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Hetényi Géza
(1894-1959)
belgyogyasz élete és szellemi
oroksége

Korai orvosi palyafutas
1919-1936: Koranyi-klinika
1931: habilitdcio—anyagcserebetegségek
Magantanari képesités
Klinikai valsag és tovabblépés

1936-1944: Stefania uti Belgydgyaszati
Intézet fGorvosa

Haborua utan

1945-47: Budai Martonhegyi uti
Belgydgyaszati Intézet vezetd foorvosa




A szegedi évek
(1947-1957)

Klinika Gjjaszervezése

,Klinikdmat siralmas viszonyok kozott taldltam:

nincs rontgengépe, nincs laboratériumi
felszerelése, ... egyetlen mikroszképja ... van. ...
Nem panaszkodom ... Ez a klinika viragozni

fog.” - irta optimistan.

Szegedi Orvostudomanyi Egyetem
I.sz. Belgyodgyaszati Klinika
igazgatdja és egyetemi tanara

UETENYT 077/ ek

Kutatasi teriilet: Anyagcserebetegségek; Idegi-
hormonalis szabalyozas szerepe a fekélybetegség
és magasvérnyomas kialakuldsaban

Akadémiai tagsag:
Fi Magyar Tudomanyos Akadémia tagja
- (1949 - levelez8, 1950 - rendes tag)

szoborlaprhu




Tudomanyos munkassaga
és eredmeényei

Elismerések, kitiintetések

Kossuth-dijak:

2 alkalommal (1950 és 1955)
Koranak legnagyobb tudomanyos
elismerése volt

Belgydgyaszati kutatasaiért és
tankdnyvirdi tevékenységéért kapta

- ,Az anyagcserebetegségek kor- és
gyogytana” (1933)

« ,Részletes belgydgyaszat” (egyetemi
tankonyyv, elsd kiadas 1951; 651 oldal).

+ FOszerkeszto:
« Magyar Belorvosi Archivum (1948)
« Acta Medica Academiae Scientiarum
Hungaricae (1950-1959)




Julesz Miklés, Orvosi Hetilap C.
évf. 8., 1959. 02. 22

Klinikai kutatas a
betegellatas szolgalataban

Empatikus orvos volt; betegeivel szembeni
magatartasat a humanum jellemezte, nagy hangsulyt
fektetett a betegkozponta gyogyitasra.

Kisérleteiben a betegagytdl indult ki és kisérleti
eredményeit aszerint értékelte, amint azokat a
gyogyitas céljaira felhasznalhatta.

A belgyogyasznak jol kell tudnia a belgydgyaszatot,
de azon belll egy részt nagyon jol kell tudnia.

,Lathattatok azt az igyekezetemet, hogy olyan
embereket neveljek, akik egyforman jaratosak a
betegagy mellett és az elméleti orvostudomany
valamelyik agaban. Nem kétlem, hogy 6k a jovoben
eredményesebb orvosok lesznek, mint azok, akiknek
a mikdédési kére csak a betegellatasra, vagy csak
valamely elméleti diszciplinara szoritkozik.”



Gydkerek és szarnyak

Biztonsag és a fuggetlenség
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Mindenkinek van egy alma.....

Jonas Salk
(1914. oktober 28. — 1995. junius 23.)

amerikai orvoskutaté volt, aki virologiai Uttéro
munkat végzett (az els6 sikeres polio elleni
vakcina kifejlesztése)

“There is hope In
dreams, imagination,
and in the courage of
those who wish to
make those dreams a
reality.”



Mindenkinek van egy alma.....

Jonas Salk
(1914. oktober 28. — 1995. junius 23.)

amerikai orvoskutaté volt, aki virologiai Uttéro
munkat végzett (az els6 sikeres polio elleni
vakcina kifejlesztése)

WA remeény az
almokban, a
képzeletben és azok
batorsagaban rejlik,

akik ezeket az almokat
valora akarjak valtani.”



GASZTROENTEROLOGIAI BETEGSEGEK A BELGYOGYASZATI INTEZETBEN (2019)
Gasztroenterologiai Tanszék

u B épulet -Aépﬁle}----------:ﬁ_épwgt_ _________ -
TOTAL N=2461 |70 43% 13%
------------------------------------- l

:> SEPSIS + GASZTRO N=1109| 16%

, r ----------------
:> MAJ N=2131 58% 8%
|

HASNYALMIRIGY N=83 33% 17%

IBD N=285 27% 8%

INTESZTINALIS NEM IBD N=70 [WARA 14% 14%

EPE N=365 [W¢3/ 9% 18%

TAPCSATORNAI VERZES N=173 [}/ 6% 5%
FELSO TAPCSATORNA - EGYEB N=163 5% 5%

0% 25% 50% 75% 100%

Akut, magas mortalitasu GE/ Hepatologia korképek ellatasanak

jelentds reszeét
(60%!) NEM gasztroenterologus szakorvos vegzi




Gasztroenterologiai betegek gyogyulasanak
ESELYEGYENLOTLENSEGE

Hosszabb apolasi ido (5,9 vs. 4,7 nap, p<0,001, (1) 20%) -
magasabb koltségek

ITO osztalyon nincs GE/ Hepatoldgus allandd felligyelet - rosszabb
betegségkimenetel

ITO GE/ Hepatologiai 3x sulyszam/ eset szorzo (!) (3,14 vs.
1,23) - jobb finanszirozas lehetoségek

L 4

esetek jelentds hanyadaban nem GE szakorvos végzi

Korhazi ellatast kovetdoen a betegek jelentdos hanyada nem keriilnek
be a gondozasi rendszerbe
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Eszkozfejlesztés a Gasztroenterologiai Klinikan

Endoszkdpos torony 6 5 11
Telepitett endoszkdpos ~ Sirgésségi-,

Sebészeti- és
torony Tiidéklinika, 4

ITO

Gasztroszkdp 8 6 14
Kolonoszkdp 9 6 15
Duodenoszkdép 2 2 4
Endoszkopmoso 4 8 12

automata (kamra)

Fibroscan 630 elasztograf [Debreceni Egyetem]

Solar GI HRM Manometrias & pH-méro késziilék
[EFOP-2.2.19-17-2017-00067]

Fujinon Endoszkodpos teljes eszkozpark [DE Klinikai Kozpont]

Segmentalis Testosszetételméro — InBody970 késziilék

GE Logiq P9 hasi UH késziilék 973 51 1 131 HUF







...es akiknek a legtobbet koszonhet a
Gasztroenterologiai Klinika...

