IX.ISTANBUL ™

) pAHILIVEKUINIKLER] B B
g suuusasi ~ S e
1-3 Kasim 2019 8§ Py

Marriott Hotel Asia, ISTANBUL

Doktor ben Colyak hastasi miyim?
Doc. Dr. Mustafa Kaplan

WHAT IS GLUTEN?
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Healthy individual
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Gluten Enteropatisi (Colyak Hastaligi)

Celiac disease

* Colyak hastalig (gluten enteropatisi) genetik olarak

- = Areas of small intestine
commonly affected
by celiac disease

duyarh kisilerde baslica bugdaydaki gluten ve arpa,

Doudenum

cavdar, yulaf gibi tahillardaki gluten benzeri diger

Jejunum

tahil proteinlerine karsi kalici intolerans olarak

gelisen proksimal ince barsak hastaligidir.



Gluten Enteropatisi (Colyak Hastaligi)

 Klasik Colyak Hastalig
* Atipik Célyak Hastallél (anemi, halsizlik, abdominal siskinlik, osteoporoz, infertilite)

 Sessiz Colyak Hastaligi (asemptomatik) (normal biyopsi, pozitif seroloji, semptom yok)

* Gizli Colyak Hastaligi (potansiyel) (normal biyopsi, pozitif seroloji)
15
* Nonresponsive celiac disease (6-12 ay siki GFD’ye ragmen tekrarlayan semptomlar)

*R ef ractor Y celiac disease (6-12 ay siki GFD’ye ragmen tekrarlayan semptomlar ve ciddi histopatolojik bulgular)

* Non-celiac gluten sensitivity
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Coeliac disease w®

CrozsMark

Benjamin Lebwohl, David 5 Sanders, Peter H R Green

Coeliac disease occurs in about 1% of people in most populations. I])iagnosis rates are increasing, and this seems to  published Online

be due to a true rise in incidence rather than increased awareness and detection. Coeliac disease develops in genetically Jvly28,20%7

susceptible individuals who, in response to unknown environmental factors, develop an immune response that is ';;tlp:é dg;‘g{?f}; ig;gf
subsequently triggered by the ingestion of gluten. The disease has many clinical manifestations, ranging from severe Celinc Disemae Canta; Collaga of
malabsorption to minimally symptomatic or non-symptomatic presentations. Diagnosis requires the presence of :

Physicians and Surgeons

: : : ating 2 ag: ansglutz (B Lebwohl MD,
European guidelines allow a diagnosis without a duodenal biopsy provided that strict symptomatic and serological | ProfPHRGreenMD), and
criteria are met. Although a gluten-free diet is an effective treatment in most individuals, a substantial minority ~Pepartment of Epidemiclogy,
. . . . . Mailman S5chool of Public
develop persistent or recurrent symptoms. Difficulties adhering to a gluten-free diet have led to the development of .., (5 Lcbwoh), Columbia

non-dietary therapies, several of which are undergoing trials in human beings. University Medical Center,
New York. NY. USA: and

* = @ - = - . -

Search strategy and selection criteria

We searched PubMed for articles published from Jan 1, 1990,

toJan 31, 2017, with no language restrictions, using the terms

“celiac”, "coeliac”, and “gluten”. In our selection of articles, we

emphasised those published since 2010, but included older

publications of scientific and historical relevance. We mostly

selected cohort and case-control studies and the few

randomised trials performed in this subject area, butalso www.thelancet.com Published online July 28, 2017 http://dx.doi.org/10.1016/50140-6736(17)31796-8

selected guidelines and systematic reviews and smaller,
non-controlled clinical studies of particular relevance.



