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0LGU

=K.E.
=11 yas, erkek hasta

*Yakinma:
= Uzamis ishal
= Kakada kan goérme



0YKU

= Son 2 aydir aralikli ishal gecirme oyktisti mevcut olan hasta
gaytasi Uzerinde kan gormesi nedeniile DEUTF cocuk acil
servise getirilmis.

= Bu sikayetlerle acil serviste degerlendirilen hastanin
ishalinin haftada 3 giin sivi digkilama seklinde olup
sonrasinda normale donduqgu, ishalinin agik sari renkili
mukussuz, gunde 1-2 kez, bol miktarda oldugu atesin eslik
etmedigi ancak yeni baslayan gayta lizerinde kan géorme
sikayeti oldugu 6grenildi.



0YKU

= Hastanin acil servis degerlendirmesinde karaciger fonksiyon
testlerinde bozukluk saptanmis olup hasta tani, ileri tetkik ve
tedavi amaciyla cocuk gastroenteroloji departman poliklinige
yonlendirilmis.

= Hastanin sikayetlerine eslik eden son iki ayda kilo kaybi
oykusu mevcut. Hastanin kronik hastalik, ila¢ kullanimi ve
hastaneye yatis oykusu yok.



0ZGECMIS

* Prenatal :
= 30 yasinda G2P2A0K0 gestasyonel diyabeti olan anne
= Annenin gebelikte ila¢ kullanim éykiisu yok.
= Gebelik duzenli takip edilmis.

= Natal :
= Miad NSVY ile 3180 gr

* Postnatal:
= Dogar dogmaz aglamig. Oksijen ihtiyaci olmamus.
= Motor - Mental gelisme: Ya$ina uygun.
= Asilari Saghk Bakanlhig: takvimine gére tam.
= Bilinen alerjisi yok.

= Beslenme: 2 yagina kadar anne siitii almig, 6. ayda tamamlayici beslenmeye
gecilmis.



SOYGECMIS

= Anne; 40 yasinda, sag saglikl:
"Baba; 40 yasinda, sag saglikl

* Anne baba arasinda akrabalik yok
*K1z kardes; 8 yasinda, sag ve saghkl



Agirhk:

27,5 kg (5,8p -1,57 SDS)

Boy: 142 cm (45,2p -0,12 SDS)
VKI: 15,09(9,3p -1,32 SDS)
Boya gére viicut %71(0)
agirhigi(Waterlow

)

Yasa gore %713(0)
agirhik(Gomez)

Yasa gore boy %91
Ates: 36,3°C (timpanik)
Nabaiz: 18/dk (ritmik)

Solunum sayisi:

16/dk (diizenli)

Kan basincai:

100/60 mmHg




FIZIK MURYENE

* Genel durumu iyi, bilinci agik, soluk ve halsiz goriinuimde
= Cilt: Olagan, dokiintii yok

= Bas — boyun: Orofarinks dogal. Timpanik membran ve dis kulak
olu bilateral olagan. Trakea orta hatta, venéz dolgunluk yok.
atolojik lenf nodu buyiklugi saptanmada.

= Kardiyovaskiiler Sistem: Kalp sesleri ritmik. Ek ses ve ufiirim
duyulmada.

= Solunum Sistemi: Her iki hemitoraks solunuma egit katiliyor. Ral
ve ronkiis duyulmada.

» GIS: Batin rahat, defans ve rebound yok. Bagirsak sesleri
normoalktif. Karaciger nonpalpabl, traube a1k, dalak
nonpalpabl.Anal baki ve rektal muayene olagan

= GUS: Haricen erkek goriiniimde, fenotipik anomali yok, olagan
goriunumde.

= Norolojik muayene: Kraniyal sinir muayenesi olagan, kas giicii
tam, DTR normoalktif, patolojik refleks yok, lateralize nérolojik
defisit yok .
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WBC 8,9 | 1073/l 4-10,3
NEU 5,9 | 1043/l 2,1-6,1
LYM 2,3 | 1073/pl 1,3-3,5
MONO 0,4 | 1043/l 0,3-0,9
EOS 0,2| 1043/l 0-0,5
BASO 0,0 | 1043/l 0-0,2
RBC 5,05 | 1076/pl 4-5,77
HGB 11,6 g/dl 12-16
HCT 36,6 % 36-46
MCV 72,5 fl| . 80,7-95,5
MCHC 31,8 g/dl| — 32,7-35,6
RDW 147 % 11,8-14,3
PLT 414 | 1073/pl 156-373
INR 1,0 0,8-1,2
PT 11,2 sn| 11,2-14,4
APTT 27,9 sn| 28,1-39,1

BUN 15,2 mg/dL 5-18
Kreatinin 0,44 mg/dL 0,26-0,77
Urik asit 5,41 mg/dL 2,6-6
AST 183 U/L 0-35
ALT 222 U/L 0-35
ALP 347 U/L 69-325
GGT 187 g/dL 3-22
Albimin 3,86 g/dL 3,8-5,4
Total Bilirubin 0,48 mg/dL 0,3-1,2
Direkt Bilirubin 0,12 mg/dL

Sodyum 137 mmol/L 138-145
Potasyum 4,71 mmol/L 3,4-4,1
Klor 106 mmol/L 98-107
Kalsiyum 9,70 mg/dL 8,8-10,8
Fosfor 4,766 mg/dL 4,5-5,5
CRP 3,6 mg/L 0,2-5
ESH 20 mm/h 0-15




