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Maj + IBD (Inflammatory Bowel

* |IBD extraintesztinalis manifesztacioi kozul a hepatobiliaris manifesztaciok
a leggyakoribbak

+ aszimptomatikus emelkedett transzaminaz aktivitastol a sulyos
majelégtelenségig

* egyes tanulmanyok szerint a maj érintettsége az IBD-s betegek akar
50%-anal jelen van

* 5%-uk kronikus majbeteggeé valik

* |IBD-ben a leggyakoribb: metabolic dysfunction-associated steatotic liver
disease (MASLD) régi nevén: nonalcoholic fatty liver disease (NAFLD)
legspecifikusabb: primer sclerotisalo cholangitis (PSC)

Gaspar R, Branco C. C., Macedo G. Liver manifestations and complications in inflammmatory bowel disease: A review.
World J Hepatol, 2021.13(12): p. 1956-1967

Nufez F.P,, Castro F., Mezzano G., Quera R. et al,, Hepatobiliary manifestations in inflammatory bowel disease: A practical
approach. World J Hepatol, 2022. 14(2): p. 319-337.
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Csoportositas

Colitis ulcerosa

Crohn-betegség

Colitis ulcerosa

Crohn-betegség

Az IBD-vel k6zds imunoldgiai hatterud
betegségek:
- primer sclerotizald cholangitis (PSC)
- 1gG4-hez kapcsolddod cholangitis
(IlgG4-related cholangitis),
- primer bilidris cholangitis (PBC)
- autoimmun hepatitis (AlH)
- overlap-szindroma

Primer sclerotisalo Granulomatozus Gyogyszer Gyogyszer

cholnagitis (PSC) hepatitis indukalta indukalta
majkarosodas majkarosodas

Autoimmun M3j talyog HBYV reaktivacio HBV reaktivacio

hepatitis

Overlap- Cholelithiasis

szindroma

Primer biliaris Hepatikus

cholangitis amyloidosis

Portalis vena
thrombosis

NAFLD (Uj nevén:
MASLD)

Gaspar R, Branco C. C,, Macedo G. Liver manifestations and complications in inflammatory bowel disease: A
review. World J Hepatol, 2021. 13(12): p. 1956-1967

Mieli-Vergani G., Vergani D., Baumann U., Czubkowski P. et al. Diagnosis and Management of Pediatric
Autoimmune Liver Disease: ESPGHAN Hepatology Committee Position Statement. Journal of Pediatric
Gastroenterology and Nutrition, 2018. 66(2): p. 345-360.
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A bél gyulladasaval asszocidlt betegségek:
- portalis véna trombozis
- Budd-Chiari szindroma

ranuldmatozus hepatitis
j’\éj talyogok
o

dasi és metabolikus zavar
ségek:

alapjan kialakulo
- cholelit
- amyloidosi

-
- NAFLD/MAFL@@

Az IBD terdpidjdbdl addddan direkt

hepatotoxicitas: 5-ASA, metotrexat,, azatioprin,
anti-TNF

Hepatitis B reaktivaciot okozhat: MTX, aza,
antiTNFa




Az IBD-vel kdzos autoimmun hattérrel
rendelkezd betegségek

- sclerotizald epeuti megbetegedések
- autoimmun hepatitisek (AlH)
- overlap-szindroma

- |lgG4 cholangitis (IgG4-related cholangitis - IRC)

e

Submit a Manuse
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REVIEW
Hepatobiliary manifestations in inflammatory bowel disease: A
practical approach

iola Castro, Gabriel Mezzano, Rodrigo Quera, Diego Diaz, Lorena Castro
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Sclerotisalo cholangitisek (SC) + IBD

kronikus cholesztazissal jard betegségek, az intra- és/vagy extrahepatikus epeutak fibrézisaval

primer sclerotisalo cholangitis

. . . f’d\v '\
sclerotisalo cholangitis G /1]‘ ;
® <

A gyvermekagyoagvaszatban [0l korulirhatd csoportokra oszthatod:

* neonatalis SC - autoszoémalis recessziv oroklésmenetet mutathat, ABCB4 (MDR3) gén defektusa -
,1he toxic bile hypothesis”

« secunder SC - immunodeficienciakhoz kapcsolhatd (pl. Langerhans-sejtes histiocytosis, psoriasis,
sarlésejtes anaemia, cisztas fibrozis)

* autoimmun SC (ASC) - AIH és SC overlap-szindromaja (szérumban autoantitestek talalhatok)

« primer SC (PSC) - etioldgia tulajdonképpen nincs (IBD-hez tarsulva ez a leggyakoribb)