Dr. Buban Tamas
Szakmai Koordinator

Dr. Vitalis Zsuzsanna
Szemelyzeti Vezetd

Gal Maria
Apolasi és Szakdolgozoi

Igazgato

Keszler Eva
Klinikavezet6 Apold

Terdik Gabriella
Titkarsagvezeto
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DR. PAPP MARIA
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Research Workshop on Primary Sclerosing Cholangitis associated with
Inflammatory Bowel Disease:
Designing the basis for a European prospeclive research

Padova, 28" — 29 August 2023

Central European Hepatologic Collaboration (CEHC) Oktato (2017-tol)

THE CROATIAN SOCIETY C E
OF GASTROENTEROLOGY
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HEPATOLOGICAL COLLABORATION




The European Association for the Study of the Liver (EASL)
Oktato
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Scimago besorolassal
rendelkez6

Tudoma'nymetriai adatok folydiratok: 149 db
Laki Kalman Doktori Iskola témavezetd es torzstag
H-index: 51
Osszes hivatkozas: 7885

Osszesitett IF érték: 777,69
120 MTA doktori

100 —

Habilitacio

(s WiVsN 43 (32,2%) Q1 108 (72,5%)

Q2 23(154%) [@8) 1404% [ 27%

%80
ESO phD I elso szerzos: 38 (17.35%)
utolsé szerzds: 51 (23.29%) -
40 tarsszerzos: 130 (59.36%) -
- Els® szerzGs: 38 db
I I I I I I I I angol: 21 db
. magyar: 17 db
A A
P F P s o
Utolsd szerz6s: 51 db
angol: 28 db
PhD hallgatok: 4 veégzett es 6 aktiv magyar: 23 db

https://tudoster.unideb.hu/hu/statisztika/szerzo/1220

Tudomanyos Diakkori Hallgatok: 23 végzett



Elismerések, Dijak !

1999 TEVA-Biogal Dij

2004 Hepatoldgiai Tarsasag Kilondija

2008 Magyar Imre Emlékeldadas (Magyar Gastroenteroldgiai
Tarsasag 50. Nagygyules)

2010 UNESCO Magyar Oszténdij: a Nékért és a Tudomanyért
(L’OREAL Magyarorszag — Magyar UNESCO Bizottsag)
2013-2016 Bolyai Janos Kutatdsi Osztdéndij (Magyar
Tudomanyos Akadémia)

2015-2018 Szodoray Lajos Oszténdij (Debreceni Egyetem)
2015 ,Az Ev N&i Kutatdja Dij 2015” (Debreceni Egyetem)
2016-2019 Debreceni Egyetem Kiemelkedd Oktatéja és Kutatdja
Osztdndij (Debreceni Egyetem)

2017 ,Pro-optima merito in pancreatico-oncologia” Dij (Simor Pal
Rakkutato Alapitvany) )

2017-2018 Uj Nemzeti Kivaldsagi Program (UNKP-17-4)
Osztdndij

2017-2020 Bolyai Janos Kutatasi Oszténdij (Magyar Tudomanyos
Akadémia) és UJ Nemzeti Kivalosagi Program (UNKP 18-4 és 19-
4)

2019-2022 Debreceni Egyetem Kiemelkedd Oktatdja és Kutatdja
Oszténdij (Debreceni Egyetem)

2021 Pro Sanitate Dij

2023 Semmelweis dij

2023-2028 Grof Tisza Istvan Debreceni Egyetemért Alapitvany . S | . I. ., Dii
Professzori Osztdndij (Debreceni Egyetem) emmeiweis ighacz Vi)

2023. Jalius 1.

DR, DINLA TAMAS AKOSNE
DR, q-,nrmv MARLA
sszanynaf

SEMMELWELS IGNACDIIAT

o nyozol,
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Az europia tudas meghonositasa 2016

o Eurdpai Majcentrum Akkreditaciok
o PREDICT Project I. Dij ,,A majcirrozis ellatasaban legeredményesebb klinikai centrumnak”
o EASL CPG szerzoje és magyar adaptacidja, magyar nyelvd klinikai utmutatok

Taplalas kronikus majbetegekben
az Europa Méjkutatu Tarsaség

Minoségi betegellatas jobb megvalosulasa ik ekl oo e | A il s
o R-Liver Regiszter - elldtds mindségi céljainak nyomonkdvetése/ értékelése EASL AT

o MICROB-PREDICT H2020 Projekt - majcirrozis egyénre szabott, hatékony kezelése

A primer biliaris
cholangitis (PBC)

Betegkozpontu ellatas @i cros PREDICT

Egyltt éni a betegséggel

o ,E-Heath Tools” magyar adaptacio és fejlesztés

(Autoimmun hepatitis életmindség PRO, EncephalApp)

o Magyar nyelvl hepatoldgia betegtajékoztatdk ST S .
o Betegkonzultacids és telemedicindlis rendszerek bevezetése (CPMS)

o Q.RARE.LI Projekt - Pszichoszocialis tamogatast nyujtd betegtarsak altal mentoralt program
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EASL Clinical Practice Guidelines on acute-on-chronic
liver failure

European Association for the Study of the Liver

Moreau R, Gao B, Papp M,
Bafiares R, Kamath PS.
Acute-on-chronic liver failure: A

Article Info A

EASL Clinical Practice P -
Publication History: Received April 19, 2023; Accepted April 19, 2023; Published online June 23, 2023 2 ® me.
Footnotes: ¥¢  Clinical Practice Guideline P l: Chair: Richard M 25 b to the Chair: Marta T ; EASLG i Gu'del'n o aCU1e-On- dIStInCt Cllnlcal Syndro e
ootnotes: inical Practice Guideline Panel: Chair: Richard Moreau; Secretary to the Chair: Marta Tonon; overning chronic liver failure J Hepato/' 202 1 ; 75 : 827_535 ]

Board representative: Aleksander Krag; Panel members: Paolo Angeli, Marina Berenguer, Annalisa Berzigotti,
Javier Fernandez, Claire Francoz, Thierry Gustot, Rajiv Jalan, Maria Papp, Jonel Trebicka.