BOYASIZ DIREK MIK.INC. (DISKI) LOKOSIT VE ERITROSIT

GORULMEDI
AEROP DISKI DULTUR Salmonella,Shigella ve EHEC
liremesi saptanmada.
ENTERIK ADENOVIRUS ANTIJENI NEGATIF
DISKIDA ROTAVIRUS ANTIJENI NEGATIF
YAGIN MIKROSKOBIR INCELENMESI(SUDAN 2 POZITIF

BLACK)

GIZLI KAN (DISKI) POZITIF




Anti-HAV IGM

Negatif

Anti-HAV TOTAL Negatif
HBsAg Negatif
Anti-HBC IGM Negatif
Anti-HBC TOTAL Negatif

Anti-HBS 26,54 mIU/ml
Anti HCV Negatif
Anti-CMV IGM Negatif
Anti-CMV IGG Negatif
Anti-TOXOPLASMA IGM | Negatif
Anti-TOXOPLASMA IGG | Negatif
Anti-RUBELLA IGM Negatif
Anti-RUBELLA IGG 34,40 IU/ml
EBV VCA IGM Negatif

EBV VCAIGG Negatif

Anti-EBV EBNA IGG

Negatif




Anti Niikleer Antikor(ANA)

+2 (1/320-1/1000)
Dilisyonda sitoplazmik
benekli peroksisom
benzeri floresan tutulum

Anti Endomisyum IGA | +3 POZITIF (1/100-
1/320 titre)

Anti Gliadin IGA,IGG | +3 POZITIF (1/100-
1/320 titre)

Anti Doku POZITIF (90,42

Transglutaminaz IgA

RU/ml)

IgA

192,4 mg/dl (70-
400 mg/dl)

Anti Diiz Kas Antikoru NEGATIF
(ASMA) (<1/100 titre)
Anti Mitokondrial Antikor | NEGATIF
(AMA) (<1/100 titre)
Liver Kidney Mikrozomal | NEGATIF
Antikor (LKM) (<1/100 titre)
Anti-Soluble Liver Antijen | NEGATIF
(SLA)

Anti-Liver Sitosol (LC) NEGATIF

Seruloplazmin

0,340 g/L(0,2-0,6)

Bakir

149 mg/dL (80-
160mg/dL)




REFERANS ARALIGI
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GORUNTULEME

*Batin USG: Koledokta 1limli
genisleme,intrahepatik safra yollarinda
1liml1 genisleme ve yer yer darlik ;MRCP
onerilir.

*MRCP:5afra kesesi normaldir intrahepatik
ve ekstrahepatik safra yollarinda iliml
dilatasyon vardir,pankreatik kanalda
dilatasyon saptanmamistir.
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RLINIK GiDi§

= Klinik ve laboratuvar olarak
- COLYAK HASTALIGI
distiinilddi.

= Endoskopi (24/09/2019) -
Bulbus ve duodenum 2.
kisim 6demli goériinimde,
endoskopik eritamatoz
pangastrit ile uyumlu
bulgular saptanda.

» Sitopatoloji ¢olyak ile
uyumlu



KLINIK GIDIS

= Glutensiz diyet basglandi.

*Hastanin izleminde glutensiz diyete
uymasina ragmen aralikli karin agrisi,kanh
digkilama ve ishal sikayetlerinin devam
etmesi nedeni ile ileri tetkik amach ¢ocuk
servisine yatisi yapilda.



KLINIK GIDIS

= IBH ayrici tarusi acisindan (18/10/2018)
-~ Kolonoskopi

= Sag kolon,transvers kolon,sol kolon ve
sigmoid kolon mukozasi hiperemik 6demli,
frajil damarlanmasini kaybetmisg

" Yer yer lizeri eksudali lineer iilsere alanlar

= Rektum mukozasi hiperemik,frajil,6demali

= Retroversiyonda anal kanal olagan
Patoloji - Aktif kolit




INiK GIDIS
Otoimmun hepatit ,sklerozan kolanjit on tanilar: Primary Sclerosing Cholangitis
ile - Karaciger biyopsisi (26.10.2018)

= Portal inflamasyon: orta giddetli

= Interfaz hepatit: yaygin

= Safra yolu hasari: lenfositik kolanjit ile uyumlu bulgular

= Kolonjiol profilerasyonu: var

= Biliyer interfaz aktivitesi: var

= Portal fibrozis +

= Fe birikimi: sintizoidal

» Morfolojik incelemede hemosideroz ve portal

enflamasyon ve lenfositik kolanjit ile uyumlu s O
tablo izlenmistir. %



ONEMLI BULGULAR:

= Kronik ishal

= Karin agrisi

* Malnutrisyon

= Demir eksikligi anemisi

= Transaminaz yiiksekligi

= D-vitamin eksikligi

= Colyak otoantikor pozitifligi

= Colyak hastaligi ile uyumlu
gnd}:)skopik veghistolgjik
bulgular

= Ulseratif kolit ile uyumlu
kolonoskopi ve histolojik
bulgular

* Lenfositik kolanjit, interfaz
hepatiti ile uyumlu karaciger
biyopsi bulgulari

TANILAR:

= Colyak hastaligi
« Ulseratif kolit

= IBH ile iligkili karaciger
hastaliklar:

= Otoimmun sklerozan
kolanjit




TERTISMA



KRONIK ISHAL



KRONIK ISHAL

« Ishal, tiim diinyada ¢ocuklarda énemli bir morbidite ve mortalite
nedenidir.

