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* Bakgrund leversjukdomar

e Kronisk leversvikt — vad ar det
* Epidemiologi
* Patofysiologi, naturalforlopp, stadieindelning
 Skillnad mellan kompenserad och dekompenserad leversjukdom
* Portal hypertension —vad ar det?
* Varicer
Ascites + SBP och HRS
Encefalopati
Cirros och immunforsvaret
Kommer inte prata om HCC — men det ar viktigt ocksa
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Akut leversjukdom/akut leverskada Kronisk leversjukdom

Toxicitet: lakemedel, svamp, naturpreparat m.m. . Alkohol
Infektioner: Hepatit A, B, E. CMV, EBV . Kronisk virushepatit: B, C, B+D
Trombos, ischemisk skada . Metabol leversjukdom: NAFLD, Hemokromatos
Gallstas/gallsten . Autoimmuna leversjukdomar: AlH, PBC, PSC
Okand orsak . Ovanliga: alfa-1-antitrypsinbrist, lakemedel
... etc. mm. mm.
. Blodprover och symtom ofta diskret paverkade.
. Patienten kan vara helt symtomfri
Patienten ar oftast helt symtomfri, eller bara uppleva . Sjukdomen kan vara dold/oupptéckt eller kdand
lindriga symtom. . For vissa av sjukdomarna finns bra behandling

Leverpaverkan upptacks oftast en ~~ssent

Akut leversvikt ronisk leversvikt = levercirrhos

Sviktande leverfunktion som ar m'  kommet Permanen tt leverfunktion p.g.a. l[angvarig kronisk
Fran mycket snabbt forlopp (dagar, till subakut leversjukdom¥Tar manga ar, upp till decennier att utveckla
(veckor)

Blodprover visar ofta:
Intoxikation, paracetamol . Mattligt stegrade ALAT och ASAT
Andra lakemedel . ASAT>ALAT
Orsak okand . Bilirubinstegring, sankt albumin, forhojt Pk-INR, lagt TPK
Virushepatit (A, B, E)
Graviditetskomplikationer Kliniskt ses:

. Leverstigmata, avmagring, sarkopeni
Snabbt stigande Pk-INR (>1,5). Bilirubin stiger. . Patient med kompenserad cirrhos har lite symtom
ALAT/ASAT ofta kraftigt forhojt. . Dekompenserad cirrhos: Portal hypertension: ascites,
Encephalopati och ofta annan organsvikt (njurar, varicerblodningar. Encefalopati

koagulation, cirkulatoriskt). Livshotande! . Child Pugh-score A-C



Kronisk leversjukdom — epidemiologi

* Prevalens av cirros 0.4-1.5% i Europa
e Riskgrupper (DM typ 2, hog alkoholkonsumtion) 2.4-4%
* Panoramat av bakomliggande sjukdomar férandras over tid och i olika regioner

8 1,2007 [OAlcohol use [Hepatitis B

o [l Hepatitis C [l Other causes
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kvinnor 6/100 000

”

Mortlitet man 10/100 000
Dodligheten i leversjukdom
har minskat i Sverige sedan

70-talet.
Framtiden?
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Kronisk Kompenserad Dekompenserad Dod/

leversjukdom cirros CIrros transplantation

Fibrosis (Metavir)

Portal Peri-portal

- Stage 3 Stage 4

Bridging fibrosis Cirrhosis




Kronisk

leversjukdom

Kryptogen

ﬂ[" Nedsatt proteinsyntes (INR, albumin)

"[" Forsamrad detoxifiering (Bilirubin)

||| Sankt infektionsforsvar

Kompenserad Dekompenserad Dod/

cirros CIrros transplantation

Portal Hypertension




Kronisk Kompenserad Dekompenserad Dod/

leversjukdom cirros cirros transplantation
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Figure 2. Estimated 3-month survival as a function of the MELD
score.

