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ACLF podla prospektivnej Eurdpskej observacnej
studie CANONIC

e Termin ACLF bol prvy krat pouzity v roku 1995 (Ohnishi, Sugihara)
e 2002 v Londyne vznikla pracovna definicia ACLF
e Je syndrom, charakterizovany:

e je zavaznou formou akutne dekompenzovanej cirhdzy

e vysokou 28 dnovou mortalitou (> 30%)
 multiorganovym zlyhavanim dla CLIF-OF

* AD: ascites, ikterus, krvacanie z GIT pri portalnej hypertenzii, hepatalna
encefalopatia, bakterialna infekcia

 Dynamicky syndrom, 81 % pacientov malo final ACLF na 3-7 den




Definicia organoveho zlyhania
CLIF — OF skore

Organ System

Score =1

Score=2

Score=3

Liver (mg/dl)

Bilirubin < 6

6 = Bilirubin = 12

Bilirubin =12
205 umol/I

Kidney (mg/dl)

Creatinine <2

Creatinine =22 <3.5
> 176 umol/I

Creatinine =3.5 or
renal replacement

Brain
(West-Haven)

Grade 0

Grade 1-2

Grade 3-4

Coagulation

INR < 2.0

20=INR <2.5

INR = 2.5

Circulation

MAP =270 mm/
Hg

MAP <70 mm/Hg

VVasopressors

Respiratory:
PaO.,/FiO,
or SpO./FiO,

>300
>357

=300 - > 200
>214- <357

=200
=214

Moreau R et al. Gastroenterology 2013




[ Cerebral
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Definicia... CANONIC

Na zaklade CANONIC (EASL- CLIF Consortium) studie boli vytvorené
diagnostické kritéria ACLF

Stupen ACLF | ACLF O (prosta akutna ACLF 1 ( 1a,1b) ACLF 2 ACLF 3
dekompenzacia)

bez organového zlyhavania samotné renalne zlyhavanie  Zlyhavanie
zlyhavanie (1a) 2 orgdnov 3 aviac

alebo zlyhanie len jedného )
organov

organu (pecen, koagulacia, alebo zlyhanie iného

cirkulacia, dychanie) a kreatinin orgdnu a sucasne

<133 umol/l a bez HE alebo HE kreatinin > 133 <176

I1I-1V a kreatinin < 133 umol/I umol/l a/alebo HE I-I
(1b)

1a3 4.7% a 14% 22.1% a 40.7% 32% 76.7%
mesacna a52.3% a79.1%
mortalita

Moreau R et al. 2016
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CLIF-C ACLF CALCULATOR

CLIF-C ACLF (Acute-on-Chronic Liver Failure) score and expected mortality rates

o See sCore FOFI’TI u|a

CLIF-C Organ Failure Sub-scores

Bilirubin Liver score D

Liver failure * Yes ' No
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ACLF

* nadmerna systémova zapalova reakcia
e vyvolana vonkajsim inzultom ( znamym event neznamym)
» preukazana mikrobidlna infekcia so sepsou

» akutna alkoholova hepatitida ( predovsetkym SAH- tazka forma)
» GIT krvacanie

» Chirurgicky/ intervenény vykon
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ACLF-a Cco s tym?

rozpoznat ACLF

triedenie pacientov (intenzivna starostlivost [ICU] vs. bez ICU
identifikovat a liecit inzulty/ triggeri

identifikovat zlyhdvajuce organové systémy

definovat potenciadlne kritéria pre marenie intenzivnej starostlivosti (
futility)

e identifikovat potencidlne indikacie pre transplantaciu pecene.




ACLF- definicia

Mali by byt pacienti s predchddzajucimi epizédami dekompenzovanej
cirhézy zahrnuti do definicie ACLF?

Do definicie ACLF by mali byt zahrnuti pacienti s predchadzajucou
dekompenzaciou aj ti bez nej ( neplati pre APASL)

I Podla CANNONIC studie mali pacienti s prvou dekompenzaciou
horsie prezivanie, vyssi stupen systémového zapalu aj stupna ACLF!




ACLF- Trigger

Ako by sa mali identifikovat vyvolavajuce inzulty ACLF?

e systematické vysSetrenie, ktoré sa snazi identifikovat najcastejsie
vyvolavajuce faktory:

» preukazana bakteridlna infekcia

»alkoholova hepatitida

»gastrointestindlne krvacanie s hemodynamickou nestabilitou
» infekcia HBV a HEV

» nedavne uzité lieky ( DILI)




Predikcia ACLF/ smrti/OLTx

e U pacientov bez ACLF — sekvencné pouzitie skore CLIF-C pre akutnu
dekompenzaciu (AD) je presnejSie ako ostatné prognostické skore pri
predpovedani rizika vyvoja pecenovych komplikacii a ACLF

e informacia o mortalite za 90/ 180 / a 365 dni

e presnejsie prognostické informacie ako skore MELD, MELD-Na a skore
Child-Pugh




Hospltal das Clinicas da Universidade de S&o Paulo in Brazil recruits patient no. 500 in the CHANCE study