* Normal digkilama, ¢cocuk ve yetigkinlerde giinde ig ile haftada ti¢ arasi
iken; siit cocuklarinda genellikle daha sik ve kivaml olmaktadar.

* Bebek ve ¢ocuklarda digk: miktar1 >10 gr/kg/gin, addlesanlarda >200
gr/giin oldugunda ishal olarak tamimlanir.



TANIM

= Akut bir ishal 7-10 gun surer, ishalin 14 giinden
uzun siirmesi kronik veya persistan ishal
olarak adlandirilir.

* Gelismis ve gelismekte olan tilkelerde kronik
ishal nedenleri farklilik gosterir.

= Gelismekte olan tilkelerde bagirsak
enfeksiyonlar:1 en 6nemli nedendir.



KRONIK ISHALLI HASTAYA YAKLASIM

OYKU VE FIZIK MUAYENE LABORATUVAR
= Yas grubuna gére degigsen nedenler = Gaita direkt bakisi ve serolojik testler
= Beslenme oykiisii = Bagirsak emilim testleri
= Digkilama siklidi, voliimii, kan ve = Hemogram

mukus icerigi -
= BFT, KCFT, Fe ve diger eser elementler

= Laksatif vb. ila¢ kullanimi ) :
= Colyak antikorlar:

= Antropometrik degerlendirme ) L L
= Besin alerjisi agisindan spesifik Ig’ler

= Radyolojik tetkikler

= Endoskopik tetkikler

= Patolojik tetkikler

= Anal muayene ve rektal tuse



G S

Tablo-2 Kronik ishalin yaslara gire nedenleri

0-30 giin 1-24 ay 2-18yas
Konjenital ishalli hastaliklar* Asirt meyve suyu/sorbitol/ Asirt meyve suyuw/sorbitol/
karbonat iceren gidalarin alim karbonat i¢eren gidalarnn
alim
Gida alerjisi Enfeksiyoz kolitler Enfeksiyoz kolitler
Kronik nonspesifik ishal Colyak hastahi
Hirschprung hastalig Kistik fibrozis Irritabl bagirsak hastalig
Keonjenital kisa bagirsak Colyak hastalig:
sendromu Inflamatuar bagirsak hastalig

Gida alerjisi

Neonatal lenfienjiektazi Postgastroenterit sendromu

Stkroz-izomaltaz eksikligi Laktoz intoleranss

Konjenital heparan siilfat Otoimmiin enteropati Postgastroenterit sendromu

eksikligi

*Siikroz-izomaltaz eksikligi disinda




COLYAK HASTALIGI



GENEL BILGILER

=Colyak hastaligl (CH) genetik yatkinligi olan
kisilerde gluten i¢ceren yiyeceklerin yenmesi
sonucu ortaya cikan otoimmiin bir
enteropatidir.

= Otoimmiun mekanizmalar ile gelisir.



PATOGENEZ

* Glutenin sindirim sistemine alinmasiyla ince
bagirsak mukozasinda bulunan gliadin
peptidleri ile (HLA) sinif II molekullerinin
birlesmesi sonucunda klinik bulgularin
olustugu immiinolojik olaylar zinciri
baslamaktadir.

»Bu reaksiyonu en fazla gosteren doku
gruplar1 HLA-DQ2 ve DQ8dir.



Tablo 1li: Clyak hastality tamsinda kullandan serolojik testler

Serolojik testler g Yontem
Antigliadin Antikor (AGA) lgA/lgG ELISA
Anti Endomisyum Antikor (EMA) lgA/lgG IFA, ELISA
Antietikilin Antikor (ARA) 1gAllg6 A
Doku Transglutaminaz Antikor (dTG ) IgA/lgG ELISA, IKY
Deamide gliadin peptid (DGP) antikor  IgA, IgG ELISA

ELISA: Enzyme Linked Immuno Sorbent Assay, IFA: Immuno Fliorescense Assay, IKY: Immuno Kromatografk Yontem.
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individuals (HLA-DQZ or -DIOQ8 positive). tTG forms a complex with G and deamidates speafic glutamine residues of these peptides.

& pl DGPs are then presented to T cells by DCs or B cells. The T cells then provide help to the B cells, resulting in the production of
il antibodies (mainly lgA but also IgG) against gliadin and DGR as well as antibodies specific for tTG. These abnormal responses
1 triggered by gliadin can result in either celiac sprue (with Mmuoosal inflammation and loss of wvilli) or dermatitis herpetifornmis (with
\\“«, Igs, deposits in the dermal papillas), or even both
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Link Between Celiac Disease and Inflammatory
Bowel Disease

Ayesha Shah, MBBS FRACP,*

Marjorie Walker, BMedSei BMBS, FRCPath FRCPA AGAF}
Daniel Burger, MBBS, FRACP,* Neal Martin, MBBS, FRACP*
Moritz von Wulffen, MBBS* Natasha Koloski PhD, BA ( Hons) Psych*f
Mike Jones PhD} Nicholas J. Talley, MD, PhD, FRACP, FAHMS
and Gerald J. Holtmann, MD, PhD, MBA, FRACP, FRCP*

Goal: The aim of this analysis was to assess in patients with
inflammatory bowel disease (IBD) the risk of celiac disease and in
celiac disease patients the rigk of IBD.