Kronisk Kompenserad Dekompenserad Dod/

leversjukdom cirros cirros transplantation

MELD- Model for
de | end-stage liver disease

R = 0,957 x loge (kreatinin mg/dl) +
Kryptogen 0,378 x loge (bilirubin mg/dl) +
1,120 x loge (INR)



— Behandling av grundsjukdom

Kronisk Kompenserad Dekompenserad Dod/

leversjukdom cirros cirros transplantation

Kryptogen




Portal hypertension och levercirkulation
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Portal hypertension

 Normalt tryckiv porta 1-5 mm Hg
e Portal hypertension > 6 mm Hg

* Kliniskt signifikant portal
hypertension >10 mm Hg
* Ascites
* Uppkomst av varicer
* Risk for varixblodning vid >12 mm Hg




Uppkomst av varicer
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Varixblodning

* 10 % av alla 6vre Gl-blédningar

e 70 % av ovre Gl-blédningar hos
patienter med cirros/portal
hypertension

* Hog mortalitet
e 15-20 % (6 veckor)

* Bakteriella infektioner
* Progressiv leversvikt
* Blodning
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Akutbehandling av varixblédning

Acute gastrointestinal bleeding + portal hypertension ( \
! Airway
Initial assesment (history, physical & blood exam, cultures) Breathing
& resuscitation < Circulation
l - Volume replacement with crystalloids
o (or colloids)
£ kninediate start of drug therapy . - Restrictive transfusion
= (somatostatin/terlipressin) k Hb threshold of 7 g/dl & target of 7-9 gidi )
i} Antibiotic prophylaxis
% (ceftriaxone or norfloxacine)
o
g l
]
£ 2
g' b Early diagnostic endoscopy (<12 h) v
8 < v ‘ oo
6 © Confirm variceal bleeding F ore
Q © V
E
] L .
§- - Endoscopic therapy (band ligation) g astro SkOpl
3 +
S
c + maintain vasoactive drug therapy 3-5 days
8 and antibiotic prophylaxis ( ceftriaxone or norfloxacine )
K |
“ ' 3
Control Further bleeding
(~85% of cases) (~15% of cases)
Consider early TIPS Rescue with TIPS
in high-risk

J Hepatol 2018



Esofagusvaricer-ligaturbehandling

Banded
varices i"
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Transjugular intrahepatisk portosystemisk
shunt (TIPS)




Indikationer for TIPS g ==
3 -
* Rescuebehandling, nar 53 ..
endoskopisk och farmakologisk B
behandling fallerar — o
* Tidig TIPS vid avancerad e |
leversjukdom .
* Child C/Child B med pagaende "1 L mTes
blodning vid gastroskopi e L —
* Inom 3 dygn(?) E e

No. at Rak
Farly TIPS

Garcia Pagan NEJM 2010 | tweses



Ascites- den vanligaste komplikationen till
portal hypertension

* Hog mortalitet, 50% av patienterna
dor inom 2-3 ar
 Stor variation i mortalitet beroende
pa om komplicerad ascites eller ej

* Nara relation till hepatorenalt
syndrom (HRS)

 Speciell infektionskomplikation:
spontan bakteriell peritonit (SBP)

* Komplicerad ascites

» Refraktar, HRS, SBP, hypervolem
hyponatremi




Ascites — behandling (okomplicerad)

* Diuretika * Kontraindicerade lakemedel
* Spironolakton (-> 400mg/dag) * NSAID, ACE-hammare (och dyl),
e Furosemid (-> 120mg/d)

e Dietist * Forsiktighet med njurtoxiska medel
* Saltrestriktion * Aminoglykosider

« Adekvat nutrition * l.v. kontrastmedel

* Behandla grundsjukdom
* Alkoholkarens



Refraktar ascites - behandling

* Laparocentes och albumininfusion Volym ascites | Albumin, flaskor
: : . (ml) (200g/L; 100ml)
* Diuretika skall sattas ut!!

e Ev kvar om valtolererade och d-U-Na >30 mmol 0-5000 0

* Transjugular intrahepatisk portosystemisk shunt
* Forbattrar dverlevnad och livskvalitet
 Risk for encefalopati (ca 50% av patienter) 6000 — 9000 y)
* Noggrann patientselektion (men klara kriterier saknas)

* Transplantation!
* Andra behandlingar

* PleurX, alfapump

> 5000 1

9000 - 12000 3

0.S.V....