* Kuzey-bati Avrupa’nin hastalig
* Dinyada cok yaygin
e Farkl toplumlarda ortalama %

0,3-1 civarinda

* 10.000 yil 6nce, i1slah edilmis
tahil ekimi ile tarimin ilk basladigi
Orta Dogu, Mezopotamya ve

Anadolu topraklarinda
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* Ik kez Kapadokya’li Aretaeus
MO birinci yuzyilda yazdig tip
kitaplarinda CH’na benzer tablodan
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* Bilinen en eski tarim toplumu yerleskesi

olan Konya Catalhoyuk’deki kalintilarda

bu hastalik ile iliskili bulgulara

rastlanmistir.
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- e
A Greek physician
Aretaeus of
Cappadocia
describes and
names coeliac
disease as
“koiliakos"
(suffering in the
bowels)

British doctor
Samuel Gee
makes the modern
description of ;
coeliac disease
as « coeliac
affection»

A Scottish
physician

Dr. Mathew Baillie
treats
malnutrition with

Early 1900's

Various treatments

including
«banana diet»
by Haas

Dutch Pediatrician
Willem-Karel Dicke
shows the role
gluten plays

in coeliac disease as
the «wheat factor»
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e Calismalar CH sikliginin yasla birlikte arttigini desteklemektedir.

* Gerek adolesanlarda gerekse 65 yas ustu eriskinlerde yeni tani

alma orani artmistir
* Hastalik kadinlarda erkeklerden daha sik gorulur (2:1)

* Ayrica monozigot ikizlerde ve birinci derece akrabalar arasinda da

sikhgl on kat daha yliksek
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Otoimmun bir hastalik oldugu icin;
* Tip | diyabet

* Tiroidit

e Sjogren hastaligl

* Addison hastaligi

* Osteoporoz

* Primer biliyer kolanjit

* Down sendromu

 Secici immunglobulin A (IgA) eksikligi



PATOGENEZ

* Hastaligin olusmasinda genetik faktorlerin dnemli rolt olmakla birlikte
cevresel faktorler de onemlidir.

* Diyete bugday, dolayisiyla icindeki gluten girmedigi stirece hastalik
gorulmez.

e Bu tahillar icinde sadece yulafin toksik etkisi tartismalidir, ancak halen
tam guvenli kabul edilmemektedir.

* Pirinc ve misir ise toksik prolamin icermeyen, tamamen glvenli olan
ve bu hastalarin tiiketebilecegi tahillardir



Grains containing gluten
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Gluten-Free Grains

Amaranth

Sorghum

oats*
R O
Flaxseeds Corn
Lentils Pen

* Choose the pack with gluten free Label

“IT-

Tritieale

Soy beawn

CMLcRpea

Cereal grain

Endosperm (starch and proteins)

« Albumins
* Globulins

* Prolamins
= Glutelins j—l
Germ

Combine to form

Bran

(plant embryo) gluten
Prolamins Glutelins
Wheat gliadin glutenin
Barley hordein hordenin
Rye secalin secalinin
Qats avenin avenalin
Corn zein Zeanin
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Family

Subfamily

Tribe

Subtribe

Genus

PATOGENEZ
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Gluten Enteropatisi

e Hastalik ince barsak (iB) mukozasinda intraepitelyal lenfosit (IEL) artisi,

kript hiperplazisi ve villus atrofisi bulgulari ile tani alir.
 Ancak IB biyopsisi yapilmadan 6nce tanida ilk basamak;
e Antigliadin antikor (AGA)
e Anti-doku transglutaminaz antikoru (anti-dTG)

e Anti-endomisyum antikor (EMA)
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Villi  Intestinal Lymphoid Lacteal
gland nodule

Layers of the
Small Intestine Submucosal
M artery and vein
el Muscularis
| mucosae
; N Y/ ::,»f Lymphatic vessel
" \ A . ' / 7 Submucosal
Submucosa— : AR e plexus
’ : Circular layer
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externa Myenteric plexus
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[ The organization of the intestinal wall
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A) Villus atrofisi, kript hiperplazisi ve B ylizey epitelinin hasari

B) Glutenden fakir diyet sonrasi mukozanin gérinimu
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* Bu reaksiyonu en fazla gésteren doku gruplari HLA-DQ2 ve DQ8'dir.
* Gliadin molekult timuyle toksiktir

Osbourne fractionation (early 20" century)
according to solubility

with water “— s albumins
with NaCl solution “——, globulins
with 40 — 70 % Ethanol ==y prolamins  we.,
in the residue remain == glutelins j_glutenf

80 % of the proteins in wheat are gluten

Cs0% . [ 50%
‘l.GIuten o '-«Prolamin,' + ‘a\ Glutelin |




PATOGENEZ

BGlumn Enterocytes 0

Increased HLA—poz

Antibodies

(AGA, ITG antibody,

others)