Background: Previous studies report a possible association between
IBD and celiac disease; however, this link is controversial,

Study: Using the search terms “inflammatory bowel disease™ and
“celiac disease,” we identified initially 1525 publications. In total 27
studies mel inclusion criteria. Proportions and 95% confidence
intervals (Cls) for the prevalence of IBD in celiac disease and
vice versa were compared with published prevalence rates for the
respective geographic regions

Resulis: We included 41,482 adulIBD patients (20,357 with Crohn's
disease; 19,791 with ulcerative colitis; and 459, patients with celiac dis-
case). Overall, in IBD patients the prevalence of deliac disease was 110/

100,000 (95% C1, 1010-1210/100,000) s compared'with'a prevalence of

620/100,000 (95% CI, 610-630100,000),in the respéctive populations
{odds ratio, 2.23; 95%€T, 1.99-2.50),In contrast, in patignts with celiac
disease, 2130/100,000 had 1BD (95%-CL, 1590-2670/100.000) s com-
pared with 2601100,0000987 C1, 250/100.000-270/100,000) 1n the
respective populutions (odds ratio, 11.10; 95%.°Cl, 8.5814.40). This
tffect was ok, different for ulcertive colitis and” Crohn’s disease
Although there was no-evidence-for publication bias for celiac disease in
IBD, the funnel plot stiggested that the association between 1BD in
celiae disease'might be influcnced by publication bias,

Conclusiotis: The duta are consistent with the notion that eeliac
disease is a riskfactor for IBD and to lesser degree patients with
IBD hayean increased risk of celiac disease

Key Words: celiac discase, inflammatory bowel discase, Crohn's
disease, incidence and prevalence, developed countries

(J Clin Gastroenteral 2018;00:000-000)

le' etiology ofimmune-mediated.diseases such a8 ulcerative
colitis (UQ), Crohw's.disease (CD), and celiac disease is
incompletely understoad bug likely multifactonial mvolving a
compleXanterplay betwéen genetic and enviveimental factors,
Ultimately & dysregulation of the innate and adaptive immune
system and ‘activation of mflammatory cascade leads to
chronic gut inflammation-and disease manifestation.' 6

The clinical manifestations of celiac disease and inflam-
matory bowel discase (IBD) can be similar™® and often patients
with celige disease, particularly those that have no response to a
gluerfree diet (GFD), are investigated for possible [BD as the
2 conditions may coexist. The first description of a link between
celiac disease and IBD dates back to 1965 when Salem and
Truelove’ described 14 patients with duodenal mucosal villous
atrophy among 60 patients with UC. Habior et al' reported a
case of an association of primary sclerosing cholangitis, UC,
and celiac disease in 2 sisters. Thereafler, several case reports
and case series have reported a possible association between
IBD and celiac disease” "; however, this link is controversial.

We aimed to determine the prevalence of celiac disease
(CeD) in IBD and the prevalence of IBD in CeD. We
hypothesized that celiac disease is a risk factor for IBD.

)

Golyak hastahiginda IBH gelisme
riski 11 ReZz artarken , IBH

‘hastalarinda célyak geligsme riski 2

katartmakta

Colyak gelisiminde rol oynayan
patofizyolojik siire¢ mukozal
inflamasyona neden olarak IBH
gelismesi ile sonu¢lanmakta




ULSERATIF KOLIT



ULSERATIF KOLIT

=Inflamatuvar barsak hastaliklar1,UK ve Crohn
hastalig1 ,immun aracili bozukluklar olup
gastrointestinal sistemde kronik tekrarlayici
inflamasyona neden olurlar.

«IBH tanis1 alan hastalarin yaklasik %25’lik
kismi 25 yas altindadir.



ULSERATIF KOLIT

= Ulseratif kolit,rektum proksimale kadar degigik
derecelerde ilerleyen kolonun kronik relapslarla gy

vicers

§° Ancemia, uveitis,
fevers, sweats,
jaundice

giden inflamatuar siirecidir. Primary

sclerosing
cholangitis

= Hastalarda kanli ishal, tenesmus, karin agrisi e
sikayetleri olup hastalik daha siddetli hale NgH e
geldiginde kilo kaybi, halsizlik kusma gibi mass/pain
semptomlar eklenmektedir.

Abdominal
pain

Arthritis
arthralgia

Skin rash
(pyoderma,

= Cocuk yas grubunda gikayet sadece rektal Seyisen
kanama seklinde olup ayirici taniy1 daha gug hale
getirmekte Diarhoea,

blood, mucus

Weight loss

= Geng yasta baslayan UK yine yetigkine oranla
daha cok akut alevlenme dénemiyle gitmekte 10
yilda kolektomiye gitme oranlari yetigkine gore
daha fazladir
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Global Prevalence of IBD

Kuzey Amerika, ingiltere ve Iskandinav iilkelerinde Giiney Avrupa, Asya ve
Afrika’ya gore daha siktir



EPIDEMIYOLO]I

= Yapilan calismalarda UK insidansinda belirgin artig
saptanmi$ olup on yas alti grupta Kanada'da
yapilan bir ¢aligmada insidansi en sik artan hastalik
oldugu saptanmuis.

= Anne ve babasinda IBH olan cocukta hastalik
gelisme riski %35’den fazladur.



ETYOLO]I

= Etyolojide beslenme, enfeksiyoz
siirecler,genetik ve immunite 6nemli yer
oynamakta

= IBH tanis: alanlar almayanlarla
kiyaslandiginda yine daha ¢ok anne siitii
aldig1 saptanmus.