DOI: 10.1016/j.jhep.2023.04.021 »  Also available on ScienceDirect 7

Copyright: (© 2023 European Association for the Study of the Liver. Published by Elsevier B.V. All rights reserved.

CLINICAL PRACTICE GUIDELINES - Articles in Press, May 09, 2025

EASL Clinical Practice Guidelines on the management of sounnaL
autoimmune hepatitis 3

European Association for the Study of the Liver

CPG Panel Tag

Affiliations & Notes ™ Article Info A . N
Guidelines
Publication History: Received March 20, 2025; Accepted March 20, 2025; Published online May 9, 2025
Footnotes: Author names in bold designate shared co-first authorship EASL Management of Vascular diseases of the liver
Yr  Clinical Practice Guideline Panel: Chair: George N. Dalekos; Secretary to the Chair: Nikolaos Gatselis; Panel

members: Joost PH Drenth, Michael Heneghan, Marianne H. Jargensen, Ansgar W. Lohse, Maria-Carlota _ ) ‘ ) ) ) )
Londofio, Luigi Muratori,Maria Papp, Marianne Samyn, Dina Tiniakos; EASL Governing Board representative: EASL CPG on abdominal and liver surgery in patients with cirrhosis
Ana Lleo.

DOI: 10.1016/.jhep.2025.03.017 »  Also available on ScienceDirect 7 EASL CPG on Management of autoimmune hepatitis

Copyright: ©) 2025 European Association for the Study of the Liver. Published by Elsevier B.V. All rights are EASL CPG Management of Primary Biliary Cholanditi
reserved, including those for text and data mining, Al training, and similar technologies. anagement o ary Billary Lholangtis



Liver

ORIGINAL ARTICLE INTERNATIONAL WILEY
Liver Int. 2024;44:2687-2699.

Unmet needs in autoimmune hepatitis: Results of the
prospective multicentre European Reference Network Registry

(R-LIVER) P
AIH kezelesének

(Treatment at Initial diagnosis | h e Iyz ete E u r6 pé ba n

= Jelentds heterogénitas -
meég a szakertoi
kozpontok k6zott is

Budesonide

= Kortikoszteroid-leépités
g gyakori elmulasztasa

ewr o Sankey-diagram a kezelési rendekrol

MMF + Budesonide

v+ Adaimuma @G folyamatokral (diagnézis

+ Prednisolone \ +Prednisqlone s, , , ’ z
Freiaistine " o ivied felallitdsakor, 6 honap utan és 12 hénap
- " utan (n = 224).



Research article

Critical shortfalls in the management of PBC: Results of
a UK-wide, population-based evaluation of care delivery

JHEP|Reports

Kritikus hianyossagok az ellatasban

Summary of audit performance

|

Symptom assessment

62‘

Audit standards

Osteoporosis fracture risk assessment

Transplant discussion

50

40 50 60

Percentage complicance

CPG standardok betartasa
minden vizsgalt teriileten
gyenge volt (kivéeve UDCA 1L
kezelés).

Az UDCA kezeltek 30%-a
esetén a ddézirozas nem volt
megfeleld (<13 mg/tsg/nap).

2L kezelést igényldk <50%-a
és az OLTx kivizsgalast és
referalast igénylok <65%-a
kapott megfeleld ellatast.

A tinetek és az extrahepatikus
manifesztaciok értékelését a
betegek <60%-anal végezték
el.

JHEP Rep. 2023;6:100931.




eRN RARE-

LIVER

European Reference
Network on
Hepatological
Diseases

Betegek (%)

Mindségellen6rzott prospektiv ERN Rare-Liver Adatbazis
(R-Liver): autoimmun méjbetegek részére
» Nagy mennyiség(, prospektiv adatgytijtés
» Diagnosztika soran felmertiil6 regionalis eltérések felmérése,
a jovében ennek egységesitése

Prospective

100

(=2
o
1

F-3
T

N
o
1

o

T T T
2017- 2019- 2021-

Xx* teszt p<0,001

European

Iranyelvek szerinti DEXA kovetés

> e
should be per

LIVER Registry
g cal sl

METHOD

» 10 2018, tha University of Debrecens (UNIDER) joined
the procpective, mulicsrter, qualty-controled RALVER

» A retrosactive cohort (n=175) of ALD paients fror
the pre o

5 Data Fom tha prospactive
e registry, aia of the o
eollectat menusly tom aur patent. record systems
(UDMED, MedSo, EESZT)

Reference

Prospective European Reference Network Registry (

Network R-Liver
supports improvement in bone disease care delivery at the
local level for patients with autoimmune liver diseases.

iver) supports improvement in bone

Registry

22, Buropean
3 Reference

disease care delivery at the local level for patients with autoimmune liver diseases and 3¢ Networks
enables detailed description of risk elements

B. Bozso'#*, S. Mogyorossy*, D. Tornai', P: J. Kovats'3, B. Balogh'*, N. Sipeki's, F. Olah'%, P. Antal-Szalmas?#, Zs. Vitalis'*, I. Tornai'¥,

C. Schramm** , M. Papp'®

1 Division of Gastroenterology. Department of Iniemal
3D

Medicine, Univorsi

ity ry; 3 Departme: of Met
Hamburg-Eppandort (UKE), Hamburg, Germany; 5 The European Refarance Natwark on Hepatological Dissa:

RESULTS

prosen: P e
 DEXA lostng should be repeaied every 23 years in supplemeriaion edoih)
a5 of nomal bone danly. every 2 years sfer Acohdl corsumpton 2 (1.1%)
atiecpenia and every yeor sfler Oslecrorosis = e T

Pancegos bove
AIM Rhsumstoogeal et
avpearance
W aimed 1o Postmencpatisal g5 135,05
> assess bone loss st e e of disgnusls snd during sans
o i Steod breatert 76 (43.2%)
» dia risk factors of bors kss; 18D presence 20(138%)

 evaluate the accamplishment of qually objeciives for
tho diagnasis. of Bane loss and anaiyze haw the R-

jetry supported quality Improvement

@ Univariable logistic regression

Age 3t dagnoss
Postmancoausa 482
Sgnfcant oo™ 3988
asT 1002
T 1001
In autoimmuna hepatts

mHAl il

Patients’ charactoristics
o g

Ratras;
cohort (n=176)  (n=209)

Sox (malsfomals) 361140

Age, mecken: (GR)  52¢25-61)

Typa of ALD
(ABUPECPS Clonerlsp) EENANI0
DEXAmdagrosls  21(11.9%)

DEXA guring folowup 43 (27 %)

541155
49 (3642)
ABTAREDS

1075124
T4 (354%)

144 (6E2%)
201%)

30 (14.4%)
s2(15.3%)
o0 (38.3%)

B4 (40.2%)
85 (45.5%)
38(17.25%)

asuct

10181088 0.004.
170913608 0,003
17159473 0001
1.000-1004 0.081
1.000-1000 0041

1082231 0034

ty ot 5
(ERM RARE.- LIVER)

Prospective cohart

Division of Rheumatology, Department of Intemal Medicine, Fecully of
Dey

s

Bone status at diagnosis
by liver disease

wx

i s -

ai S pic
= Normal ¢ Osteopenia ¢ Ostaopeross

Patients (%)

. ez
YT, y-ghutamy renatacase; mHAL modFied Hepetiis Actil Index

Patients (%)
E &8 8

in quality of bone di
DEXA at disgnosis DEXA within 5 years

of Diagnosis

pedstt

te a0l
206 2m

DEXA follow-up according to guidelines.
In patients with DEXA at diagnosis

i 2010 2021
2018 2072

partment of Medicine, Univers ity Medical Contrs

CONCLUSIONS

» The majory of patients had some deproe of bone loss al the
time of diagnosis, most frequently in PBC, ieast frequenty in
PSC.

» The kientiied risk factaes for GSIBaROTOSIS Werw oklor age,
posi-menopausal Sialus, Gressnce of sniicant Sver oS
and yGT in all patieris. Adgilionaly, mHAI vae was aiso &
sk factor In AIH, bui degree of cholestasie was not in
PSCIPEC separately.

» Afte joring ERN RARE-LIVER program, gradusl and
sigriicant improvement was cbserved in the dagnosis and
follow-up o bone diseases. in ine with the EASL CPG.

» Thesa rosults verfies qualty-controlied prospective
rogistries a5 important fools for impismentation of
‘Gompex pationt cars in tho sical practics at local level.
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Autoimmun hepatitis specifikus simaizomelleni antitest (SMA)
kimutatas

_ e SMA-VGT
3 » ' ' pozitiv
mintazat (IFT)
ragcsalé
veseszoveti
metszeten

V: vaszkularis, G: glomerularis, T: tubularis
Actin-microfillamentum eat

Table 3. Comparison of diagnostic accuracy for the AlH-1 diagnosis
between SMA tout court, SMA-VGT and MF-SMA

Anti-MF pozitivitas
az IFL altal VSM

sejtszubsztratumon

Sensitivity  Specificity PPV~ NPV LR+

SMA tout court  77% 86% 74% 87% 5
SMA-VGT 63% 99% 97% 83% 63
MF SMA 70% 99% 97% 85% 70

Abbreviations: PPV: positive predictive value; NPV: negative predictive
value; LR+: likelihood ratio for a positive test.

ANA Hep-2
"citoszkeletalis
aktin-szer( (AC-15)"

Granito A. Clinical and Experimental Immunology, 2024.




International Journal of
Molecular Sciences

)

Article

Analysis of Azathioprine Metabolites in Autoimmune Hepatitis
Patient Blood—Method Development and Validation

Andrea Guba 123, Patricia Kovits %56, Zoltan A. Mezei 7%, Mdria Papp 560, Eva Cséisz 12

and Gergé Kall6 -2+

check for

updates
Citation: Guba, A,; Kovits, P; Mezei,
Z.A,; Papp, M.; Cstisz, E.; Kalls, G.
Metabolit

Proteomics Core Facility, Department of Biochemistry and Molecular Biology, Faculty of Medicine,
University of Debrecen, Egyetem tér 1, 4032 Debrecen, Hungary; guba.andrea@med.unideb.hu (A.G.);
cseva@med.unideb hu (E.C)

Metabolomics Research Group, Department of Biochemistry and Molecular Biology, Faculty of Medicine,
University of Debrecen, Egyetem tér 1, 4032 Debrecen, Hungary

3 Doctoral School of Molecular Cell and Immune Biology, University of Debrecen, Egyetem tér 1,

4032 Debrecen, Hungary

Division of Gastroenterology, Department of Internal Medicine, Faculty of Medicine, University of Debrecen,
Nagyerdei krt. 98, 4032 Debrecen, Hungary; kovats.patricia@med.unideb hu (PX.);

papp maria@med unideb.hu (M.P)

Kélmén Laki Doctoral School, University of Debrecen, Egyetem tér 1, 4032 Debrecen, Hungary

Institute of Gastroenterology, European Reference Network on Hepatological Diseases, ERN RARE-LIVER,
Clinical Center, 4032 Debrecen, Hungary

Department of Laboratory Medicine, Faculty of Medicine, University of Debrecen, Nagyerdei krt. 98,