Laparocentes- diagnostisk/terapeutisk

e SBP? Cirka 15% av hospitaliserade
cirrotiker med ascites
 Ascites-Lpk (>0.25x10° /L)
e Odling (blododlingsflaska)

e SAAG (S-albumin minus ascites-
albumin)

e >11 g/I: Cirrhos, hjartsvikt, nefrotiskt
syndrom

e <11 g/I: Malignitet, pancreatit, TBC

Abdomen Aguja

Drenaje

Envase del drenaje

* Cytologi endast vid tydlig
malignitetsmisstanke

Paracentesis Abdominal
e




Hepatorenalt syndrom

e Avancerad cirros med ascites
* Funktionell njursvikt hos en patient med svar kronisk leversjukdom

e Uteslutningsdiagnos
* Prerenal njursvikt/ hypovolemi?
e Postrenal njursvikt?
* Njurtoxiska lakemedel?

» Akut tubular nekros (ATN)/Glomerulonefrit/annan primar njur-
/urinvagssjukdom?



Advanced
cirrhosis

v v
( Portal hypertension )
Cirrhotic Vasodilator mediators Bacterial
cardiomyopathy (NG, CO and translocation

endocannabinoids) (PAMPs)

DAMPs
(HMGB1, HSPs and
hyaluronic acid)

b,

\ 4

! Cardiac output

( Splanchnic arterial vasodilation ] -«

Decreased

vascular (
resistance Inflammatory
\ mediators and/or

(Effective arterial hypovolaemia) }’;é?:risla(;‘ﬁ% @ @ Aetivatlorc
v TNF, endotoxin) immune cells

—_—
Activation of vasoconstrictor factors Inﬂammator:'y response
* RAAS i
* SNS
e AVP
+ .
( Renal vasoconstriction ) Inflammatory mediators
(cytokines, chemokines
l Decreased GFR and NO)

T Prostaglandins

Impaired renal Kidney, gsisisiscississssnississsosinsannsisssssssssesissdssansniin’
autoregulation tissue
injury?

AVP, arginine vasopressin; CO, carbon monoxide; HMGB1,
high-mobility group box 1; HSPs, heat shock proteins; NO,
nitric oxide; RAAS, renin—angiotensin—aldosterone system;
SNS, sympathetic nervous system; TNF, tumour necrosis factor.

Gines Nature Reviews 2018



Diagnos av HRS

Kronisk leversjukdom med ascites
 Svarar ej pa volymexpansion med albumin

* Inga nefrotoxiska lakemedel
* Inga tecken till intra/postrenal orsak (ultraljud, u-sticka/-sediment)

* Franvaro av chock

e Utlosande SBP starker misstanken



Handlaggning av HRS

Likemededel

 Terlipressin 0,5-2 gram/dos intravenost var 4:e timme alternativt infusion 2-12 mg/dygn
(Blandas da i 5% glukosldsning)

* Dosokning sker stegvis var (24-)48 timme beroende pa om s-kreatinin minskar <
25% eller €]

* Infusion noradrenalin kan dvervagas istallet for terlipressin, men kraver intensivvard
(sannolikt ngt samre effekt)

* Albumin (20% losning) 20-40 gram/dygn.
Overvig dialysbehandling (Overvitskning, acidos, hyperkalemi, uremi eller om vasoaktiv
beh ej framgangsrik)

* Vid behandlingsbar orsak till forsamring eller 6verbryggande infor transplantation

TIPS kan 6vervagas beroende pa graden av leversjukdom

Effekt av behandling
» Behandling ska fortga tills serum-kreatinin < 133 mmol/L eller i maximalt 14 dagar vid partiell
respons serum-kreatinin 50 % men fortsatt >133 mmol/L eller vid utebliven respons.
Overvakning

* Kontrollera EKG. Puls och blodtryckskontroll regelbundet. Behandling kan ske utan kontinuerlig
overvakning pa avdelning. Folj urinproduktion. Ev KAD



Spontan bakteriell peritonit (SBP)

Hematogen infektion/ translokation av
tarmbakterier, E. coli och Klebsiella
vanligast

Franvaro av "kirurgisk” orsak, dvs ingen
perforation eller abscess

Lagsymtomatisk bakteriell peritonit
* Diffus buksmarta, subfebrilitet
» Mattligt inflammatoriskt paslag (CRP)

* Encefalopati
* Forsamrad njurfunktion, stor risk for HRS

Hog prevalens
* 10 % av hospitaliserade patienter med ascites

Hog mortalitet, ca 20-30%, tidigare 90%

SBP?
Are You Sure it
Isn't Just Too

Many Donuts?