= Pek ¢ok calismada mono ya da
poliansature yaglarin IBH riskini artirirken
lifli beslenmenin ya da vitamin D aliminin
azalmis riskle birlikte oldugu gosterilmis

TIPs to Face Ulcerative Colitis

Fiber

44 ae
db . .-___{_,*_
Cream and pastry Mea
-
‘ it ;;{'j

Tea/Coffee

s

Carbonated drinks

VY e

Alcohol trawberry
Spicy food

Soya




[MMUNITE

= Dogal immun yolaklar: NOD2

= Mikrobial immun yolaklar: Defects in autophagy Related 16-Like 1 (ATG16L1)
and immunity-related GTPase ™M (IRGM)

= Sitokin yolaklar
= Adaptif immune yolaklar :PTPN2 and PTPN22
= Epitelyal yolaklar: X-box binding protein 1 (XBP1) and ORMDLS3



Y

( N/ wnjmny jaupsajufeIIs

Eyes
Episcleritis
Uwveitis

Kidneys
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(nephrolfthiasis)
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Skin

Erythiema’ nodosum
Pyodeuna

Erangrenosum

Mouth
Stomanltitis
Aphthous ulcers

Liver
Steatosis

Biliary tract

Gallstones

Sclerosing cholangitis

Joints
Spondylitis
Sacrolliitis
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TANI

= Tan i¢in klinik siiphenin oldugu durumlarda fizik muayene, laboratuar ve tipik
kolonoskopi ve histolojik bulgularin varliqi ile konur.

= Laboratuar incelemeleri; tam kan sayimi, karaciger enzimleri, albiimin, eritrosit
sedimentasyon hizi, demir parametleri ve c-reaktif proteini icermeli

= Digki kultiri,digkl parazit incelemeri ve Clostridium difficile toxin bakilmasi
gerekir.

= 2 yas alti cocuklarda immun yetmezlik ve alerjik durumlarin diglanmasi gerekir



Shigella species
Enterohemorrhagic Escherichia coli
Enteroinvasive E. coli
Campylobacter jejuni

Salmonella species (gastroenteritis ancl
typhoid fever)

Yersinia enterocolitica
Mycobacterium tubeiculosis

Clostridioides (formerly Clostridium) diffi
cile
Vibrio parah.aemolyticus
‘ Chlamydia

trachomatis (lymphogranuloma venereum
serotvnes)

Entamoeba
histolytica

Schistosoma species
Balantidium coli
Trichinella spiralis

N\

Neisseria
gonorrhoeae

Herpes simplex
virus

C. trachomatis
Treponema pallidum
Cytomegalovirus




= ASCA (anti-saccharomyces cerevisiae

antibOdieS) CIOhIl ‘da. %30'40 ‘ % A ‘. ~ . Several genes are
oraninda, i Ulcerative associated with specific
o colitis forms of IBD
= P-ANCA (perinuclear antineutrophil
cytoplasmic antibodies ), Cronh'li Serologic
erigkinlerin yiizde 10 ila 27'sine kiyasla RETE
uilseratif kolitli cocuklarinve | P
yetiskinlerin yiizde 60 ila 80'inde tespit o .

edilebilir




PATOLO]]

= affects . Krlpt

mwucosal

Normal colon Ulcerative colitis

only = Kript abseleri

= Pseudopolip

= Mukozal ve
submukozal
inflamasyon

= Sol kolonda Paneth
hiicreleri




Ulseratif Kolit : Endoskopi Ulseratif Kolit : Endoskopi

Hafif derecede
mukozal

kanama odaklari

Remisyonda Ulseratif Kolit: ~ Kronik iilseratif kolit:
Belirgin damarlanma yok Haustrasyon kaybi1 dikkat ¢eker
Isik yansimasi belirgin




Approach to First Line Therapy for UC

SEVERITY

Aminosalicylates Corticosteroids

Remission Aminosalicylates 6-MP/ Azathioprine




Tiopurin (Azotiopurin/Merkaptopurin)

/

Anti-TNF ajanlar
(Infliksimab/adalimumalb/golimumab)

N \_ A

Kolektomi
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the bowel. The etiology.#nd immunopathogenesis of
both conditions charagterized by chronic intestinal in-
flammation, inflammatory bowel disease (1BD) and ce-
liac disease (Cel), a‘ermmmr:letdyundﬁmm

mune responses, leading to chronic inflammation and
disease; CeD constitutes'a particular. disease because
the main, environmental.and genetic triggers are largely
known. IBD comprises two main clinical forms, Crohn’
a eomplex interplay between come components. of the
tommensal microbiota and other ervironmental factors
in their onigin. These multifactorial diseases encompass a
broad spectrum of dinical phenotypes and ages of onset,
although the diinical presentation often differs depending
on childhood or adult onset, with greater heterogeneity
commonly observed in adults.

© 2014 Baishideng Publishing Group Co., Limited. All rights
resenved.

Key words: Disease susceptibility; Gene-emvironment
interaction; Immune system; Inflammation; Microbiota;
Inflammatory bowel disease
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Abstract

AIM

To investigate whether immune mediated diseases
(IMD) are more frequent in patients with inflammatory
bowel disease (IBD).

METHODS

In this population based registry study, a total of 47325
patients with IBD were alive and registered in the
Danish National Patient Registry on December 16, 2013.

Colyak hastaliginin risk genleri ile
Crohn hastaliginda olan ayni genlerin
adaptif immuniteyi bozdugu,
Ulseratif kolit'de ise bariyer
fonksiyonlarinda bozukluga sebep
oldugu saptanmuis.