Positions 4, 6 and 7 of the
\ antigen-binding groove of
P the HLA-DQ2 molecule

4,6, and 7 of the HLA-DQ2

amgen—txming groove, thereby
eliciting a stronger T cell response
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Partially digested

gluten/gliadin peptides ey H Microbes
Microbes _>. . | . = Celiac Diseases
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* Tipik olarak buyime-gelisme geriligi, kronik ishal veya civik diskilama,
kusma, karin agrisi, karin sisligi, kas zayifligi, hipotoni, istahsizlik gibi
gastrointestinal bulgular ve malabsorbsiyonla karakterli formdur.

* Diyetteki gluten miktarina ve bireyin immunolojik yanitina gére
haftalar, aylar icerisinde ortaya cikabilir.

e Ishal halen en sik gériilen bulgudur, akut veya sinsi baslayabilir.

* Diski karakteristik olarak soluk, acik renkli, civik ve kétu kokuludur.
* Tekrarlayan siddetli ishal ataklari olabilir.
e Hatta bazen cok sulu bir ishal de gorulebilir.
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. CH’nda klinik belirtiler

annal N,
FEoC ) o

Gastrointestinal:

Erken baslangic Gec baslangic

« 2 vas alo * (Cocukluktan erngkin doneme kadar her yas

» Kronik shalyagh disk e [shal veya cvik diski (dedgisken/araliki)

e |stahszlk e Bulantykusma

* Kilo alamama * Kannda rahatselk hissi'siskinlik (dispepsi)

* Kann siligi (abdominal distansiyon) * Tekrarlayan kann agnsi

» Kas erimesi, Cilt alti yag dokusunun kaybolmasi, e Kilo kaybi

* Apati (donukluk)/ huzursuziuk, *  Kabzlk

s Hipotoni

Gastrointestinal sistem disi:

Kas-iskelet sistemi belirtileri Mukoza-deri belirtileni Hematolojik belirtiler

* Kisa boy * Dermatitis herpetiformis * Anemi

* Rikets ¢ Tekrarlayan aftOz stomatit (demir/folat/B,, eksiklg)

* Osteoporoz * Vaskulit e Lokopeni

* Dis mine tabakasi bozukluklan ¢ Trombositopeni

* Artit ve artralj Vitamin E veya vitamin K eksikiigi

* Myopati

Ureme sistemi belirtileri Moro-psikiyatrik belirtiler Diger belirtiler

* Gecikmis ergenlik « Screbral kalsifikasyonla birlikte * Karaciger enzim yoksekligi ve kro-

* Adet dizensizlikleri’amenore olan epilepsi nik hepatit

+ Tekrarlayan dosOkler ve/veya Serebellar ataksi ¢ Aciklanamayan kilo kayb

infertlite Periferal noropati * Yorguniuk, zayifiik

Anksiyete, depresyon, demans, * 5ag dokdlmesi
sizofreni, dikkat eksikligi, algi ¢ |ntestinal lenfoma
bozukluklan

Bas agnsi



2. Klasik olmayan /
Gastrointestinal sistem disi bulgularla seyreden,
atipik CH

e Cogunlukla 5-7 yas usti buyuk cocuklar ve eriskinlerde gorulir.

* Boy kisaligi,

* Pubertede gecikme,

* Dis mine tabakasi bozukluklari,

* Aftoz stomatit,

* Tedaviye cevap vermeyen veya nedeni kesin belli olmayan demir eksikligi anemisi,
e Osteoporoz veya osteopenik kemik hastaliklari,

* Kronik artrit,

* Kardiyomyopati gibi kalp kasi bozukluklari,

» Karaciger fonksiyonlarinda bozukluk,

* Norolojik bozukluklar gibi bulgular yaninda,

e Tekrarlayan karin agrisi,

e Bulanti-kusma, siskinlik gibi irritabl barsak hastaligini disindiren dispeptik yakinmalar,
* Gastroozefageal refli