Spontan bakteriell peritonit- diagnos och behandling

Patienter med cirros och klinisk ascites skall genomga laparocentes vid inlaggning
och vid forsamring med feber, encefalopati, njursvikt och leukocytos

Antalet polymorfonukleara leukocyter i ascites > 0,25x10°/L

Behandling
* Antibiotika: 3:e gen cefalosporin, pip/tazo, carbapenem +/- vancomycin eller dylikt
e Albumin: 1.5 g/kg dag 1 (max 100g) och 1.0 g/kg dag 3

+/- positiv asc-odling

Profylax, oftast ciprofloxacin 500 mg x 1

* Primarprofylax: ascites total protein <15 g/I
» Sekundarprofylax: alla som 6verlevt sin forsta SBP och har kvarstaende ascites

Sort NEJM 1999, Salermo Clin Gastrol and Hepatol 2013



Overlevnad vid ascites/komplikationer
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l Chat 1! \ )
> 9 (R bt i :
= ‘ . ;‘...‘.:..,;"._....\...., 1. _ Refractory asciles
‘.g | tl 4; '.L
2 4 -~ L g ———— e e Hepatorenal syndrome
& - i § o |‘ ~ 1
R ey T Spontaneous baclerial peritonitis
2 - twmarw= . “3.2 Ve e = p
| 'L ------- \‘ . - -' ----- I
g T it |
Months
T ' 1 M T v T v T Y T
0 20 40 60 80 100

Flgure 2. Actuarial probability of survival of () cirrhotic patients with ascites and (8) patients who did and did not develop complications during
the follow-up.

Planas Clin Gastrol Hepatol 2006;4:1385-1394



Leverenceftalopati

Hepatic encephalopathy is a brain dysfunction caused by
liver insufficiency and/or PSS; it manifests as a wide spec-
trum of neurological or psychiatric abnormalities ranging
from subclinical alterations to coma

J Hepatol 2014




Handlaggning av misstankt leverencetalopati-
sammanfattning

* Typisk klinisk bild

e Exklusion av andra orsaker

e Kand eller misstankt kronisk leversjukdom med cirros

... eller

* Svar leversvikt/portosystemisk shunt med forh6jd s-ammonium
e Kliniskt svar pa ammonium-reducerande behandling



Leverencefalopati-

TABLE 1 The 5 clinical patterns of hepatic encephalopathy (HE)
presentation, modified from Amodio®?

Pattern Description

(A) Coma The patient’s eyes are closed, and
they are unresponsive even to pain
stimulation

(B) Rapidly developing confusion state

Inhibited The patient is disoriented in time and/
or space and/or identity and
somnolent

Agitated The patient is disoriented in time and/

or space and/or identity and
agitated/angry/restless

(C) Almost continuous The pattern is dementia-like
mild mental dysfunction

with interspersed

recurrent episodes of

more severe confusion

Amodio Liver Int 2018

“typisk klinisk bild”

(D) Predominant motor disorder with mild/moderate mental

dysfunction/confusion
Extrapyramidal
Pyramidal
(E) Mild brain dysfunction

Parkinsonism, chorea or athetosis
Spastic paraparesis with hyperreflexia

The patient is oriented and his/her
mental activity seems normal or
near-normal; caregivers, relatives or
heath personnel may recognise a
decay from the patient’s standard
condition in terms of behaviour,
irritability and cognition

Upon psychometric testing, altera-
tions are detectable (related to
attention, working memory,
visuopractical ability and inhibition).
Other signs, associated or independ-
ent of psychometrical alterations,
include slowed EEG activity and/or
reduced critical flicker frequency

Asterixis is usually present in patterns B-D.