4032 Debrecen, Hungary; mezeiza@med.unidebhu

* G kallo. unideb.hu; Tel.: +36-52-416432; Fax: +36-52-314989

Abstract: Autoimmune hepatitis (ATH) is a chronic inflammatory liver disease treated by steroids

and immunomedulator thiopurine drugs such as thioprine (AZA). AZA is bolized in the

human body into bioactive forms such as 6-thioguanine (6-TG) and é-methyl-mercaptopurine (6-

MMP). Monitoring the levels of bicactive AZA bolites is very imp for proper

of patients. In this study, our aim was to develop and validate a fast and sensitive ultra-high
e liquid " P -y (UHPLC-MS) method for the analysis of

6-TG and 6-MMP from blood samples of patients with AIH to monitor the level of these bioactive
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The d and g of the analytes was carried out by Selected Reaction
Monitoring (SRM)-based targeted mass spectrometry. The method was validated according to the
EMA guidelines. Blood samples from patients with ATH treated with AZA were analysed with the
developed method. The method was successfully validated with appropriate accuracy and precision
for the target bi and their in the samples from patients with AIH was
determined. The developed and validated UHPLC-MS method enables the fast and precise analysis
of AZA metabolites.

Keywords: azathioprine; 6-thioguani thyl-mercaptopurine; LC-MS; validation

1. Introduction

Autoimmune hepatitis (ATH) is a rare and chronic inflammatory liver disease that
affects primarily women but may occur in all genders at all ages [1]. AIH is characterized
by elevated levels of serum immunoglobulin G and circulating autoantibodies, increased
activity of t and liver i ion [1]. In order to prevent the development
of recurrent liver diseases such as cirthosis, acute hepatitis and end-stage liver disease, AIH
therapy requires lifelong treatment in the case of most patients [1]. In general, the initial
treatment starts with steroid monotherapy, followed by an effective maintenance treatment
with azathioprine (AZA) [2,3]. While long-term steroid therapy is associated with several

Int. J. Mol. Sci. 2024, 25, 11233, https://doi.org/10.3390/ijms252011233

htps://www.mdpl com/journal /ijms
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erRN RARE-
L l VE R 6TGN in AlH: Therapeutic Range m

E‘;"t?:ri"o’:‘e“em"” 6TGN: Sustained vs. Sustained Remission (%) 6-TGN szintek
Hepatological Loss of Remission el LA e

Diseases N=337' 4 Centrum ,_""‘_“_‘.“\' > nlncs kUIO'nbség CBR és
(UNIDEB, n=43) non-CBR csoportok
kozott

Autoimmune Hepatitis (AIH): e 2 - i (keresztmetszeti adat)

Thiopurine Maintenance Treatment  Thiopwne DOSORE » 2 = . 3
Thiopurine Preferential SMMP Formation = :‘a: ' » magasabb szint esetén

WSl Fosrg 300 16007 41279, stabil CBR varhaté
| ‘ +34%

ol (szekvencialis adat)

|

100 optimalis kliszob
s érték:=223 pmol/0,2ml

(szenz:76%, spec:78%)

6MMP/6TGN > 5
(AUROC:0,71) nem
stabil CBR

A tiopurin-kezelés
optimalizalasa AIH-ban

TGNEIE arwon- | Hepatology. 2024,;80:1026-1040.




Maintenance Therapy
with AZA / 6MP

+ corticosteroids

Measure
No CBR’ metabolites
6TGN / 6MMP

1 .

6TGN

6TGN

EIEBIES
algoritmus

Thiopurin % %
} }

=223pmol/0.2ml

<223pmol/0.2ml

fenntarté
kezeles eseten

v

Corticosteroid 2 Increase Monitor closely
Co-therapy or L dgﬁ§ AZAOMPZH | Azasemp if 6TGN
MMF P dose <223pmol/0.2mP?
[ J ¢

Reevaluate Reevaluate Reevaluate
after after after
2-3 months* 2-3 months® 6 months

! CBR = ALT, AST and IgG = ULN
2 Reduce thiopurine dose to 1/4 - 1/3 of initial dose
* Presumably increased risk of remission loss if 6TGN <223pmol/0.2ml
4 If still no CBR: Consider alternative diagnosis or 2"¥/3" line therapy
® Assess clinical / biochemical response and tolerability after 3-4 weeks;
Complete assessment (metabolite profiles, clinical parameters, standard laboratory tests) recommended after 2-3 months

Hepatology. 2024;80:1026-1040.
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Health-related quality of life is impaired in people with autoimmune

hepatitis: Results of a multicentre cross-sectional study within the
European Reference Network

Hepatology. 2025 Feb 19. doi: 10.1097/HEP.0000000000001271.



Q.RARE.LI projekt — Ritka Betegségek Europai K6zos Programja

- Pszichoszocialis tamogatast
nyujté program

« Autoimmun majbetegek szamara

- Betegtarsak altal mentoralt program

European Joint Program on Rare Diseases
within the Joint Transnational Call 2021.
2022-2025; N°825575

Improving quality of life in patients with rare autoimmune liver diseases
by structured peer-delivered support (Q.RARE.LI)
BMC Psychiatry. 2023; 23:193 (ISRCTN1503 0282)



Betegtarsak altal nyajtott hathetes Mentalis életmindség javulasa
pszichoszocialis tamogatéprogram (SF-12v2 MCS)

