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Tanim

Kronik karaciger hastalig

Presipitan faktor

Akut Karaciger yetmezligi (INR ve bil artisi)
Bir veya daha fazla organ yetmeazligi

Kisa strede yuksek mortalite



Kronik Karaciger
Hastalig

Kompanse Siroz Dekompanse Siroz
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Kompanse ya da dekompanse sirozdan ayri bir klinik antite
Kompanse siroz 5 kat
Dekompanse siroz 10 kat fazla mortalite riski

Alkolik kompanse sirozda 1 yillik sagkalim %80,
dekompanse sirozda %36-80

90 gunluk mortalite KZAKY %34
Dekompanse sirozda %1.9
Hastane ici mortalite %53

KZAKY cok dlsuk-cok yuksek



Prevalans

* Hospitalize sirotik hastalarda; %24- 40
* Sirotik hastalarda 5 yilda %40

* Infeksiyon iliskili KZAKY %24.3



Dogal Seyir

lyilesme %50

Kotulesme %20

Stabil ya da dalgali %30
Grade 1 de iyilesme %54.5

Grade 3 de iyilesme %16



Klinik Seyir

%40 vakada ilk 48 saatte
% 15 vakada 3-7 gunde
%15 vakada 8-28 glinde belli oluyor

Viral hepatit, hepatotoksik ilaca bagli olanda 1
villik mortalite %63.9

Bakteryel infeksiyon ya da cerrahiye bagl
olanda %74.6



Multiorgan yetmezligi kotu prognoz
gostergesi

Organ yetmezliginde 30 gunluk mortalite
oranlari

1: %13
2: %26
3: %64
4:%72

Cr, ileri HE ve ventilator destegine ihtiyac
mortalitede bagimsiz prediktorler
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Relationship between organ failure and mortality in ACLF
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] ACLF
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OF without KD kidney OF with KD OFs
and BD failure and/or BD
Patient OF category

Hernaez R, et al. Gut 2017;66:541-553. doi: 10.1136/qutjnl-2016-312670



Bagimsiz prediktorler

KZAKY gelisimi
Nozokomiyal infeksiyon
MELD skoru

Dusuk ortalama arter
basinci

Non SBP infeksiyonu

Kotu Prognoz
Sekonder infeksiyon

Yiksek MELD skoru

Dusuk ortalama arter
basinci

Lokositoz
Dusuk albimin



Predispozisyon
Presipite edici faktorler
Inflamatuar cevap

Organ yetmeazligi



* Kronik karaciger hastaligi



Presipite Edici Faktorler

* Tip I: Non-hepatik (sepsis, pankreatit, GIS

kanama) MELD skoruna gore
. . 90 glinlik mortalite
* Tip 2: Hepatik zedelenme oo
— 2a: Akut viral hepatit (HAV,HEV) ok
12-15: %32
— 2b: DILI, otoimmun hepatit, WilsoOfSEEAEE:

— 2c: Hepatosit kaybi ( rezeksiyon,#A&RE, RF, iskemi

* |diopatik (%50)



Table 4 Reported triggers of acute-on-chronic liver failure,

number (%)

CANONIC Shi et al

n=303, (9) n=405, (14)
Exacerbation hepatitis B — 145 (35.8)
Bacterial infection 98 (32.6) 113 (27.9)
Gl haemorrhage 40 (13.2) 40 (9.8)
Active alcoholism within the past 3 months 69 (24.5) 25 (6.1)
Other (TIPSS, surgery, large volume paracentesis 5 (8.6) 9 (2)
without albumin, hepatitis, alcoholic hepatitis)
Not identifiable 126 (43.6) 83 (20.4)
More than one 39 (13.5) 36 (8.9)

CANONIC, EASL-CLIF Acute-on-Chronic Liver Failure in Cirrhosis; TIPSS, transjugular

intrahepatic portosystemic shunt.



Bakteriyel infeksiyon

Dekompanse sirotiklerde mortalite 2-4 kat
artar

KZAKY hastalarinin %40-50 infeksiyon var
Nozokomiyal infeksiyon %20-40

Siddetli bakteryel infeksiyonda mortalite %60-
100



Viral

Hepatit

Bakteryel
infeksiyon

pH bagl

: kanama
llag ve

hepato

toksinler Cerrahi ve

travma




Liver failure/bacterial translocation SIRS: Systemic inflammatory response

* Endotoxemia

* Reduced protein/complement synthesis
* Reduced immune surveillance — Normal
* Reduced albumin function

l

— ACLF: survivor
—— ACLF: non-survivor

N

Immune paralysis

Immune response

f | f

Innate immunity ] Adaptive immunity]

-

&

B Neutrophils: phagocytic defect . T-cell exhaustion
* Monocytes: DR loss * Inability to profilerate

. CARS: Compensatory anti-inflammatory response
* NK cells « Increased apoptosis P i ry resp