* Kabizlik gibi atipik intestinal yakinmalar ile saptanir



i \& 2. Klasik olmayan /

gq_@ﬁ@ggg 2 Gastrointestinal sistem disi bulgularla seyreden,
atipik CH

* Dermatitis herpetiformis

* Linear IgA dermatozu

e Urtiker

* Herediter anjiondrotik 6dem
e Kutandz vaskulit

* Psoriazis

* Eritema nodozum

* Viitiligo
* Alopesi areata gibi yani sira yetersizlikle ilgili mukokutandz bulgular

e (demir, cinko, vitamin B12 ve folik asit eksikliklerine bagl)



3. Sessiz (silent) CH

e Saglam gorunen bir cocuk veya eriskinde tesadifen, ornegin 1. derece
yakininda CH olmasi nedeni ile tarama yapilirken tipik ¢colyak
enteropatisinin saptanmasidir.

e Bu vakalar ayni zamanda asemptomatiktirler.

* Bu nedenle risk grubu denilen, 1. derece akrabalarinda CH saptanmis
va da CH ile birlikte gérulebilen diger hastaliklari olan bireyler belli
araliklarla arastirilmalidirlar.

* Bu grupta CH %4-5 siklikta bildirilmektedir



3. Sessiz (silent) CH

* Son yillarda sessiz ¢olyaklilarin da cogunda hafif, gdzden kacabilen
hastalik bulgularinin oldugu ve bazi psikiyatrik degisikliklerin oldugu

gosterilmistir.

e Tamamen asemptomatik demek dogru olmayacaktir.

e Semptomatik 1 olguya karsilik 7 asemptomatik ya da sessiz olgu

oldugu ongorulmektedir




4. Potansiyel CH

* EMA ve/veya Anti-dTG pozitif oldugu halde, ince bagirsak biyopsiler
normal veya minimal degisiklik gosteren (IEL artisi = IELosis gibi)
olgulardir.

* Bu olgularin genotipleri de DQ-2 veya DQ-8 gibi ¢olyak ile uyumlu
doku gruplarindandir.

* Onceleri hicbir bulgulari olmamasina karsin sonraki yillarda tipik
gluten enteropatisi olma riski tasirlar.

* Bu nedenle izlenmeleri gerekir




Kimlere test yapiimalidir?

* Henliz asemptomatik - ya da atipik belirtileri olan- ¢colyak hastalarini saptamak icin tarama
yapmanin kanita dayali 6lcutleri belirlenmemistir.

 Ancak asagidaki durumlarda CH saptamak amaciyla serolojik tarama testleri mutlaka
uygulanmalidir:

* [stahsizlik

* Kronik, inatci ishal

e Kronik kabizlik

* Tekrarlayan karin agrisi veya kusma

* Dis mine hipoplazisi (kalici dislerde)

* |dyopatik kisa boy

* Tedaviye yanit vermeyen demir eksikligi anemisi
* Osteoporoz



Kimlere test yapiimalidir?

* Ayrica yuksek riskli gruplarda da CH taramasi belli araliklarla yapilmalidir.

Bu gruplar:

e CH tanisi konmus hastalarin birinci derece akrabalari
e Otoimmun tiroidit

e Tip 1 diyabet

e Down sendromu

e Turner sendromu

e Williams sendromu

e Secici immunglobulin A (1gA) eksikligi



* CH tanisi kesin olmalidir!

e Clinku bir omir boyu devam edecek bir

hastaliktir ve tedavisi de yasam boyudur.

SYMPTOMS
GELIAC DISEASE

PEOPLE WITH PEOPLE WITH
IRRITABLE BOWEL SYNDROME EUROPEAN ANCESTORS

PEOPLE WITH
AUTOIMMUNE DISORDERS

CEASING THE INTAKE OF GLUTEN IS THE
ONLY TREATMENT FOR CELIAC DISEASE



|gA-TTG testing is the

recommended fIrst-line

approach.
Total IgA concentration should be
measured in conjunction with serology.
For patients with IgA deficiency, IgG-TTG,
IgG-EMA, and IgG-deamidated gliadin

peptide can be tested instead.