L e———



everencefalopati- differentialdiagnoser

TABLE 2 Differential diagnosis:
alternative causes of encephalopathy

N

e NODVLEW

8.
9.
10.
11

i

"

NowAWNE

Pattern  Alternative causes for the clinical pattern

depending on clinical patterns A/B 1.
. Drug intoxication (benzodiazepines, oploids, neuroleptics, valproate, antiepi-

Encephalitis/meningitis, diabetic ketoacidosis or hyperosmolar coma

leptic drugs or chinolones) or alcohol intoxication
Head trauma

. Hypercalcaemia

Hypercapnia
Hypoglycaemia (coma)

. Malingering

Non-convulsive epilepsy (coma)

. Psychosis
10.
11.
12,
13.

. Alcoholic dementia

Sepsis®

Severe acute hyponatremia®

Stroke (haemorrhagic/ischaemic)

Wernike encephalopathy (thiamine deficiency) (confusion)

Alzheimer’s disease and other neurodegencrative dementias
Brain masses (subdural haematoma, low growing tumours)
Hypercalcaemia
Hyponatraemia®
Hypothyroidism
Korsakoff dementia (thymine deficiency) and other micronutrient deficiencies
(eg.8,;)
Neurological sequelae (trauma)
Obstructive sleep apnoea syndrome
Renal failure (uraemic encephalopathy/dialysis and disequilibrium syndrome)
Vascular dementia
Binswanger disease (subcortical dementia)

. Hypoperfusion

iii. Large stroke or multiple strokes
iv. Stroke in strategic areas

O dWN -

. Cercbrovascular disorders

. Dementia with Parkinsonism
. Normotensive hydrocephalus
. Extrapyramidal syndromes

. Demyelinating disorders

. Vitamin B, deficiency

7. Wilson disease

‘Hyponatremia and sepsis can produce encephalopathy or interact with hyperammonaemia to cause

hepatic encephalopathy,

Amodio Liver Int 2018



Gradering av leverencetalopati-
West Haven criteria

Clinical Practice Guidelines

Table 2. WHC and clinical description.

WHC including ISHEN Description Suggested operative criteria Comment
MHE
: No encephalopathy at all, no Tested and proved to be normal
L history of HE
Psychometric or Abnormal results of established psychometric = No universal
neuropsychological alterations  or neuropsychological tests without clinical criteria for
of tests exploring psychomotor  manifestations diagnosis.
Minimal speed/executive functions or Local standards
neurophysiological alterations and expertise
without clinical evidence of required
Covert mental change.
ove » Trivial lack of awareness Despite oriented in time and space (see Clinical findings
» Euphoria or anxiety below), the patient appears to have some usually not
Grade | + Shortened attention span cognitive/behavioural decay with respect to reproducible
* Impairment of addition or his/her standard on clinical examination, or to
subtraction the caregivers
* Altered sleep rhythm
+ Lethargy or apathy Disoriented for time (at least three of the Clinical findings
+ Disorientation for time followings are wrong: day of the month, day of variable but
Grade I + Obvious personality change  the week, month, season or year) + the other  reproducible to
* Inappropriate behavior mentioned symptoms some extent
» Dyspraxia
+ Asterixis
Overt + Somnolence to semi-stupor Disoriented also for space (at least three Clinical findings
* Responsive to stimuli of the following wrongly reported: country, reproducible to
Grade lll + Confused state [or region], city or place) % the other some extent
* Gross disorientation mentioned symptoms
* Bizarre behavior
Coma Does not respond even to pain stimuli Comatose
Grade IV state usually

reproducible

J] Hepatol 2014



Leverencetalopati- behandling och profylax

Sdkerstall adekvat vardniva och
omvardnad

* Beakta differentialdiagnoserna

e SOk utlosande faktor- behandla
densamma

e Starta empirisk behandling

e Laktulos och andra icke-absorberbara
disakkarider

* Antibiotika (Rifaximin)