Elsédleges végpont

Assessed for eigikility (n=403] ‘

* Excluded (n=158) 50
= [id nct meet inclusion criteria(n=82)
- No subjective psychosecial 45,25
suppart need (n=52) 45
= Ongaing psychotherapy (1=25) 41,11 41,31
= Severe ccgnitive, auditory or
Enroliment I — visual Impairment (n=4) 40 + 5
= |rability to complete 1
assessments (n=1) 40!25 40:48 39 57
= Intervertion not suitable” (n=45) 35 '
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(n=32) ‘4_:
............................ Y—
5 30
> CG —~IG
Randomized (n=246) = 25
©
Nassssnssssansgasannnnannnnnt g_
= 20
l Allocation i z
Allocated to intervention (n=121) Allocated to control in=125) (2] 15 AM=_4I77I 950/0CI [_61821_2172] d=0142
= Receivedallocated mervention (n=112) E
= Did nct receive allocated intervention™* (n=9) o,
= Dropoed cut during Intervention (n=9) 10 AM='2,74 (95 % CI ['4,7,'0,69], d=0,24
5 i
Follow-Up L
Lostto follow-up™* (n=8) Lostte falow-up™ (n=3) 0 .
- :assuf\nte'estgfjl=33( 2 . go:‘eadsons%ecli“ﬁed(niz"'ﬂ Basellne 8 Weeks 20 WeekS
= No reason spesified (n= = Started psychotherapy (n= . .z
+ Persanalreasans (n=2) — CG: kontroll csoport - IG: intervencids csoport
= Health-related issues (n=1)

= Time constraints (n=1)

B ' Masodlagos végponto,kban ,is javulas:
D o LD o * szomatikus tunetek sulyossaga
« depresszidé és szorongas sulyossaga
- ,self-management”,
5 orszag reszvetelevel - betegség elfogaddsanak mértéke

Hamburgi, Torontéi, Genti, Varsoin és Debrecen . Ard 2 . ,
Egyetemek erzekelt tarsadalmi tamogatas

Publikalas alatti eredmények
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Prof. Dr. Freund Tamds
Akadémikus

»...A tudomany szerelem, csak teljes szivbol lehet és
érdemes csinalni, a tudomany szerelmeseként nem
tudom szebben megfogalmazni azt az érzést, amely a
kutatashoz f(iz. A tudomany miivelését, az ismeretlen
felfedezését csak teljes odaadassal érdemes
csinalni. Allandé tanulassal, folyamatos doéntési
helyzetekkel, sokszor kudarcokkal jaré hivatas ez. A
minket érdeklé tudomanyos kérdés nem mindennapi
izgalmakat kinal. A megoldasa érdekében kifejtett
szellemi eroOfeszités, intenziv érzelmi reakcidkra is
ragadtatjak az embert és olykor egy se veled, se nélkiled
helyzet vagy akar krizis is kialakul. A tudomany igazi
szerelem, amiben kedvenc kutatasi témaink nélkil nem

tudunk és nem is érdemes élni...”
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Anti-mikrobialis antitestek IBD-ben

Korokozo Antigén Név
Saccharo- Mannoz ASCA
myces,
Candida
albicans
E. Coli Kilso Anti-
membran OmpC
Porin C
Clostridium Flagellin Anti-
sp. CBir

Colon epntheluum
sejt ellenes
autoantitestek

1959

Atipusos
p-ANCA

1990

Anti-
OmpC
2000

>

Anti-
> 12
2000

ALCA, ACCA,

P AMCA

2006

Anti-
p GP2
2009

Anti-

> cuzpi
2009

Anti-C
» Anti-L
2009

Anti-
HMGB1/
HMGB2
2012

ACP
2013

Anti-
CBir1l
2005 Agalactosyl

| > IgG

Anti- LS
('.I)MP

2007 p PR3-ANCA

2013

s EAe] 1959 | 1964 | 1969 | 1974 | 1979 | 1984 | 1989 | 1994 | 1999 | 2004 | 2009 PLVEES



Bél innate immunitas fehérjék ellen kialakulé immunvalasz

. ) L i Glycoprotein-2 (GP-2)
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Papp M./ Lakatos PL. Curr Opin Gastroenterol. 2014; Am Gastroenterol. 2011.




Klinikai tanulmanyok az IBD és a coeliakia teriiletén

(2008-2015)

Gyulladasos bélbetegségek

New serological markers for inflammatory bowel disease
are associated with earlier age at onset, complicated
disease behavior, risk for surgery, and NOD2/CARD15
genotype in a Hungarian IBD cohort. (2008)

AJG

Pancreatic autoantibodies are associated with reactivity to
microbial antibodies, penetrating disease behavior,
perianal disease, and extraintestinal manifestations, but
not with NOD2/CARD15 or TLR4 genotype in a Hungarian
IBD cohort. (2009)

IBD

Mannose-binding lectin level and deficiency is not
associated with inflammatory bowel diseases, disease
phenotype, serology profile, and NOD2/CARD15 genotype
in a large Hungarian cohort. (2010)

Human
Immunology

Serum lipopolysaccharide-binding protein and soluble
CD14 are markers of disease activity in patients with
Crohn's disease. (2011)

IBD

High-sensitivity C-reactive protein for identification of
disease phenotype, active disease, and clinical relapses in
Crohn's disease: a marker for patient classification?
(2012)

IBD

Serological studies in inflammatory bowel disease: how

Current Opinion in

Gastroenterlogy  important are they? (2014)

Rediscovery of the Anti-Pancreatic Antibodies and
Evaluation of their Prognostic Value in a Prospective
Clinical Cohort of Crohn's Patients: The Importance of
Specific Target Antigens [GP2 and CUZD1]. (2015)

JcC

.%=® Significance of serological markers in the disease course of
@ ulcerative colitis in a prospective clinical cohort of patients.
PLOS ov: (2018)

Risk Matrix for Prediction of Disease Progression in a
Referral Cohort of Patients with Crohn's Disease. (2015)

Prevalence, significance and predictive value of

antiphospholipid antibodies in Crohn's disease. (2015)

Coeliakia

Anti-microbial antibodies in celiac disease: trick or treat?
(2009)

W7\ ¢

2009-2011 Eurdpai Crohn-Colitis Tarsasag Kutatasi Osztondij
2011-2013 IOIBD Kutatasi Osztondij



Tudomanyos
csalad

=
Q0 DL=

Q
OOOO OO O _.




