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ECCO Guidelines on Extraintestinal Manifestations in
Inflammatory Bowel Disease, 2024.

Grading of
elevation

Mild

Moderate
Marked

Alanine
aminotransfe
rase (ALT)

>1-3x ULN

3-5x ULN
>5x ULN

Alkaline
phosphatase
(ALP)

>1-2.5x ULN

2.5-5x ULN
>5x ULN

v_
Glutamyltran
sferase (GGT)

>1-2.5x ULN

2.5-5x ULN
>5x ULN

Total serum
bilirubin
(TSB)
>1-1.5x ULN

1.5-3x ULN
>3x ULN

Timing of
aetiology
screen

Delay 1
month

Immediately

Immediately
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IBD-majat érinto EIM, etiologiai csoportositas

® |BD-vel k6z0s autoimmun hattérrel rendelkezo hepatologiai betegseg

»  primer sclerotizal6 cholangitis (PSC)

. IgG4-hez kapcsolodo cholangitis (IgG4-related cholangitis)

*  primer biliaris cholangitis (PBC, régebbi nevén primer biliaris cirrhosis)
*  autoimmun hepatitis (AlIH)

*  overlap-szindroma

® B¢l ovulladasaval asszocialt majbetegseoek

e portalis véna trombozis, Budd-Chiari szindroma

* granuléomatozus hepatitis

* maj talyogok

® /BD indukalta felszivodasi és metabolikus zavar okozta majbetegseo

» cholelithiasis

« amyloidosis

* nem alkoholos/metabolikus zsirmaj (NAFLD/MAFLD)
® /BD terapiajabol adodo mdjbetegség

* immunoszupressziv terapias szerek a hepatitis B reaktivaciojat okozhatjak
» direkt hepatotoxicitas: 5-ASA, metotrexat, azatioprin, anti-TNF




Bel gyulladasaval asszocialt mdjbetegsegek

* portalis véna trombdzis, Budd-Chiari szindroma: tromboembolia betegek 1,3%,
mortalitas 50%, porto-mesenterialis trombozis 0,1-1,7%, CU

GIT sebészeti beavatkozas, korhazi kezelést igénylo allapot — profilaxis!

40% protrombotikus faktor — IBD asszocialt(1)/fiiggetlen ((1)folsav], B12| — homocystein?,
coag faktorok: antitrombinlll |, FV-VIII{, thrombocytat, fibrinogén?)

« granulomatézus hepatitis: ritka, Crohn, ALP1, mesalamin/sulfasalazin, infekciok,
lymphoproliferativ €s granuldomaképzdodéssel jaré megbetegedesek

* ma4j talyogok: foként Crohn, lehet els6 manifesztacio, alt. multiplex, jobb lebeny
Intraabdominalis talyog direkt terjedése/portalis ut

Streptococcus speciesek — széles spektrumu antibiotikumok, drenazs



Portal thrombosis

Pyogenic abscess

| Granulomatous hepatitis |

Amyloid hepatitis

Clinical
manifestations:
Asymptomatic;
Abdominal pain;
Fever;

Right upper quadrant
pain

Risk factors:
Recent abdominal
surgery, female
and young person.

abacco, use corticoids,

Clinical
manifestations:
Can simulated an IBD
flare;

Fever, right upper
quadrant pain

i ctors:
> 2 hospitalization/yr;
Intra abdominal
abscess;
Intestinal perforation;
Bile duct therpeuctic

Clinical
manifestations:

Asymtomatic colestasic

attern;
Hepatomegaly

Probable etiology:
Mesalamine/
sulfasalazine;
Infections;
Lymphoproliferative
syndromes;
Secondary to:

Clinical
manifestations:
asymtomatic
hepatomegaly

inmovilization intervention. Sarcoidosis , Wegener's
Malnutriti disease or primary
or use of steroids; biliarycholangitis,
Penetrating phenotype autoinmune hepatitis
CD = UC CD > UC CD > UC CD > UC
~ J U
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IBD indukdlta felszivodasi és metabolikus
zavar okozta majbetegsegek

» cholelithiasis: 2.leggyakoribb hepato-biliaris EIM, Crohn 11-34% - epeholyag
hypomotilitas, ilealis érintettség — epesok visszaszivasa| - enterohepatikus korforgas
megvaltozik, epe koleszterin telitettseget

» amyloidosis: 0,5% (Crohn 0,9-3%, colon érintettség), nem oldhaté fehérje komponensek
lerakodasa tiinetmentes hepatomegalia