* small-duct PSC - Crohn-betegséggel és colitis ulcerosaval is asszocialhatd

Mieli-Vergani G., Vergani D., Baumann U., Czubkowski P. et al. Diagnosis and Management of Pediatric
Autoimmune Liver Disease: ESPCGHAN Hepatology Committee Position Statement. Journal of Pediatric
Gastroenterology and Nutrition, 2018. 66(2): p. 345-360.
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PSC+IBD

A PSC-hez 70-80%-ban tarsul IBD (CU) < > IBD-s betegek mindossze 2-7%-ban
figyelheté meg PSC

UC-PSC:
- a PSC+IBD betegek 80%-a
- acolon betegsége enyhe (colon ascendens, mucosa rectal sparing, backwash ileitis)

PSC-s betegnél
CD-PSC: =) | érdemes széklet vér

- abélgyulladasenyhe vizsgalatot végezni
- ama3j érintettsége dominal

IBD+PSC:

- ama3j allapota és a gyulladasos bélbetegség aktivitasa egymastol fuggetlenul valtozik
- azIBD enyhe

- colorectalis carcindbma

PSC associated IBD/PSC co-existing with IBD:
specifikus genetika, colon lokalizacio, subklinikai tunettan, malignitas rizikd magasabb, egyedi mikrobiom mintazat

https://doi.org/10.1080/17474124.2022.2031979
NUfRez F P et al. Hepatobiliary manifestations and IBD WIJH https://www.wjgnet.com
322 February 27,2022 Volume 14 Issue 2
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https://doi.org/10.1080/17474124.2022.2031979

Primer sclerotisalo cholangitis (PSC) + IBD -

etiologia
Genetika

« autoimmun betegségeken belul a PSC és
IBD gyakrabban fordul el6
» lehet kozds genetika?

PSC:
B8-ICA*008-TNFA*2-
DRB3*0101-DRB1*0301-
DQB1*0201
DRB3*0101-DRB1*1301-
DQAT*0103-DQB1*0603
MICA*008-DRB5*0101-
DRBT1*1501-DQAT*0102-
DQB1*0602

IBD:

TGR5, MST1 and GCP5/GCP6

Trivedi PJ et al. PSC, AlIH and overlap syndrome in inflammatory bowel
disease.
, October 2012, Pages 420-436
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,The leaky gut hypotesis” — , The toxic bile
hypothesis”

Human findings Clues from animal models

Geneti tibil i
[ NN SRS oY IA"“""""""“’ l 1 Intestinal permeability I Experimental biliary
H : HLAAT, 88, -CT, Fawidal, grographic chrstering obstruction
DR3, HMICA 02, SICANORS. T Serum Avtorntidodies s880
NowH Atlaplotypes: ICANT, CCRSA32, Agtvmmano cserses PGPS

CFTR, TGR-5, SXR, GPCSA, MVP13

Toxic Bile

ABCHd matatony
CFIR variants
SXREPXR vaviants

1 Biliary pressure

Ductular reaction

b\ — Exogenous triggers
— PSCi8D Infactious agents

MASCAN-1

1 o

Erciothstal cll o CCR

'_ ‘Bacterial
) translocation [ Vascular deprivation

Lymphocyte homing

Marion J.P in Best Prac&Res Clin
Gastroenterology. 2011;,25;727-739



https://www.sciencedirect.com/journal/clinics-and-research-in-hepatology-and-gastroenterology
https://www.sciencedirect.com/journal/clinics-and-research-in-hepatology-and-gastroenterology/vol/36/issue/5

Autoimmun hepatitis + IBD

Genetikai hajlam: | Autoantitestek (B-sejiek) |

« autoimmun hepatitis (AlIH) ~ ARy \ PZ

Fas/TNFRSF; TNFa IL2; IL4;

« autoimmun sclerotisalo cholangitis (ASC) L oo VR
« de novo AlIH ~—_
/ Sejt medialta immunvalasz:
- - — = — - Komyezet - Thifth2 egyensuly
majparenchymat érinté kronikus gyulladas C emvemew) ey
- Gyobgyszer toxicitas pl - CDa+ T-sejtek
minocyclin, nitrofurantoin, - Treg funkcit kdrosodas
anti-TNF - - monocyta tilsdly

majsejtek destrukcidja, immun-medialt
hepatocyta karosodas, kovetkezmeényes fibrosis

FACTS & STATS

* AlH betegek 40%-nak van mas autoimmun betegsége (pl. IBD)

s positive for « |IBD-s betegeknél AlH ritkan fordul el6 — inkabb UC

antinuclear antibody (ANA)
and/or anti-smooth muscle

antibody (SMA)

is defined by
positivity for anti-liver
kidney microsomal type 1
antibody (anti-LKM-1) and/ Trivedi PJ et al. PSC, AIH and overlap syndrome in inflammmatory bowel disease. Clinics and Research in

or for anti-liver cytosol type Hepatology and Gastroenterolog
1 antibody (anti-LC-1). Volume 36, Issue 5, October 2012, Pages 420-436