TABLE 1. Hepatobiliary issues to consider in patients with inflamma-
tory bowel disease

Extraintestinal manifestations: W

Immune-related: Ay
Primary sclerosing cholangitis [ | BH-+tafusindan sonraki 3
Autoimmune hepatitis : N N T ..
Autoimmune sclerosing cholangitis a.'Y].lk donemde ALT ve

Thrombotic disorders: \ f GGT Yl].ksekllgl saptanan
Portal vein thrombosis - . v
Venous thromboembolism haStaIa‘fda‘ kgrac1ger
Hepatic vein thrombosis hasta11g1 gehgme orani 3

Medication Toxicity:
Glucocorticoids
Sulfasalazine
Thiopurines
Methotrexate
Anti-TNEs

Underlying disorder:
Cholelithiasis
Viral Hepatitis
Transplant issues
[pG4 cholangiopathy
Granulomatous hepatitis
Primary biliary cirrhosis
Hepatic amyloidosis
Nonalcoholic fatty liver discase/steatohepatitis

kat artmakta




0TOIMMUN HEPATIT

= Otoimmin hepatit (OiH) nedeni bilinmeyen, kronik, ilerleyici, inflamatuar bir
karaciger hastalig:

= Serumda ¢egitli otoantikorlarin varligi, gamaglobiilin yiiksekligi ve histolojik
olarak periportal veya portal alanda mononiikleer hiicre infiltrasyonu ile
tamimlanmaktadir .

= Otoimmiun hepatit gorece olarak genel pediatrik populasyonda yaygin
olmakla birlikte IBH'da %0,6 ile %1,6 oraninda goériilmekte



- ANA/SMA
OIHTIP 1 - P-ANCA
« PUBERTE

 Anti-LKM1/Anti-LC1

QSLEPR « COCUKLUK YAS GRUBU



OTOIMMUN SKLEROZAN KOLAN]IT

= OIH ve PSK’in overlap olmasina otoimmun sklerozan
kolanjit olarak adlandirilmakta

= [BH hastalarinda %1,5 oranunda saptanmakta

= Otoimmun hepatit ve sklerozan kolanjit overlap durumu
yetigkine gore ¢ocuklarda daha fazla goriilmekte

= ALP ve GGT diizeyleri kolestatik hastaliklarda artmakta
iken otoimmun sklerozan kolanjitin baglangicinda
normal olabilir ancak ALP/AST oram1 OSK'de OIH gére
belirgin artmigtir.




OTOIMMUN SKLEROZAN KOLANJIT

1.Hastalarin %50 si1 erkek
2. Karin agrnisi, kilo kaybi,halsizlik
3. ANA ve SMA pozitifligi

4. %90 oraninda serum IgG guzeyi
artmis saptanir

5. pANCA %7175 oraninda OSK pozitif
iken %43 oraninda OIH tipl ve %10
oraninda OIH tip 2’'de pozitif



TANI

1. Otoimmun hepatit
ve otoimmun sklerozan
kolanjit ayirci tanisi
ancak kolonjiografik
goriintiileme ile
munkuim

= USG
= MRCP
= ERCP

A->Intrahepatik striktiir ve dilate safra yollar1 (MRCP)
B - Aym hastanin ERCP goriintiisii

2. Karaciger biyopsi



TEDAVI

= Tedavi palyatif ve destekleyici
= Progresif seyirli olanlarda tek ¢oziim karaciger transplantasyonu

= Ursodeoksikolik asitin kullanimi ile ilgili sadece biyokimyasal diizelme sagladig
ile ilgili ¢caligmalar mevcut

= Immun modulator ajanlarin kullanimu ile ilgili kesin kanitlar olmamakla birlikte
¢ogu hasta IBH tedavisine yonelik yine bu ajanlar kullanmakta
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TABLE 3. Comparison between AlH-1, AIH-2, and ASC
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TEDAV]

TABLE 1, Immunosuppressive trealment regimens e le'l.-'-E'II.i'-I-." autodmmuree v {ﬂi-e.uw

Imitial regimen M aiienince

Azathioprine mom- Definition of Treatment
AlH Predmi{ so)|ome Azathioprine Predrins{o | jomne Aeathiopnne therpy {im ALH-1) TEITHISS Kan lemgth
Img ke " day '{upto  1-2mg kg ' dm 002 mptke ! | -2 mgkp'day 1l 1L2- 1.6 mpkp'day  MNormal imnsaminase 3y Belore

Bl mpidaily) decreased added-gradmmly if day™ or S mg/day reduined anmdd gl lovels; conaidering

weekly in paralle] o trafsarpinase leve s Negative or low SIS )

tramsaminase lavels pelatea r Inereass fiter (= 1:20) AN A

ibeorease 1o a minimtm Alernatively, added in SMA

III-!i.IEl\.'ILIII.\.'-..' .h“--.-.' il 1.5 all q:-.i‘li-u'nl» alter 2 weeks 'II.\.'].',_.Ili'n.' anti- LEM-

o Smg dily of predhnd sod o) ne I fanti=LC- |

treatment
AR Predn i b ne = 'arathioprine as above, plus Prodnisad lome + azaihiopring as above, plus urssdoeos yelalic acid Mg alsve A alswee
uraoslen Rpeiolic acid 15 mp/Ka/day [Smg kg ' day

AlH=autoimmimne hepatitis; ANA = anti-nuclear antibody, ASC = autoimmune sclerosing cholangitis; SMA = mti-smooth muscle antibody
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“ -'-'Karéciﬁer Transplantasyonu

= Otoimmun hepatit tanisi
alan cocuklarin %10°u,

= Otoimmun sklerozan
kolanjit tanisi alanlarin
ise %20’si
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Keywords:
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Imaging

Inflammatory bowel disease
Magnetic resonance chalangiography
Primary sclerosing cholangitis
Ulcegative colitis

Background:Primary sclerosing cholangitis (PSC) isa major concern in inflammatory bowel disease (1BD).
Aims: Evaluating the use of magnetic resonance cholangiography {MRC) as a screening tool for PSCin IBD
patients.