= nem alkoholos/metabolikus zsirmaj (NAFLD/MAFLD) 27%




Healthy liver NAFL NASH Cirrhosis

Rever5|ble. Rever5|b|e

Steatosis Steatosis Late stages of
(Fat in > 5% inflammation fibrosis
hepatocytes) ballooning

fibrosis

-

Common risk factors Metabolic syndrome
of progression Hypertension
BMI > 30
DM2/IR
Dyslipidemia

(. A

-

IBD risk factors Chronic inflamation
Dysbiosis
Epithelial barrier disruption
DILI
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NAFLD (non alcoholic fatty liver disease) - MAFLD
(metabolic dysfunction associated fatty liver disease)

» Baumann U, Krag A, Sibal A, et al. Paediatric steatotic liver disease has unic
characteristics: a multisociety statement endorsing the new nomenclature. J
Pediatr Gastroenterol Nutr. 2024;1-7.

» Uj nomenklatura: steatotic liver disease (SLD), metabolic dysfunction associated
steatotic liver disease (MASLD)

®» A diagnosztikus utvonal felnétt/gyermek esetén kiilonb6zo

» MASLD dg: steatosis+min 1 kardiometabolikus rizikofaktor



Gyermekkori SLD (>5% lipid felhalmozddas)

Metabolic dysfunction associated steatotic liver disease - MASLD
MASLD+mas etioldgia - MASLD overlap

Other single origin — Wilson kor, aui majbetegség, velesziiletett anyagcsere

betegségek, virusfertdzések, coliakia, ALAT deficiencia, gydgyszer okozta ...
Cryptogen

Alcohol related liver disease



4 POSITION STATEMENT
Paediatric cardiometabolic criteria | Paediatric steatotic liver disease (SLD) I
BMI 2 85th percentile for agelsex (BMI z l
score 2 +1) OR waist circumference

>95th p OR Red
* i 1 1 ok
e m— flags? —ilYes H Early investigation

» Fasting serum glucose 2 5.6mmol/l (2
100mg / di) OR serum glucose 2 11.1
mmol. | (2 200mg/dl) OR 2-hour post-load

gl levels 2 7. (6! OR ¥ o g 3

HbALC 2 5.7% (39 mmollL) OR already Meets cardiometabolic criteria

diagnosed |/ treated type 2 diabetes OR

treatment for type 2 diabetes
« Blood pressure age <13years, BP 2 95th

percentile OR = 130/80 mmHg (whichever A4

is lower); age 2 13y, 130/85mm/Hg OR

specific drug Yes* NO
« Plasma triglycerides <10y, 2 1

(2 100mg/dI); age 210 y, = 1.7mmollL (=

A50mpidL) OF ik lowseing trestment : : : Other aetiology identified
+ Plasma HDL-cholesterol s 1.0mmollL (s Other aethOgy identified ;

G e on 1st line or extended
SORGIE ) OF SN Somerng st on 1st line investigation? : g
investigations?
No [No|
L 2
Metabolic
l:ysfun'ctlo: MASLD Other single
ssoc'at_e overlap ** aetiology ** Cryptogenic
Steatotic
Disease **
1st line investigation Extended investigation Red flags

* Autoimmune liver disease
= Wilson's disease To include: + Under 8yrs old
= Alpha 1 anti-trypsin deficiency e « Developmental delay
« Thyroid function tests . lnborn_ errors of metabolism + Synthetic dysfunction
+ Coeliac disease * Genetics « BMI 2 score <1
« Hepatitis B and C * Liver biopsy + Splenomegaly
« Consider Drug Induced Liver Injury (DILI) / « History suspicious of other aetiology

alcohol

FIGURE 2 Diagnostic pathway for SLD in children. Children should all undergo first line investigation for “other etiology SLD” (i.e., non-
MASLD diseases) including autoimmune hepatitis, Wilson disease, alpha-1-antitrypsin deficiency, hepatitis B and C viruses, and coeliac/
thyroid disease. The child should also undergo simultaneous evaluation for the presence of cardiometabolic criteria. *If one or more
cardiometabolic criteria are present, it is still possible that the child has a diagnosis of a combination of MASLD-other etiology, or even an
alternative single etiology (e.g., raised triglycerides in familial hyperlipidaemia). **If the child is not overweight or obese and has no other
cardiometabolic criteria, then they should undergo more extensive investigation to ascertain cause. In the case of any “red flags,” even in
the presence of metabolic syndrome, the child should also undergo more extensive evaluation. The precise nature of the extended
investigations will depend on the clinical context and should include expert hepatology consultation. MASLD, metabolic dysfunction-
associated steatotic liver disease.
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IBD- SLD