ANNUAL REPORT TOOLS

CLIF-C AD
(Acute Decompensation) score

CLIF-C ACLF
(Acute-on-Chronic Liver Failure) score

TWO RESEARCH ACTIVITIES ONGOING STUDIES
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EF CLIF

EUROPEAN FOUNDATION

FOR THE STUDY OF
CHRONIC LIVER FAILURE

THE FOUNDATION AIMS RESEARCHACTIVITIES NEWS CONTACT PUBLICATIONS STUDIES SCORE CALCULATORS

CLIF-C AD SCORE

CLIF-C AD (Acute Decompensation) score and expected mortality rates
Patients with Acute Decompensation and no ACLF

o See score formula

DATA CLIF-C AD Score and probability of dying

Age E years
White-cell count | [10%ensi
Creatinine [ | mgal
INR ]
]

Sodium (Na)

mmol/L

CLIF-C AD Score
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AUROC p value
{95% CI) vs. CLIF-C ADs

CLIF-C AD 0.76 (0.71-0.80)

MELD 0.66 (0.60-0.72)
MELD-Ma 0.70 (0.65-0.76)
Child-Pugh 0.65 (0.60-0.71)




Progndza ACLF

* Na prvom mieste pouzitie CLIF- C ACLF score
* PresnejSie ako MELD, MELD-NA, CH-P
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P value
vs. CLIF-C ACLF

CLIF-C ACLF
MELD
MELD-Na
Child-Fugh

0.79 (0.73-0.85)
0.70 (0.62-0.77)
0.70 (0.62-0.77)
0.70 (0.63-0.77)
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EUROPEAN FOUNDATION
FOR THE STUDY OF

CHRONIC LIVER FAILURE THE FOUNDATION AIMS RESEARCHACTIVITIES NEWS CONTACT PUBLICATIONS STUDIES SCORE CALCULATORS

CLIF-C ACLF CALCULATOR

CLIF-C ACLF (Acute-on-Chronic Liver Failure) score and expected mortality rates

ACLF Grade, CLIF-C OF (Organ Failure) Score and CLIF-C ACLF (ACLF patients) or CLIF-C AD Score (non-ACLF patients with
Acute Decompensation)

o See score formula

DATA CLIF-C Organ Failure Sub-scores

Bilirubin Liver score

Liver failure  Yes No

Creatinine mg/dl Kidney score

Renal failure  Yes  No
Renal replacement therapy O Yes O No

West-Haven grade for HE 0001020304 Brain score

Cerebral failure  Yes No

E Coagulation score

Coagulation failure  Yes  No
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EUROPEAN FOUNDATION
FOR THE STUDY OF
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] U

MAP mmHg

Use of vasopressars (Circulatory failure indication) O Yes O No

)

Select one: O Pa0, (preferred) @ SpO,

mmHg %

FiO,

=]
&~

Mechanical Ventilation O Yes © No

PUBLICATIONS STUDIES SCORE CALCULATORS

Coagulation score

Coagulation failure ~ Yes  No

Circulatory score

Circulatory failure  Yes  No

Lung score

Respiratory failure  Yes  No

Total Number Failures

CLIF Organ Failure Score

Qoo —




{Admiﬂaiﬂn of patient with acutely decompensated r:irrhnsis}

l

| Assess CLIF-C OF score for diagnosis of ACLF |

[AELF present

-'I'I—Il'—\-'-—l'-l-ﬁ'-'-\-'\-\.-

(CLIF-C ACLF score|

' | .
High risk: Intermediate risk: Low risk:
CLIF-C AD score 260 CLIF-C AD score 46-58 CLIF-C AD score =45

3-manth mortality >30% | | 3-month mortality 2-30% | | 3-month mortality <29%




Indications for ICU admission

indications

« Need for organ support (vasopressors, mechanical ventilation, or renal
replacement tharapy)

» Mas=sive bleeding

« Grade -1V hepatic encephalopathy {(airvay protection)

= Seplic shock

Contra-indications o ICU admission

« Comorbidities associated with very poor prognosis

= Physiclogically andfor biclogically elderly patients®

« Severe pulmaonary (GOLD criteria 3 or 4), cardiac (NYHA functional class
I or IV) or neurclogical disease and ACLF-3

= Advanced neoplasm (life expectancy <6 months)

- Savere frailly” secondary to severe sarcopenia (muscle wasling and
malnutrition)® or a Kamofsky performance status of 40 or less®

Tirme of ICU admission

= Within the first 6 h after diagnosis

Indications for admission at intermediate care structures
« Variceal bleeding

« LGrade lI-1 hepatic encephalopathy
» Sepsis with AKI-HRS or with liver or coagulation failures

Assessment of the risk of death by 30 days

The risk of death should be evaluated 3-7 days after starting full organ
support and not at admission

Potential rules for stopping organ support

The presence of 4 or more organ failures or a CLIF-C ACLF score =70
points 3-7 days after ICU admission should lead to a re-evaluation of the
adequacy of maintaining organ support in the absence of liver transplant
options

Mali by byt pacienti s ACLF
hospitalizovani na JIS?