= ESPGHAN
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https://www.sciencedirect.com/journal/clinics-and-research-in-hepatology-and-gastroenterology
https://www.sciencedirect.com/journal/clinics-and-research-in-hepatology-and-gastroenterology/vol/36/issue/5

Overlap szindroma
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sclerotizald epeuti

betegség

ANA-, és SMA-pozitivitas,
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autoimmun sclerotizalo

autoimmun cholangitisnek (AIC)
overlap-szindroma




Diagndzis — emelkedett transzaminaz aktivitas + IBD

| Emelkedett transzaminaz ertékek, sargasag, viszketés

Szovettan
Intenziv Osztaly | —_— surgdsseg?
{encephalopathia? sepsis? )

l nem

Laborvizsgalatok: ALT, AST, ALK-P,
GCT, INR, alburnin, bilirubin

Hepatocellularis mintazat:

,,,,,,,,,,,,,,,,,,,,,,,,,,, Cholestatikus mintazat:
DILI, HBsAg, anti-HCW, anti-HAY, HEV

nnnnnnnnn P e e AR DILI AMA
| Hasi UH + Doppler hasi UH | | Hasi UH + CholangioMR. |

l r.ormal/ \ PsC
igen

Adekvat kezelés |4—| Diagnozis | | Malbiopszia |

Gondozasbavete|
Multidiszciplinaris team
l nem

| ANA, ASMA, LKM1, 19G, TG, coeruloplasmin |

l

| Malbiopszia

Yaccob A, Mari A. Practical clinical approach to the evaluation of hepatobiliary disorders in
inflammatory bowel disease. Frontline Gastroenterol, 2019. 10(3): p. 309-315.
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Points

Wariable Cut-off AIH ASC
ANA and/or SMA" =1:20 1 1
=180 2 2
Anti-LEM-1" or =110 [ 1
>1:80 2 !
Anti-LC-1 Positive' 2 1
Anti-SLA Positive! 2 2
pANNA Positive 1 2
1gG =ULN | 1
=1:20 ULN 2 2
Liver histology Compatible with AIH 1 1
Typical of ATH 2 2
Absence of viral hepatitis (A, B, E, EBV), NASH, Wilson Yes 2 2
discase, and drug exposure
Presence of extrahepatic autoimmunity Yes 1 1
Family history of astoimmune disease Yes | 1
Cholangiography Normal 2 2
Abnormal —2 2

Score =7: probable AIH: = §: definite AIH. Score =7: probable ASC; =8: definite ASC. AlH = autoimmune hepatitis; ANA = anti-nuclear antibody; anti-
LC-1 = anti-liver eytosol type 1; anti-LKM-1 = anti-liver kidney microsomal antibody type 1; anti-SLA = anti-soluble liver antigen; ASC = autoimmune
sclerosing cholangitis; EBV = Epstein—Barr virus: 1gG = immunoglobulin G; NASH = nonalcoholic steatohepatitis: pANNA = peripheral anti-nuclear
neutrophil antibodies; SMA = anti-smooth muscle antibody; ULN = upper limit of normal,

*Antihodies measured by indirect immunofluorescence on a composite rodent substrate (kidney, liver, stomach).

' Addition of points achieved for ANA, SMA, anti-LKM-1, anti-LC-1, and anti-SLA autoantibodies cannot exceed a maximum of 2 points.

Mieli-Vergani G., Vergani D., Baumann U., Czubkowski P. et al. Diagnosis and Management of Pediatric Autoimmune Liver
Disease: ESPGHAN Hepatology Committee Position Statement. Journal of Pediatric Gastroenterology and Nutrition, 2018. 66(2):
p. 345-360.
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Figure 1.

7 L]
Flow chart for treatment decision making in children with auteimmune liver disease I e r a p I a

elevated transaminases & IgG positive

M Bile acids
autoantibodies compatible histology :
:tim:nlallctalr'\ ‘ol Antiapoptotic
ey cocs
cholangiegram p S C
Apoptos1s
normal abnormal Necrosis

e« Urzodeoxikdlsav \

- 20 mg/ttkg | > | |
secretion

Pred + Aza Pred + Aza + UDCA

no response freque1t 'E|BPSE no response f’EqL.'E"IT.’EHICISE v d | mcrease.ot b"e
<] [> \\ ) ‘ cytotoxicity
cholangiocc. prevencio