* Profylax
* Primarprofylax vid Gl-blédning,
annars aldrig
e Sekundarprofylax alltid

Utlésande faktorer

* Bristande tarmfunktion- forstoppning
Infektioner

Blodningar

Elektrolytrubbningar

Diuretika (for hog dos, dehydrering)
Sederande lakemedel



Levercirros- ett forvarvat immunbristsyndrom

* Ca 1/3 av patienter med cirros har en bakteriell infektion vid inlaggning eller

utvecklar det under sjukhustiden, jamfért med ca 7 % av sjukhusvardare
individer generellt

* Ett ars mortalitet efter en bakteriell infektion ar ca 64%

* Typ av infektion
* 25% SBP
* 20% UVI
* 15% pneumoni
* 12% sepsis

* Vid antibiotikaval ta hansyn till om samhallsférvarvad eller nosokomiell infektion
samt hur paverkad patienten ar

J Hepatol 2018



Nya begrepp

* Akut njurskada (AKI, acute kidney injury)

» Ett samlingsbegrepp med en 6kning av serum-kreatinin > 26,5 mikromol/L
baslinjeniva inom 48 timmar eller en 6kning av baslinjenivan >1,5-2 ganger inom 30
dagar

e Stadium 1A: Krea < 133 mikromol/L
e Stadium 1B: Krea > 133 mikromol/L
e Stadium 2: Okning fran baslinjenivan av serum-kreatinin med 2-3 ganger

 Stadium 3: Okning > 3 ganger fran baslinjennivan eller serum-kreatinin 354 efter akut dkning
26,5 eller start av dialys.

v AKI-HRS synonymt med tidigare HRS typ 1

e Kronisk njursjukdom (CKD, chronic kidney disease)
* GFR <60 ml/min/1,73m2 under mer dn 3 manader

v/ CKD-HRS, tidigare HRS typ 2



Handlaggning av AKI vid cirros

ntl AKF sage 1a" —

Close monitoring

Remove risk factors (withdrawal of nephrotoxic drugs, vasodilators and
NSAIDs, taper/withdraw diuretics and B-blockers, expand plasma

volume, treat infections* when diagnosed)

|
{ y

Resolution Persistance f YES
Close follow up < l
Further treatment of
AKI decided on a
case-by-case basis

“AKI at the first fulfilling of KDIGO criteria

Fig. 8. Algorithm for the management of AKI in patients with cirrhosis (adapted from Ref. 318). AKI, acute kidney injury; HRS, hepatorenal syndrome;

e — N

] Hepatol 2018, Angeli, ] Hepatol 2015
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Akut leversjukdom/akut leverskada Kronisk leversjukdom

Toxicitet: lakemedel, svamp, naturpreparat m.m. . Alkohol
Infektioner: Hepatit A, B, E. CMV, EBV . Kronisk virushepatit: B, C, B+D
Trombos, ischemisk skada . Metabol leversjukdom: NAFLD, Hemokromatos
Gallstas/gallsten . Autoimmuna leversjukdomar: AlH, PBC, PSC
Okand orsak . Ovanliga: alfa-1-antitrypsinbrist, lakemedel
... etc. mm. mm.
. Blodprover och symtom ofta diskret paverkade.
. Patienten kan vara helt symtomfri
Patienten ar oftast helt symtomfri, eller bara uppleva . Sjukdomen kan vara dold/oupptéckt eller kdand
lindriga symtom. . For vissa av sjukdomarna finns bra behandling
Leverpaverkan upptacks oftast en passent
Akut leversvikt Kronisk leversvikt = levercirrhos

Sviktande leverfunktion som ar nytillkommet Permanent nedsatt leverfunktion p.g.a. langvarig kronisk

Fran mycket snabbt forlopp (dagar) til! ~:+-~'- -+ ga ar, upp till decennier att utveckla
(veckor)

Intoxikation paracetamol ALAT och ASAT

Andra lakemedel

Orsak okand ankt albumin, forhojt Pk-INR, lagt TPK
Virushepatit (A, B)

Graviditetskomplikationer

agring, sarkopeni

Snabbt stigande Pk-INR (>1,5). Bilit enserad cirrhos har lite symtom
ALAT/ASAT ofta kraftigt forhojt. cirrhos: Portal hypertension: ascites,
Encephalopati och ofta annan organsvikt (njurar, varicerblodningar. Encefalopati

koagulation, cirkulatoriskt). Livshotande! . Child Pugh-score A-C



ACLF — definition (Europeisk)

Acute on Chronic Liver Failure (ACLF) ar ett mycket allvarligt tillstand som kan drabba
patienter med kronisk leversjukdom.