Bozulmus karaciger fonksiyon
testleri varli§inda IBH

hastalarinda yapilan MRCP
taramasinda % 10 oraninda PSK
saptanmisg

Methods: A single-center ¢ohort stady investigating systematic MRC to assess PSC in IBD patients with
(cohort 1) and without {cohort 2) liver function tests (LFTs) abnormality. combined with a retrospective
analysis of MRCS in a control group of non-1BD patients with abnormal LFTs (cohort 3).

Results: In total, 420 patients (cohort 1: n=203, cohort 2: n=30, cohort 3: n=187) underwent imaging.
MRC was classified ‘abnormal’ in 49/203 (24.1%) patients in cohort 1, in 130 (3.3%) patients in cohort 2,
and in 66/187 (35.3%) patients in cohort 3 (p < 0.004 for all comparisons). PSC was diagnosed in 20203
(9.9%) patients in cohort 1, in 1/30 {3.3%) patients in cohort 2, and in 13/187 (7.0%) patients in cohort 3
{p=0.44). Gamma-glutamyl transpeptidase was the only independent factor predicting the diagnosis of
PSCin IBD (OR 1.8, 95% C11.3-2.5, p=0.001).

Conclusions: MRC revealed PSC in one tenth of IBD patients with abnormal LFTs and should be systemat-
ically performed in IBD patients with abnormal LFTs, especially if gamma-glutamyl transpeptidase level
is elevated.
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ABSTRACT

Background: Inflammatory bowel discase-associated liver diseases ([BD-
LDs) include autoimmune hepatitis (AFH), primary selerosing cholangitis
(PSC), and an overlap Syndromie; Prospective. unbiased mulficenter data
regarding the-frequency'of [BD-LD in patients with pediatric inflammatory
bowel disease (IBD) are lacking. We examined early alanine aminotrans-
ferase (ALT)dnd y-ghutamyl-transpeptidase (GGT) elevations in children
diagnosed as having [BD and assessed the likelihood of IBD-LD.

Methods: Data collected from the prospective observational Pediatric
Inflammatory Bowel Disease Collaborative Research Group Registry
enrolling children of age <16 years within 30 days of diagnosis. AIH,

IU/L compared with 21 of 42 (50%) of patients with both ALT and
GGT > 50 (odds ratio 660, P < 0.0001). Of the 29 patients with [BD-LD,
21 had PSC, 2 had AIH, and 6 had overlap syndrome. IBD-LD was more
common in patients with ulcerative colitis and [BD-unclassified
(indeterminate colitis) than in those with Crohn disease (4% vs 0.8%,
respectively, P < 0,001).

Conclusions: Elevation of both ALT and GGT within 90 days affer the
diagnosis of [BD is associated with a markedly increased likelhood of [BD-
LD. Both ALT and GGT levels should be measured in all of the pediatric
patients newly diagnosed as having IBD.

\®
Q

»Pédiatrik inflamatuar barsak
~ hastaliginda karaciger
hastalig: eslik etme orani

%1.8ile %15.1 araliginda
degismekte

= Bu ¢alismada IBH tanisi alan
hastalarda anormal ALT ve
GGT degerlerindeki
yiiksekligin bizi IBH iligkili
karaciger hastalig:
konusunda uyarmasi
gerektigi vurgulanmi
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tarandiginda otoimmun
extraintestinal hastaligin %46
oraninda eglik ettigi sapanmis.
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Bu calismada 6zellikle %10
oraninda otoimmun tiroidit ve
¢olyak hastalign ile iligkili
saptanmis
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ABSTRACT

Background: Autoimmune liver disease (AILD) includes autoimmune hepatitis (AIH) and autoimmune
sclerosing cholangitis (ASC)-AILD is often associated with other extra-hepatic immune-mediated disor-
ders (EDs), but there are few pediatric studies available to date. In this study we evaluated the association
berween AILD.and EDs'in our pediatric series.
Methods: In'thissingle centre retrospective study 48 patients (39 AIH and 9 ASC children ) were evaluated.
Thirty-six children were primarily referred to our Centre for liver disease suspicion, while the remaining
twelve had a previous diagnosis of EDs. All the patients were screened for various EDs at AILD diagnosis
and yearly during the follow-up.
Results: Mean duration of follow-up was 9years and 1 month. Twenty-two (46%) patients had a diagnosis
of EDs. Ulcerative colitis (UC) was the most frequent EDs (9 patients), followed by autoimmune thyroid
disease (5 patients) and celiac disease (5 patients). In 7 out of 9 UC patients, ASC was present.
Conclusions: Our study showed a high association (46%) between AILD and EDs. In particular, in 8 out of
9 ASC patients UC was diagnosed (p-value 0.007). It is important to look for EDs in AILD children and,
conversely, AILD in EDs children with abnormal liver function tests.