» Aktiv betegseg
®» Bélrezekcid
» AZA

» Dyshiosis

» [Epitelialis barrier karosodasa



IBD terapidjabol adodo mdjbetegséegek

® mmunoszupressziv terapias szerek a hepatitis B reaktivaciojat okozhatjak — tartos/ nagy
dozisu streoid, anti-TNF, anti-integrin (vedolizumab), kismolekulak-JAK gatlok

(tofacitinib)

« anti IL-12/23 (ustekinumab) nem okoz reaktivaciot

« Dbioldgiai terapia elott hepatitis B szerologiai vizsgalatok! (HBsAg, antiHBs, antiHBc —sze.

vakcinacio)

» direkt hepatotoxicitas: 5-ASA, metotrexat, azatioprin és anti-TNF




hatoanyag

megelozes

karosito hatas

terapia

5-amino-szalicilsav

thiopurinok (azathioprin,
6MP)

methotrexat

kortikosteroidok

labor indulaskor és évente

Indulaskor TPMT (hidnyzo
v alacsony aktivitas esetén
ne alkalmazzuk, csokkent
aktivitas esetén alacsonyabb
dozis) és labor, majd labor
hetente 1 honapig, 2 hetente
2. hénapban, 3 havonta

Labor induléaskor, majd 2
hénapig 2 hetente, majd 3
havonta.

Folsav adasa.

Sulfapyridin —
hyperszenzitivitas,
granulomatézus hepatitis,
cholestasis, ALF
Mesalamin — nem/kevésbé
jellemz6 karosito hatés

Hepatitis, cholestasis,
sinusoidal obstruction sy,
regenerativ nodularis
hyperplasia, peliosis hepatis
—17%!

Transzaminazok?,
fibrozis/cirozis,
steatohepatitis -8-14%

NAFLD, hepatitis B virus
reaktivacio hosszutava
alkalmazas esetén

Gyobgyszeradas
felfiiggesztése, ellendrzés

Allergias reakci6 az elsd
hénapban — th
felfiiggesztése, hepatitis €s
cholestasis — idioszinkrazias
reakci0, dontoen elso 3
honapban — dozis
csOkkentése/ terapia
felfiiggesztése.

Alkohol fogyasztas
megsziintetese. ALT 3x
esetén terapia felfliggesztése



hatoanyag

megelozés

karosito hatas

terapia

Anti-TNF (IFX, ADA,
golimumab, certolizumab)

Anti-integrinek
(vedolizumab)

Anti-I1L-12/23
(ustekinumab)

Kismolekulak-JAK gatlok
(tofacitinib)

S-1-P gatlok (ozanimod)

Labor induléaskor, majd 4
havonta.
Rizikotényezok: hosszas
betegségfennallas,
steatohepatitis, IFX
monoth., BMI{

Labor indulaskor, majd 6
havonta

Labor induléaskor, majd 6
havonta

Labor indulaskor, majd 6
havonta

Labor induléaskor, majd 6
havonta

”Majfunkcios értékek”
emelkedése 2.-5. infuzio
kozott, 2,5-16%

Autoimmun hepatitis (AIH)

ADA, golimumab,
certolizumab esetén ritka.

ritka

ritka

ritka

GGT? - 5%

AIH esetén [FX—ADA
valtas (nem
osztalyspecifikus hatas)
Transzaminazok 3x1 esetén
terapia leallitasa.



ECCO Guidelines on Extraintestinal Manifestations in
Inflammatory Bowel Disease, 2024.

» Betegek 50%a — EIM
» (sztalyozas:

1. Klasszikus (gyulladas a béltol tavoli lokalizacioban)

2. Asszociaciok egyéb immunmedialt rendellenessegekkel
3. Szisztémas gyulladas okozta komplikaciok
4

. Terapia okozta mellékhatas




Figure 1. Extraintestinal manifestations in IBD [adapted from Hedin
et al 2019, figure created with BioRender®]. ...
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ECCO Guidelines on Extraintestinal Manifestations in
Inflammatory Bowel Disease, 2024.

3. Hepatobiliary manifestations of IBD
3.1 Investigation of liver disease
Statement 8

Alanine aminotransferase, alkaline phosphatase, y-glutamyltransferase and total
serum bilirubin should be determined in the treatment-naive patient with
suspected IBD, and then at 6-month intervals throughout follow-up [EL4]
[consensus: 97%)]
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