Bacterial translocation

Bacterial infection

SIRS

Worsening systemic and
hepatic hemodynamics/

liver function
Compensated
cirrhosis
Y

Increasing portal ! . |
pressure, fibrosis ~ Multiorgan failure

and vasodilatation . Hypotension |

Y .
* Renal failure

Decompensated « Jaundice =
cirrhosis | » Coagulopathy
/ _ * Encephalopathy |
« VH
* Ascites

- HE




Cirrhosis

4. ORGAN FAILURE

2. INJURY

Alcohol
Acetaminophen
Ischemic / reperfusion

l

Bacterial translocation
Infection (SBP, UTI, etc)

4. ORGAN FAILURE

Hepatocyte Kupffer cell
2. INJURY
Alcohol Bacterial translocation

Acetaminophen
Ischemic / reperfusion

l

Infection (SBP, UTI, etc)

PAMPs




Organ Yetmezligi (%)

Bobrek yetmezligi (55.8)
Koagtulasyon bozuklugu (27.7)
Hepatik ensefalopati (24.1)
Hemodinamik kollaps (16.8)

Pulmoner yetmeazlik (9.2)



Sarilik

Asit

Varis kanamasi
Hepatik ensefalopati

Kronik Karaciger

Virusler
ilaclar
Alkol

Iskemi
Cerrahi

Sepsis
idiopatik

Hastaligi Kompanse Siroz Dekompanse Siroz

Tip A KZAKY Tip BKZAKY  Tip C KZAKY

Hepatik ve Extrahepatik Organ
Yetmezligi




Ekstrahepatik organ yetmeazligi

 KZAKY dekompanse sirozdan ayirmada temel
parametre



Kidney

Cortisol deficit



Bobrek Yetmezligi

Cr>1.5 mg/dL ya da renal replasman ihtiyaci

olmasi

Cr 1.0 mg/dL altinda 0.3 mg/dL artislar bile

prognostik oneme sahip
Sirotik hastada ABY mortaliteyi 8 kat artirir

ABY duzelse bile olum riski tamamen ortadan

kalkmaz



Prerenal azotemi
Akut tubuler nekroz
Hepatorenal sendrom

Alkolik hepatitte pentoxifilin, N asetil sistein

SBP iv alblimin

AKI %30-40 bakteryel infeksiyon

Intestinal dekontaminasyon

Infeksiyon iliskili bb yetmezliginde 3 aylik sagkalim %31

Hiponatremi :3 aylik sagkalim %35.8 vs %58.7 KZAKY



Hepatik Ensefalopati

Akut Karaciger yetmeazligi
Dekompanse siroz

Kronik zeminde akut karaciger yetmezligi

Izole hepatik ensefalopati iyi prognozlu

KZAKY iliskili HE kot prognozlu



Beyin

Serebral 6dem

IKBA

Hiperamonyemi

Hiponatremi

Inflamatuar cevap, ndroinflamasyon

Rifaksimin bakteriyel translokasyon ve
endotoksemiyi azaltir



Kardiyovaskuler Sistem

Azalmis OAB

Sistemik vaskliler rezistansta azalma

Kardiyak output ta artma
Hepatik ven6z basin gradyentinde artis

Sirotik KMP



Solunum Sistemi

Pnomoni
Aspirasyon
Translokasyon (PPI)

Sirotik hastalarda solunum yolu infeksiyon
%14-48

Akut AC hasari, akut respiratuar distres

sendromu



Solunum Sistemi

* Mekanik ventilasyon ihtiyaci kotl prognoz

gostergesi (%89 mortalite 1 yil)
e OlUm riski orantisiz olarak artar

 Mekanik Ventilasyon >9 glin ve artmis biltribin

vuksek mortalite icin bagimsiz risk faktori



Koagulasyon Sistemi

Dusuk Platelet

Artmis INR

Bakteryel infeksiyona bagli artmis heparinoid
Bu etki gecici

Platelet disfonksiyonu infeksiyon ve bobrek
vetmezliginde daha fazla



EASL-CLIF
SEQENTIAL ORGAN FAILURE
ASSESSMENT (SOFA), CLiF-SOFA)

Sagkalimi 6ngérmede MELD ve
APACHI den daha Ustin

Table 2. CLIF-SOFA Score System

Organ Measurement Score
Liver
Bilirubin, mg/dL <1.2 0
>1.2 to <2.0 1
>2.0 to <6.0 2
>6.0 to <12.0 3
>12.0 4
Kidney
Creatinine, mg/dL <1.2 0
>1.2 to <2.0 1
>2.0 to <3.5 2
>3.5 to <5.0 3
>5.0 or RRT 4
Coagulation
INR <11 0]
>1.1 to <1.25 1
>1.25 to <1.5 2
>1.5to <2.5 3
>2.5 or platelet count <20,000 4
Circulation
Mean arterial >70 0
pressure,
mm Hg
<70 1
Dopamine <5 or dobutamine or 2
terlipressin
Dopamine >5 or E <0.1 or NE <0.1 3
Dopamine >15 or E >0.1 or NE >0.1 4
Respiratory
Paos/Fios >400 0
>300 to <400 1
>200 to <300 2
>100 to <200 3
<100 4
Spos/Flos >512 0
>357 to <512 1
>214 to <357 2
>89 to <214 3
<89 4
Cerebral
No HE 0
| 1
1l 2
1 3
v 4

Fio,, fraction of inspired oxygen; HE, hepatic encephalopathy; INR, interna-

tional normalized ratio.