Coeliac testing recommended

Persistent unexplained abdominal or gastrointestinal
symptoms

Faltering growth

Prolonged fatigue

Unexpected weight loss

Severe or persistent mouth ulcers

Unexplained iron, vitamin B12, or folate deficiency
Type 1diabetes

Autoimmune thyroid disease

Irritable bowel syndrome

First degree relatives of people with coeliac disease

Coeliac testing should be considered

Metabolic bone disorders (reduced bone mineral density
or osteomalacia)

Unexplained neurological symptoms (particularly
peripheral neuropathy or ataxia)

Unexplained subfertility or recurrent miscarriage
Persistently increased concentrations of liver enzymes
with unknown cause

Dental enamel defects

Down’s syndrome

Turner syndrome

www.thelancet.com Published online July 28, 2017 http://dx.doi.org/10.1016/50140-6736(17)31796-8



AYIRICI TANI

CELIAC DISEASE

Genetic autoimmune disease where wheat triggers
antibodies to attack the small intestine.

Diagnosed with a blood test or biopsy during a
scope to detect antibodies produced in autoimmune
response.

Prevalence: 1% of the U.S. population.

NON-CELIAC GLUTEN SENSITIVITY

Cause not fully understood.

Not an autoimmune disorder or an allergy.

Diagnosed by ruling out celiac disease and wheat
allergies with a blood test.

Prevalence: 6% of the U.S. population.

PREVALENCE OF BOTH IS INCREASING, PARTIALLY BECAUSE SCREENING FREQUENCY IS INCREASING.

38% of the population carries genes for celiac
disease, but only a small percentage develops it.

Current research suggests those with the gene may
develop celiac disease after overexposure to viruses.

Gl symptoms include bloating, difficulty with
bowel movements, diarrhea and abdominal pain.

Can also come with many symptoms outside
of the Gl tract, including:

= Anemia

- Fatigue

= Headaches

= Cavities

= Joint pain

* Low vitamin D and vitamin B12

= Psychiatric disorders

One crumb of gluten (20 parts gluten per million)
will produce symptoms.

Symptoms can last hours or days.

Autoimmune markers will remain elevated in
blood for weeks.

Treatment: Complete and lifelong avoidance
of gluten.

No genetic component identified.

Symptoms limited to the Gl tract and include
bloating, difficulty with bowel movements,
diarrhea and abdominal pain.

Wide range of gluten tolerance, depending on the
individual, and on the frequency and amount of
gluten consumed.

Symptom intensity and duration varies.

Treatment: Reducing gluten or carbohydrates in
diet has been shown to help symptoms.

A



e “CH Interlaken tani kriterleri” icinde yer alan “gluten challenge”
(GC)'in yeri artik cok sinirhdir.

* Bu test bir gluten ylkleme ve uyari testi olup, taniyi kesinlestiren bir
Olcutta.

* CH tanisi konmus hastada glutensiz diyet sonrasi iyi yanit alindiktan
sonra tekrar normal diyete gecilip yeniden barsak mukozasindaki

histolojik bozulmanin gosterilmesi kosuluna dayaniyordu.



TANI

low-dose gluten-challenge

Day 14 Day 28

Villous atrophy 68-4%

Increased tissue transglutaminase Igh, 50-0% £9-5%
deamidated ghadin peptide IgA, or

deamidated ghadin peptide IgG

Data are from 19 patients who are undergoing gluten challenge. Adapted from
Leffler and colleagues.*™

Table: Development of abnormalities during gluten challenge




[ Baseline | »[ Proc;t:i:l;le]
serology' J Positive

disease?
Negative
HLA DQ2 & | Negative Not celiac
DQ8 typing | disease?
Positive ‘ g "
atient unable :
3 g gluten daily | to continue34 Negative
for 2 weeks

Duodenal
biopsy

Patient able
histology | Positive

to continue#

3g gluten daily for up
to 6 additional weeks*

:

[Repeat serology at | Positive
end of challenge*
Potential
Negative ‘ celiac
disease?