Kollaboraciok

Christoph Schramm
MD, PAD, DSc
I. Medical clinic and polyclinic,
University Medical Center,

Hamburg, Nemetorszag

ERN R-Liver

Hegyi Péter
MD, PhD, DSc
Transzldcios Medicina Intezet,

Pécsi Tudomanyegyetem,
U~ Pecs, Magyarorszdg
) o
HPSG
Joost Drenth
MD, PhD, DSc
Radboud University Medical
Center,
Nijmegen, Hollandia
Werfen Group Dun?cﬁ!ﬁ
Research
Development
roups
Generic Assays g }7

U
MEDIPAN
EUROIMMUN
29

Antal-Szalmds Péter

MD, PhD, DSc

Csillag Aniko
: PAD
Dirk Roggenbuck
MD, PhD, DSc
l«'b_

::::: M

aboratoriumi Medicina Intézet,
Debreceni Egyetem,
Debrecen, Magyarorszdg
Brandenburg University o
Technology Cottbus - Senftenberyg,
Institute of Biotechnolgy,
Cottbus, Németorszag
U

Jonel Trebicka
MD, PAD, DSc
Goethe-Universitdt,
Frankfurt, Néemetorszdg

EF-CLIF



Decompenzalt majcirrozis regiszter (DELIVER-IT) 41192-5/2018 EUIG
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Kutatasi Palyazatok 2015-2025

IgA tipusu autoantitestek jelenléte alkoholos méjcirrhosisban: a
bakteridlis transzlokdcio trigger szerepe Kialakulasukban és a
patogenetikai szerepik a fibrogenezisben OTKA K 115818
(Nemzeti Kutatasi, Fejlesztési és Innovacios Hivatal) / 2016-
2019

Predict (Predicting Acute-on-Chronic Liver Failure in Cirrhosis)
nemzetkézi tanulmany (EASL-CLIF Consortium) keretein beldil
elnyert kutatasi projekt: ,Bél barrier kdrosodds szerepének
vizsgdlata a krénikus majbetegségre rakédott akut majelégtelenség
kialakulésaban”, EASL-CLIF Consortium / 2017-2020

MICROBiome-alapu biomarkerek a dekompenzalt majcirrézis és a
kezelésre adott valasz elérejelzésében) 825694 - MICROB-
PREDICT- H2020-SC1-BHC-2018- 2020/H2020-SC1-2018-Single-
Stage RTD., (Consortium Application, leader of the Work
Package 1, Clinical, genetic, expositional and geographic
characterization of existing data), EASL-CLIF Consortium /
2019-2025

Eletet veSzélyezTets Akut Megbetegedések stilYossagi és
hALaélozasi mutatélnak jaVitasa transzlacios orvostudomanyi
mEgkézelitésben (STAY ALIVE)) GINOP-2.3.2-15-2016-00048
/2017-2021

Intelligens technoldgiai alapokra éplilé gyermek poszt operativ 6rz6
és telemedicinas otthoni allapot megfigyelé rendszer GINOP-2.2.1-
18-2020-00018 /2020-2022

55082

994 053

2,1M

55082

81967

347 000

155161

343 404

Gyulladasos bélbetegségek kimenetelének vizsgalata rendszeres anti-
TNF szérumszint és anti-TNF ellenes antitest mérés mellett a bioldgiai

terdpia alkalmazdsa soran: multicentrikus prospektiv klinikai vizsgélata.

OTKA K 115345 (Nemzeti Kutatasi, Fejlesztési és Innovacios
Hivatal) /2015-2019

A Xlll-as faktor, trombin generdcio és fibrinolizis vizsgalata kronikus
inflammatdrikus megbetegedésekben OTKA FK 115818 (Nemzeti
Kutatasi, Fejlesztési és Innovaciés Hivatal) /2018-2022

Kisiklott Inmunvédekezés: a Bakteridlis Transzlokdcid Indukalta B-sejt
Differenciacié Hatullit6i Kronikus Majelégtelenségben OTKA K 138041
(Nemzeti Kutatasi, Fejlesztési és Innovacios Hivatal)) /2021-2025

COVID-19 betegség és poszt-COVID szindromaval kapcsolatos
kutatdasok, TKP2021-EGA-19
(Nemzeti Kutatasi, Fejlesztési és Innovacios Hivatal) /2021-2024

Az egészséggel kapcsolatos életminéség javitasa ritka autoimmun
maéjbetegségben szenvedé betegeknél strukturalt sorstars
tandcsadassal: transznaciondlis hatdsossag megvaldsitas hibrid
vizsgélat, European Joint Programme (EJP) Rare Diseases,
founded by European Union’s Horizon 2020 research and
innovation programme under grant agreement N°825575 -
Magyarorszagon az NKFIH-n keresztiil /2022-2025

68 459

127 056

157 377

3,1M

882 061

68 459

127 056

157 377

249180

85693

Debreceni Egyetem teljes 0sszeg: 1 670 379 EUR



Bél-maj tengely szerepe a kronikus majbetegségek
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Original Article

Rediscovery of the Anti-Pancreatic Antibodies
and Evaluation of their Prognostic Value in a
Prospective Clinical Cohort of Crohn’s Patients:
The Importance of Specific Target Antigens [GP2
and CUZD1]

Maria Papp,* Nora Sipeki,* Tamas Tornai,? Istvan Altorjay,?
Gary L. Norman, ® Zakera Shums, ? Dirk Roggenbuck,*? Kai Fechner,®
Winfried Stocker,® Peter Antal-Szalmas,’ Gabor Veres,9 Peter Laszlo Lakatos?
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REPLIRTS