Pred + MMF :':::::: Pred + MMF + UDCA
e o response « zsirban oldddé vitaminok monitorizalasa/pdtlasa
o sl S  vancomycin 50mg/kg/nap 4-56 hénapon at
red + Cy. + .
(or Tac)* CyA (or Tag)* e metronidazol
e — normal transaminases — ¢ manCyC“n

& lgG negative/low titre
autoantibodies
no inflamation

Pred + rituximab pred + rituximab ¢ I—TX
e e « colectomia — védd hatds az LTx utan a rekurrald
trastrmant PSC megelbzésére
withdrawl
liver transplant if liver decompensates ESPGHAN DOI:10.1007/511894-018-0620-2

https://www.nature.com/articles/ncpgasthep0521
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https://doi.org/10.1007/s11894-018-0620-2

IgG4-related cholangitis (IRC)

Table 1. Organ manifestations of IgG4-RD associated with IRC.

Organ nTPM values nTPM values

* |gG4-related disease (IgG4-RD) egy szisztémas Pevcreas 0 ®

. . . ., Salivary glands

fibroinflamatorikus betegség Parstid glancs s .
ubmanaibular glanas

Kidney 30

» |IRC a leggyakoribb hepatobiliaris Tubui
manifesztacidja Glomerui : ‘

Pyelum

8
T
N

s e Retroperitoneum 100
* leggyakrabban érintett szervek: tymph To?esd
acrima gan S

pancreas, i e

Aorta

nyalmirigyek, Arieres

- &-'- s,
o

. Pleura
retI’OperltOﬂeum Hypophysis
Stomach™
Prostate
Joints™
. . Liver™
nyirokcsomok Testis”

Pachymeninges
Thyroid gland
Mediastinum

_.‘

vesék

Pericardium
. . ) Breast
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8891676/pdf/ Mesentery
WJIH-14-319.pdf Intestine™
https://www.sciencedirect.com/science/article/pii/S016882782 lleal pouch™
3050584 Skin
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8891676/pdf/WJH-14-319.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8891676/pdf/WJH-14-319.pdf

IRC + IBD

* az lgG4 cholangitises esetek 5%-ban figyelheté meg IBD
e« cholestasis laboratdériumi leletek és tunetek
 blue collar workers

« magas szérum |lgG4 szint, tipusos szévettani eltérések (> 10 IgG4-pozitiv plazmasejt/nagy
latotér, diffuz vagy szegmentalis intra- és extrahepatikus epeuti szUkulet)

« magas cholengiocarcinoma rizikd, meg kell kulénbdztetni a PSC-tél (IRC esetén PET-CT
indokolt)

« gyermekkorban: szisztémas IgE-medialt allergias reakcid + cholestasis

* terapia: szteroid, immunmodulator

e sSZOros kovetés! NUfez F P et al. Hepatobiliary manifestations and IBD WIJH https;//www.wjgnet.com 322 February 27,
2022 Volume 14 Issue 2
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Konkluziok

« |rodalmi adatok alapjan IBD-ben a maj érintettsége 50%, tehat a
hepatoldgiai korképek IBD-ben aluldiagnosztizaltak.

 Emelkedett transzaminaz aktivitas esetén sokat kell gondolkodnunk.
« Elérhetd protokollokbdl tudunk dolgozni.

« |zolaltan PSC-s betegnél érdemes széklet vér vizsgalatot végezni.

« Nem értem, hogy a PSC-t miért sorolja az irodalom az autoimmun
korképekhez.

* A magas cholangiocarcinoma rizikd miatt gondoljunk az IgG4
cholangitisre is.
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Actiology

Pathogenesis

Blue collar work
Toxin exposure

Direct tissue damage? ™

DAMPs/PAMPs? \
Molecular mimicry? ‘a
Microbiome? Immune Malignancy
dysregulation
Healthy cholangiocyte IRC cholangiocyte
q °
Ca,cwmuoeo-mars‘:. N GhOhen0taoa ychoiic acd :,,T,._ -
0 1
A~ A
HCO, I\D o HCO, HCO, k./\./

Bicarbonate Impaired bicarbonate
umbrella umbrella?
Annexen A11

Disrupted bamer

Annexin A11
function? autoantibodios
Laminin 511-E8 ‘( Y \(
autcantibodies

® < _ Ollgoclonal IgG4'
' iy PDGF. . plasmablasts

L33 T - .
: Toh . . ) . " TGRB IL-10
S CCM SLAMF7:CTLs

IL-13 BAFF

L4 . . (. " Perforin IL-18 Basophils
M2 macrophages  Dendritic cells A . -TGF-p Granzyme A
CDB8'CTLs
¥ Galectin-3
FCyR28 L] .‘ autoantibodies ? autoantibodies?

O Prohibitin 1 https://www.sciencedirect.com/science/article/pii/S0168827823050584
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