Ak. Alkoholova hepatitida ako Triger

e Maju byt pacienti s alkoholovou hepatitidou a ACLF-2 alebo ACLF-3
lieCeni kortikosteroidmi?

»Pacientom s alkoholovou hepatitidou a ACLF-2 alebo ACLF-3 sa
nedoporucuje liecba kortikosteroidmi (silné odporucanie)

» Ak sa u pacientov s alkoholovou hepatitidou a ACLF-2 alebo ACLF-3

podavaju kortikosteroidy, mali by sa vykondvat pravidelné kontroly na
pritomnost infekcie (silné odporucanie)




Varikdzne krvacanie a ACLF

Maju byt pacienti s ACLF a varikoznym krvacanim lieceni TIPS?

» TIPS zlepsit vysledky u pacientov s krvacanim z varixov a ACLF
»s recidivujucim krvdcanim alebo zlyhanim farmakoterapie

§of pf

»Personalizovana medicina hodnotenia risk/ benefit
»HE nie je absolutna kontraindikacia




ATB/ACLF

 MOzu empirické ATB zlepsit prezivanie pacientov s ACLF?

» U pacientov s ACLF a podozrenim na infekciu by mala byt empiricka
antibioticka lieCba prispdsobena miestnej epidemiologickej situacii

» U pacientov s septickym Sokom alebo zhorSovanim ACLF by sa mali
pouzivat Sirokospektralne empirické antibiotika pokryvajuce vsetky
potencialne patogény

» Skrining v den prijmu




DE-eskalacia ATB/ ACLF

e U pacientov s ACLF, ktori dostavaju sSirokospektralne antibiotika, sa
navrhuje zacat s v€asnym znizovanim davok empirickych antibiotik (v
casovom rozmedzi od 24 do 72 hodin).

e Znizenie davok by malo byt zalozené na rychlych mikrobiologickych
testoch a udajoch o kolonizacii rezistentnymi mikroorganizmami

* Pri nozokomialnej sepse- aj antimykotika!




Extrakorporalne metodiky/ACLF

e Rutinné pouzivanie extrakorporalnych systémov podpory pecene
alebo plazmatickej vymeny pri ACLF sa neodporuca

e Aj ked albuminova dialyza moze zlepsit zavaznost hepatalne;
encefalopatie, neexistuju dokazy, ze by zlepsila prezitie pacientov s
ACLF




Nutricna lieCba/ Rehab/ACLF

 Hodnotenie krehkosti a skrining malnutricie sa odporuca u vsetkych
pacientov s ACLF

e energeticky prijem je 30-35 kcal/kg/den (alebo 1-1,4-ndsobok
bazalnej energetického vydaja)

e prijem bielkovin je 1,2—-1,5 g/kg/den
e Je potrebné sa vyhnut obmedzeniu prijmu bielkovin

e preferovat perordlny prijem; ak nie je mozny enteralna vyziva
pomocou hasojejunalnej sondy




NSBB/ACLF

 Pri ACLF prerusit pripade hypotenzie a renalneho zlyhania
* Po stabilizacii by sa mali NSBB zacinat opatrne, s dokladnym
sledovanim krvného tlaku

e ZvySenie davky by malo byt riadené priemerom arteridlneho tlaku;
(pri hodnote nizsej ako 65 mmHg su vyvhody obmedzené)




OLTX

Zlepsuje transplantdcia pecene prezitie u pacientov s tazkym ACLF
(ACLF-2, ACLF-3)?

e VVSetkym pacientom s tazkym ACLF (ACLF-2 alebo -3) by sa mala byt
co najskor navrhnuta transplantaciu pecene

e Pacienti s ACLF-3 by mali mat prioritu na WL

e Odkladanie transplantacie pecene u pacientov s tazkym ACLF (ACLF-2
alebo -3) zvysuje riziko umrtnosti na ¢akacej listine a po transplantacii




/aver

 ACLF syndrom je osobitnou formou AD cirhdzy

* Prevalencia ACLF! u pacientov hospitalizovanych s AD sa odhaduje na
30%

* Nové odporucania pre liecbu ACLF
 MARS/Prometeus? — nezlepsuju prezivanie

* Indikacia k hospitalizacii na JIS
www.clifconsortium.com v beznej klinickej praxi



http://www.clifconsortium.com/
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