Anti-GP2 IgA
Negative (n = Positive (n
45) = 20)
Male gender 68.9% (31) 75% (15)
Presence of
cirrhosis 11.1% (5) 35% (7)
presence of - 77 g9, (38) 70% (14)
Ul i
o cclﬁfsa ive 46.9% (23) 60% (12)
Crohn's
Diseaso 30.6% (15) 10% (2)
Age at
diagnosis (yr) 23 (17-37) 23.5 (18-33)
Disease
duration (yr) 7310 4(@2-7)
Albumin (g/L) 45 (42-47) 40 (39-43)
Bilirubin
(umol/L) 15 (11-20) 17 (11-34)
AST (U/L) 32 (25-43) 69 (50-96)
ALT (U/L) 38 (21-64) 90 (56—165)
208
GGT(UL) 97 (44-208) (141-499)
898
ALP (U/L) 420 (246-595) (637-1532)
Mayo risk -0.859 .072
score (-1.447-0.131) (-0.6-0.658)

p-
value
0.617

0.022

0.638
0.138

0.764

0.027
0.001
0.383

<0.001
0.002

0.001

<0.001

0.010

. |Loss of tolerance to gut immunity
" protein, glycoprotein 2 (GP2)

is associated with progressive
disease course in primary sclerosing
cholangitis

Anti-GP2 IgA egy Uj prognosztikai marker a
PSC betegség stratifikaciojaban
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MAYO KOCKAZATI PONTSZAMRA illesztve
HR: 4,69, (95%CI: 1,05 -21,04)

Tornai T., Papp M. Sci Rep. 2018;8:399.



Szeroldgiai antitestek prognosztikai szerepe -
IgA izotipus kiemelt jelentosége

X 1004 —— nincs ascites - ASCA IgA negativ
o —— nincs ascites - ASCA IgA pozitiv
_% -+- ascites - ASCA IgA negativ
5 —~ 80 - ascites - ASCA IgA pozitiv
= X x 100 x 100
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J Hepatol. 2013;59:457-66., PLoS One. 2010;5:e12957.



Akut fazis fehérjék nyilt infekcié hianyaban

bakterialis transzlokaciot jeleznek
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CRP rutinszeru alkalmazasanak bevezetése

majcirrozis gondozasa soran

~Serum CRP may be a sensitive
screening tool for predicting subsequent
infection. Perhaps this tool could be
worked into an orchestrated care plan
for patients with cirrhosis. This could be
incorporated into a chronic disease
management intervention for patients
with cirrhosis”.

Runyon BA. Liver Int. 2012
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Acute phase proteins in patients with cirrhosis

Bacterial infections are a common cause of clinical
deterioration and even death in patients with cirrhosis
A decision analysis expert asked the author som
ago the question: 'if infections are so common, why
not just put everyone who has cirthosis on antibiot-
ics” Prevention of bacterial infection is a worthwhile
goal, but this strategy has its consequences. There was
an era of liberal use of selective intestinal decontami-
nation (SID) in the 1990s, in an attempt to prevent
death by preventing bacterial infections. This led to
selection of resistant flora and then infection by these

organisms. We now are facing bacteria for which we
may have no effective antibiotics

Exposure of a large number of patients with cirrho-
sis to antibiotics is probably not a good idea. We need
criteria by which to select the highest risk subgroup
for infection and data showing clinical benefit of SID.
Ideally we need non-antibiotic agents that prevent bac-
teria from ‘translocating’ out of the gut to extra-intes-
tinal sites, without disturbing gut flora. We have
positive randomized trials regarding SID for patients
(2) who have survived spontancous bacterial peritoni-
tis, (b) who are bleeding from the gut and (c) who
have low protein ascitic fluid and a component of liver
and renal failure (2). Primary prevention of infection

of a high risk subgroup has even been shown to have
a survival advantage (2).

A number of humoral tests of infection’, ie. tests
other than bacterial culture, have been proposed in the
past to increase suspicion of current infection. Some of
the ftests that have been studied indude tumour
necrosis  factor, interleukin-6, interleukin-8  and
C-reactive protein (CRP) (3-6). Some of these tests
were performed on ascitic fluid; some were performed
on serum.

There has ako been an inte;

st in finding a test(s)
that would identify a subsct of patients who were at
high risk of subsequent infection. These patients could
then be ‘followed more dosely’, and infection could
perhaps be detected and treated at an earlier more sur-
vivable stage

The article in this issue of Liver International
provides more information in this regard. A group of
368 well characterized patients with dirrhosis
underwent a battery of acute phase protein tests [CRP,
procalcitonin. (PCT) and liposaccharide-binding pro-
tein being the most rdlevant] (7). CRP and PCT levels
in serum were higher in clinically overt infections. Of
the subgroup that was not infected initially, those with
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a CRP > 10mg/L demonstrated a shorter interval to
actual bacterial infection over 3-months’ follow-up.
Approximately 40% of patients with CRP > 10mg/L
became infected in 3 months.

Advanced liver disease was assodated with a back-
ground elevation of CRP-perhaps owing to low-grade
intermittent translocation of bacteria from the gut to
extra-intestinal sites and the host's response to the col
onization. This has been documented in humans and
rats with cirrhosis (8, 9)

Serum CRP may be a sensitive scrcening tool for

detecting the presence of current bacterial infection
and predicting subsequent infection. Perhaps this toal
could be worked into an orchestrated care plan for
patients with cirrhosis. This could be incorporated
into a chronic disease management intervention for
patients with cirrhosis, as recently presented at the
annual meeting of the American Association for the
Study of Liver Diseases (10). Many liver failure experts
see decompensated patients in the clinic at least every
3 months. Perhaps patients with CRPs > 10mg/L
should be scen monthly rather than every 3 months.
Data showing a reduction in infections, or better yet, a
survival advantage, with this approach are welco!

The decade 2010-2020 has been described as the
*decade of biomarkers'. Many useful biomarkers have
been described and are being used clinically to help
make decisions regarding patient care. For example
procalitonin-guided duration of antibiotic treatment

of pneumonia led to three fewer days of antibiotic use
with no adverse outcomes in a randomized trial (11).
Markers of severity of inflammation make more sense
to use to guide duration of antibiotic treatment, com
pared to arbitrary 7 or 10 or 14 days intervals.

“The era of biomarkers is upon us.

Bruce A. Runyon
'gv/Hepatology,
Department of Internal Madicine, Loma Linda University

Malical Center, Loma Linda, CA, USA

Division of Gastroent
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of liver cirrhosis and treatment response
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