Table 2
Grades of ACLF.

ACLF-1: Renal failure or a non-renal organ failure associated with creatinine 1.5
—2 mg/dL and/or grade I-II encephalopathy;

ACLF-2: 2 organ failures

ACLF-3: 3 organ failures

ACLF-4: 4—6 organ failures

From R. Moreau et al., Diagnosis, prevalence, and prognosis of acute-on-chronic liver
failure (ACLF): results of the EASL-chronic liver failure (CLIF) consortium CANONIC
study. Abstract 1404, International Liver Congress 2012,

ACLF, acute on chronic liver failure.



» ACLF gracke 1 because 26-day mortaliy is 22% in patients
with
- Single kidney ailure
- Single iver, coaqulation, circulatory or lung failure that
s associated with a serum creatinine level of 1.5-
1.9 mg/dL andlor hepatic encephalopathy grade 1 or
Orade 2
- Single brain failure with a serum creatining level of 1.5-
1.9 oL
» ACLF grace 2 because 28-day mortaliy is 32% in patients
with
- Two organs failures
» ACLF qrace 3 because 26-day mortaliy is 77% in patients
with
- Threg organ failures or more



Table 7 CLIF Consortium Organ Failure Score: simplified version
of the CLIF-SOFA score

Organ/
system Variable Score=1 Score=2 Score=3
Liver Bilirubin (mg/dL) <6 6 to <12 >12
Kidney Creatinine (mg/dL) <2 2 to <3.5 >3.5 or RRT
Brain Encephalopathy grade 0 1-2 34
(West-Haven)
Coagulation INR <2 2 to <2.5 >2.5
Circulation MAP (mm Hg) >70 <70 Vasopressors
Respiratory Pa0O,/FiO, or SpO,/Fi0, >300 <300 and <200
>357 >200 <214
>214 and
<357

Highlighted areas indicate the definition of each organ failure.

CLIF, chronic liver failure; FiO,, fraction of inspired oxygen; INR, international
normalised ratio; MAP, mean arterial pressure; PaO,, partial pressure of arterial
oxygen; RRT, renal replacement therapy; SOFA, Sequential Organ Failure Assessment;
Sp0,, pulse oxymetric saturation.



www.efclif.com (0-100)
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WHO WE ARE | AIMS | ASSOCLA JENTRES NEWS CONTACT PUBLICATIONS STUDIES SCORE CALCULA

Bilirubin Liver score

Liver failure  Yes { ' No

Crentining Kidney score

Renal failure _ Yes ' No
Renal replacermnent therapy

Brain score

Cerebral failure © ' Yes | No

Coagulation score

Coagulation failure © * Yes _ No

‘ mmHg Circulatory score

Circulatory failure _ Yes ' No

@ Yes O No

mmtg Lung score

Respiratory failure _ Yes _ No
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Figure 3 Comparison of the area
under the receiver operating curves
(AUROCs) to predict 28-day (panel A)
and 90-day (panel B) mortality of the
chronic liver failure Consortium
(CLIF-C) acute-on-chronic liver failure
(ACLF) score compared with Model For
End-Stage Liver Disease (MELD), Model
For End-Stage Liver Disease sodium
score (MELD-Na) and
Child-Pugh-Turcotte scores (CPs).
Adapted with permission from Jalan
etal.'

A Prediction of 28-day mortality

B Prediction of 90-day mortality
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Hernaez R, et al. Gut 2017;66:541-553. doi:10.1136/qutjnl-2016-312670
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Degerlendirme zamani

3-7 gun daha iyi

28 gunlik nakilsiz mortalite;
Ciddi vakalarda; %42-92
Hafif vakalarda %6-18



Beyin 6demi

Spesifik tedavi yok Intrakranial kanama

. . Aktif infeksi
Dresipitan factor tediiitikiaas

Ventilator destegi

(omphkasyonlardan Hemodinamik instabilite

KC destek sistemleri

KC tx; 28 glin icinde %9, 90 gun icinde %15,
dar pencere donemi




100%

Hepatic reserve

0%

Cirrhosis

Decompensatedi

Day O

Golden Window

Time in weeks

Multi Organ Failure

Threshold for

Spontaneous
Recovery

Liver failure &
Liver Transplant



KC tx, Canli

Endikasyon Sagkalim 5 yil (%)

KZAKY, HBV 93

KZAKY , diger nedenler 90

Siroz, diger nedenler 79
AKY 91
Kadavra 72

KC+bb 82



Gelecek

Bakteryel trang

inflamasyon
Probiyotik, no
Imunomodl

Korunma

IS —HBV tarama
Gut-flora

llaclar
Alkol

1
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