Patienter med akut dekompensation: 25—-30% risk att drabbas av ACLF.

EASL: ACLF ar den enskilt storsta risken for dod hos cirrospatienter, med en total
mortalitet pa ca 50%.

ACLF definieras av tre olika tillstand som foreligger samtidigt, eller som uppkommer i en
foljd:

1. Enunderliggande kronisk leversjukdom med cirrosutveckling.

2. Akut dekompensation (ascites, varixblodning, bakteriell infektion eller hepatisk encefalopati).

3. Nytillkommen organsvikt i ett eller flera av foljande organsystem: lever, njurar, CNS, koagulation,
cirkulation och respiration.

Moreau et al Gastroenterology 2013; 144: 1426-1437



ACLF- atminstone 13
olika defitioner

Undiagnosed CLD .......... Previously diagnosed CLD

Acute liver Acute-on-chronic liver failure First Further
failure ecompensation worsening of

High 28 day Mortality: of compensated | decompensated
30-60% cirrhosis cirrhosis

Jindal, Expert Review of Gastroenterology & Hepatology 2016

Table 1. Various criteria of the definitions on acute-on-chronic liver failure.

APASL definition
An acute hepatic insult manifesting as jaundice (serum bilirubin =5 mg/dL
[>85 pmol/L]) and coagulopathy (INR >1.5 or prothrombin activity <40%)
complicated within 4 weeks by clinical ascites and/or encephalopathy in a
patient with previously diagnosed or undiagnosed chronic liver disease or
cirrhosis and is associated with a high 28-day mortality [3]

EASL-CLIF definition
An acute deterioration of preexisting chronic liver disease, usually related to
a precipitating event and associated with increased mortality at 3 months
due to multisystem organ failure [12]

CMA definition
(1) Acute or subacute deterioration of preexisting chronic liver disease; (2)
extreme fatigue with severe digestive symptoms; (3) progressively
worsening jaundice within a short period (serum total bilirubin [TBIL]
>10 mg/dL or a daily elevation >1 mg/dL; (4) an obvious hemorrhagic
tendency with PT 40% (or INR > 1.50); (5) ascites; and (6) with or without
hepatic encephalopathy

WGO working party definition
A syndrome in patients with CLD with or without previously diagnosed
cirrhosis which is characterized by acute hepatic decompensation resulting
in liver failure jaundice and prolongation of the INR and one or more
extrahepatlc organ failures that is associated with increased mortality

: #p-to 3 months from onset.

a p ysS @
Type A - Non-cirrhotic ACLF
Type B — ACLF in a compensated cirrhosis
Type C — ACLF in decompensated cirrhosis
definition
Sepsis-related ACLF defined as >2 organ failures in patients with acute
decompensation of cirrhosis precipitated by infection(s)

APASL: Asian Pacific Association for the Study of the Liver; INR: International
normalization ratio; EASL-CLIF: European Association for the Study of the Liver-
Chronic Liver Failure; CMA: Chinese medical association; WGO: World
Gastroenterology Organization; CLD: chronic liver disease; ACLF: Acute-on-
Chronic Liver Failure; NACSELD: North American Consortium for the Study of
End-Stage Liver Disease.




