone™
Continue treatment Lille model 7 days
3 more wk <0.45 =0.45 Consider early OLT in
higlhly selected patients

Fiz. 2. Therapeutic alzorithm for the treatment of patients with alcoholic steatohepatitis (ASH). *A Lille score z=0.45 indicating non-response and increased risks of
infection and death. In non responders, the interruption of comicosteroids is recommended particularly in those classified as null responders (Lille score =0.5G6).



CAN WE OFFER LIVER TRANSPLANTATION TO PATIENTS WITH
ALCOHOLIC HEPATITIS? ANSWER: YES
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calismalarda gosterildi E-mail: jean-charies.duclos-vallee@pbr.aphp.fr

Yine cesitli calismalarda 6 ay alkolu
birakma protokoluntn zayif bir
gOsterge oldugu da gosterildi

Mathurin’in calismasinda basari orani dusuk

Basari orani yuksek diger hastalarin kaynagi azaliyor

lleride verici havuzu gok artarsa subgruplar incelenebilir

Toplum ve aile hekimleri bu duruma karsi (gonulli havuzu azalabilir)
Tx listesindeki hastalar alkol kullanmaya devam edebilirler

CAN WE OFFER LIVER TRANSPLANTATION TO PATIENTS WITH
ALCOHOLIC HEPATITIS?
ANSWER: NO
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Early liver transplantation for severe alcoholic hepatitis.
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Abstract

BACKGROUND: A B-month abstinence frorm alcohol is usually required before patients with severe alcoholic hepatitis are
considered for liver transplantation. Patients whose hepatitis is not responding to medical therapy have a B-month survival rate
of approximately 30%. Since most alcoholic hepatitis deaths occur within 2 manths, early liver transplantation is attractive but
controversial.

METHODS: YWe selected patients from seven centers for early liver transplantation. The patients had no prior episodes of
alcohalic hepatitis and had scores of 0.45 or higher according to the Lille model fwhich calculates scores ranging from O to 1,
with a score = 0.45 indicating nonresponse to medical therapy and an increased risk of death in the absence of
transplantation) or rapid worsening of liver function despite medical therapy. Selected patients also had supportive family
members, no severe coexisting conditions, and a commitment to alcohol abstinence. Survival was compared between patients
who underwent early liver transplantation and matched patients who did not.

RESULTS: In all 2H patients with sewere alcoholic hepatitis at high risk of death {median Lille score, 0.88) were selected and
placed on the list for a liver transplant within @ median of 13 days after nonresponse to medical therapy. Fewer than 2% of
atients admitted for an episode of severe alcohalic hepatitis were selected. The centers used 2.9% o7 avallable grans 10 TH1S
earon The s Eror sorvval ot TEET wes Taer 3mmong patients who received early transplantation than
amang those who did not 77 £ 8% we 23 £ 8% BP0 0011, This benefit of early transplantation was maintained through 2

years of follow-up (hazard ratio, 6.08; P = 0.004). Three patients resumed drinking alcohol: one at 720 days, one at 740 days,
and one at 1140 days after transplantation.

CONCLUSIONS: Early liver transplantation can improve survival in patients with a first episode of severe alcoholic hepatitis not
responding to medical therapy. (Funded by Société Mationale Frangaise de Gastroentérologie.).
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CIKARIMLAR

Alkolik hepatit mortalitesi yuksek bir hastalik...

Tanisi igin tipik-kesin kriterler yok, klinik bir tani....
Akut-on-kronik hastalar...mortalitesi yuksek...

Kime kortikosteroid tedavisi verileceqi iyl karar verilmeli..
Maddrey skoru pratik ve kullanigli.......

Lille skoru-modeli........................

Alkolik hepatitlerde erken tx?....................

6 ay alkolu birakma kurali.....................

Yenitedavi: IL-227... ..o
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