@ 2018 Published by Elsevier Ltd on behalf of Editrice Gastroenterologica [taliana S.r.l.
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PSK ve PSK/ QIH overlap
durumunun cocukluk yas
grubunda karamger

(| “«yetmezllgme kadar giden klinik

Original Article

primary sclerosing cholangitis gi}zuoghp?:]:;meu::aaaz < Yablo olu s turabilecedi
§SAGE >
Andrea Tenca'”?, Martti Farkkila", Johanna Arola®, Tytti Jaakkola®, Genelde IBH lle olsa da
Roberto Penagini’ and Kaija-Leena Kolho" Vi bOZU].mU.$ karacié‘er fonksi.y.on

testleri varliginda ayirici tanida
aklimizda olmasi gerektigini
Abstrac unutmamaliyiz

Background: The natural history of pediatric-onset primary sclerosing ehelangitis (PSC) and overlap with autoimmune
hepatitis (PSC/AIH) is poorly known.

Objective: The aim of this study was to evaluate the clinical outcome of patients with pediatric-onset disease in a tertiary
referral center.

Methods: We traced 33 patients (median age at diagnesis 16 years), with PSC or PSC/AIH in cholangiography and liver
histology diagnosed between December1993 and 2011, at Helsinki University Hospital. Diagnostic procedures and long-term
follow-up were reassessed untikthe end of December 2013.

Results: PSCaas confirmed in all 33-patients; 19 of them had an overlap with AIH. At diagnosis, three of 33 had cirrhosis.
Inflammatory howel diseasa (IBD) was associated,in'76% of the patients, mostly ulcerative colitis (70%); treatment of IBD
being a minor determinant ofithe clinital outcome’of liver disease. In the last follow-up (median nine years), all patients
were alive; and.no\malignancy ‘eccurred.\Most patients (91%) were on ursodeoxycholic acid and 12 PSC/AIH patients on
immunosuppression.'‘Endoscopic retrograde cholangiography during follow-up showed a progression of intra-hepatic dis-
ease in‘12 patients (36%). Four patients (12%) had undergone liver transplantation, and one was listed; no recurrence of
the disease in the graft was-Seen.

ConclusionzThe clinical course and outcome of pediatric-onset PSC and PSC/AIH seem to be favourable in the majority of
c patients until eagly adulthood. In about one-third of patients, however, PSC is progressive, challenging the current treatment
guidelines and warranting further studies on disease pathogenesis.
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ABSTRACT

Objective: The pathophysiology of autoimmune hepatitis (AIH) may

involve the activation of immune cells and changes in the expression of

cellular markers, The aim of the present study was to characterize the
immunophenotype markers of lymphocytes and monocytes in the peripheral
blood of children and adolescents with type 1 AIH and AIH overlap with
sclerosing cholangitis (overlap syndrome [OS]),

Methods: This is a cross-sectional study of 20 children and adolescents
diagnosed with type 1 AIH @nd 19 with S, Eiftcen healthy subjects were
included as controls, Flow cytometric analysis was used to identify markers
of inflammation and autoimmunity,

Results: The total number of CD4 " T cells was highet in the AIH patients
compared with the controls. The-number of CD4" Teells expressing CCR3
and CD28 was higherinthe AIH groupthanin the control group. CD45R0 was
more highly expressed in the AIH group, whercas CD43RA was more highly
expressed. in the OS group. In regard to CD8Y T fymphocytes, the CCR3
expression was higher in both groups of patients. Patients with OS had the
highest expression-of CDSRA and €D25. In monocytes, human leukocyte
antigen DR (HLA-DR)-was less expressed in both groups of patients,
Conclusions: Complex phenotype features may be involved in the
pathophysiology of AIH, accounting for changes in immune system
regulation” mechanisms, In conclusion, even after good response to
treatment, patients still have immune activity signals at the cellular level.

Kov Wardes anini Aienaen i hanatitic  childeen

What Is Known

* The pathophysiology of autoimmune hepatitis and
autoimmune-hepatitis overlap with sclerosing cho-
langitis involves activation of immune cells and

changes.in.the-expression of cellular markers,
* Autoimmune hepatitis and overlap syndroge#®have

genetic associations with HLADR subtypes,
«CD4" Tcells have important role in the autoimmune
mechanism.

What Is New

* Patients with autoimmune hepatitis and patients
with overlap syndrome exhibit persistent activation
of immune system cells despite dlinical and
laboratory response.

muscle antibody (ASMA) and antiliver/kidney microsome type

=~ Otoimmun hepatit ve sklerozan
kolanjitin HLADR subtipleri ile
birlikteligi

= CD4+ T hiiclerin otoimminitede
rol oynadigi

= Tedavi ile klinik ve labaratuar
olarak 1yilesen hastalarda
hiicresel dizeyde immun yanitin

devam ettigi gosterilmig
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Case report

Acute-on-chronic hepatitis. A case report of autoimmune
hepatitis/primary sclerosing cholangitis/ulcerative colitis
overlap syndrome in a 15-year-old patient
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Abstract

Acute-on-chronic liver failure (ACLF) is a disease in which a rapid deterioration of liver function occurs in patients
with chronic liver disease, and is usually associated with a precipitating event. We present the case of a boy
with autoimmune hepatitis/primary sclerosing cholangitis/ulcerative colitis (AIH/PSC/UC) overlap syndrome, in
whom liver function was stable for 4.5 years of treatment. At 15 years of age the patient was hospitalized due
to a deterioration of his general condition, severe abdominal pain, diarrhoea, vomiting and weight loss. There
was also a rapid deterioration of liver function and a deterioration of renal function. Despite a wide spectrum
of diagnostic examinations, no precipitating agent was found. After two episodes of massive bleeding from the
gastrointestinal tract, the patient was transferred to the intensive care unit. The patient underwent a successful
liver transplantation. ACLF can cause irreversible liver failure with a high mortality rate, which calls for liver
transplantation.