Acute-on-chronic-liver-failure- ACLF
CLIF-SOFA score

Organ Variabel 0 1 2 3 4
Liver Billirubin, pmol/L <20 umol/L = 20to <34 umol/L. =34 to <103 umol/L. = 103 to < 205 umol/L > 205 umol/L
(mg/dL) (-1.1) (#11t0<1.9) (Z19t0<6.0) (= 6.0to<11.9) (>11.9)’
Kidney Creatinine, ymol/L. <106 umol/L. = 106 to <177 umol/L = 177 to <309 umol/L = 309 to <442 umol/L > 442 ymol /L
(mg/dL) (<1.2) (=1.2t0<2.0) (Z12t0<3.5) (=35to<5) (> 5.0)’
Or renal replacement therapy’
CNS HE grade None I 1I m’ \"4
Coagulation INR <11 =11t01.25 =125t0<1.5 =15t0<25 = 2.5 or platlets < 20’
Circulation MAP (mmHg) =70 <70 Dopamine = 5 Dopamine > 5' Dopamine > 15
Dobutamine Epinephrine < 0.1’ Epinephrine > 0.1
Terlipressin’ Norepinephrine = 0.1' Norepinephrine > 0.1'
Lungs Pa0:/FiO: > 400 > 300 to = 400 > 200 to = 300 >100 to = 200" < 100’
SpOz/FiO2 >512 > 357 to = 512 > 214 to < 357 >89to = 214’ < 89’

'Indicates the limit for the definition of organ failure. HE: Hepatic encephalopathy; MAP: Mean arterial pressure; PaO2: Arterial oxygen tension; FiOx:
Fraction of inspired oxygen; SpO:: Peripheral capillary oxygen saturation.

Moreau et al. Gastroenterology 2013; 144: 1426-1437, WIG 2015;21(29): 8964-8973



Gradering ACLF enligt nationella riktlinjen

http://lis.sll.se/prod/karolinska/lis/verksamhetshandbok/vhandbok.nsf/vyHandBok/9A8A95177029DBBFC12585
660046EBDD/SFile/AROKBPJH7K.docx?OpenElement

Organ ACLF-gradering 28-dagars dodlighet
Ingen organsvikt Ingen ACLF 4.4%

En organsvikt (ej njure), krea <133, ingen  Ingen ACLF 6.3%

HE gr 1-2

Enbart njursvikt ACLF 1 18.6%

En organsvikt (ej njure), krea 133-177 ACLF 1 27.7%

och/eller HE gr 1-2

2 organsvikter ACLF 2 32.0%

3 organsvikter ACLF 3 78.0%

4-6 organsvikter ACLF 3 88.9%


http://lis.sll.se/prod/karolinska/lis/verksamhetshandbok/vhandbok.nsf/vyHandBok/9A8A95177029DBBFC12585660046EBDD/$File/AROKBPJH7K.docx?OpenElement

ACLF grader

Relationship between organ failure and mortality in ACLF
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60 3 ACLF
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20 -
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R [] ,
No OF Single non-kidney Single Single non-kidney Two >3 OFs
OF without KD kidney OF with KD OFs
and BD failure and/or BD
Patient OF category

Hernaez Gut 2017; 66 (3): 541-553




ACLF- IVA vard

1. Behandling av utlésande faktor och dekompensation
Organstddjande behandling vid multiorgansvikt

3. Specifika behandlingar

MARS- ingen pavisad overlevnadsvinst*

4. Levertransplantation

*Banares, Hepatology 2014
**@Garg, Gastroenterology 2012



Levertransplantation for svar ACLF

B Early transplanted d3-7 ACLF-2 or 3 patients (n=21)
1.09 I 95.2% (95%C1:86.1-100)
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Gustot Hepatology 2015



Styrande lokalt dokument 5 (6)

Lathund for nationellt prioriteringssystem for levertransplantation

Patienter med levercirros och akut dekompensation med samtidig organsvikt har kraftigt
forhojd kortidsmortalitet samtidigt som snabb levertransplantation kan vara livraddande.

Dessa patienter kan om de accepteras for levertransplantation sattas upp pa nationell
vantelista (VL) for levertransplantation om de uppféljer foljande kriterier:

- Har en akut dekompensation av cirros med varixblédning, ascites, leverencefalopati
eller bakteriell infektion.
- Dessutom har 3 eller fler organsvikter enligt CLIF-SOFA score (se kriterier nedan for

organsvikt) berdknad efter minst 3-7 dagars adekvat vard.