weeks after end of

challenge®

Repeat serology 2 to 6
Positive




CH tanisinda kullanilan serolojik testlerin

o \UJ o

guvenilirligi

Serum IgA
¥ ] Y
Positive Negative
tTG, EMA, deamidated tTG, EMA, deamidated
gliadin IgA gliadin IgG
v | . g [ Y
Duyaribk  Gzqlinkdk All Negative Any result positive All Negative
arhih gunlu
(Sensitivite) (Spesifite) N ¢ ¢
(%) (%) HLA DQ2 or DQ8 > Proceed to biopsy [« HLA DQ2 or DQ8
| 1 [
Doku transglutaminaz (lgA, insan) 90-100 95-100 v v Y ¥ ¥ v
Antendomisyal antikor (1gA) 93100 98-100 Negative Positive Negative Positive Positive Negative
Antigliadin antikor lgA 52-100 72-100 \ . v v v
Antigliadin antikor 1gG 831100 4708 Not CD Possible CD HLA DQ2 or DQ8 cD Possible CD Not CD
L1 ' ¥ S
Negative Positive
Y \
Not CD Possible CD

Y
Follow up for future development of CD




Bu konuda da yeni uzlasi kararlari vardir:

e 1. Amerikan Gastroenteroloji Dernegi “suphelenilen”

butun olgularda biyopsi yapilmasini onermektedir.

e 2. A.B.D Ulusal Saglik Enstitlist (National Institue of

Health = NIH) “pozitif seroloji varsa” veya “serolojik

sonuclar acik olarak tanisal degilse, ama klinik stiphe

varsa”
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* Sonuc olarak anti dTG ve/veya anti endomisyum

antikorlari pozitif bulunan batun olgulardan CH tanisini

kesinlestirmek icin IB biyopsisi alinmalidir.

* Biyopsi glutenli diyet alirken yapilmali ve yamali tutulum

olabilecegi de g6z oninde bulundurularak bulbus, distal

duodenumu da kapsayacak sekilde coklu érnek alinmahdir
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Subklinik veya asemptomatik CH’nda taniyi koymak neden bu kadar

i | A
j . m
)

onemlidir diye bir soru akla gelebilir?

Buna yanit olarak potansiyel 6nemi olan dort neden siralanabilir:

* 1. Henlz tam olarak ortaya cikmamis, ancak bazi bozukluklarin nedeni
olabilecek besinsel eksikliklerin ortaya konmasi

2. Etkilenmis annelerin distuk dogum agirlikli bebek dogurmasi
* 3. Malignensi riski
* 4. Otoimmun hastalik gelisme riski



Nonresponsive Celiac Disease (NRCD)

* Tipik CH’nin klinik, serolojik ve patolojik bulgularini tasimasina ragmen 6-12
aylik glutenden fakir diyete ragmen semptomlarda diizelme olmamaktadir.

e Primer NRCD %10 (CEVAPSIZ)

 Sekonder NRCD (TEDAVININ BASINDA KISMEN CEVAP SONRA CEVAPSIZ)
* |IBS (22%)

* SIBO (6%)

* Gida allerjileri ve intoleransi(1%)

* Pankreatik yetmezlikler

* Colyak benzeri entropatiler (Otoimmiun enteropatiler gibi...)

www.thelancet.com Published online July 28, 2017 http://dx.doi.org/10.1016/50140-6736(17)31796-8



m (Refractory Celiac Disease)
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Tedaviye cevapsizlikta asagidaki nedenler dustndlmelidir

1. Glutensiz diyete uyumsuzluk
2. Ince barsak villus atrofisi ile giden diger hastaliklar

3. Eslik eden diger hastaliklar (Primer veya sekonder laktaz eksikligi, irritabl
barsak sendromu, ince barsak bakteriyel asiri gelisim, pankreas yetersizligi,

mikroskopik kolit)
4. Refrakter colyak hastaligi (Tip1, Tip 2)

5. Ulseratif jejunit veya intestinal lenfoma



T ﬁ N I Persistent or recurrent symptoms
8
; :
a Tissue transglutaminase Duocdenal biopsy
concentration test
MNegative Positive Villous atrophy Mo villous atrophy
Dietitian
L,
E ¢ r
ol
E ¥
g Consider Consider referral to
= » Lactose intolerance specialist centre for
» Fructose intolerance assessment of refractory
= Bacterial overgrowth coeliac disease and
» Pancreatic insufhciency exclusion of type 2 with
+ |rritable bowel syndrome flow cytomaetry,
= FODMAP sensitivity immunohistochemistry
and PCR for clonality of
T cells




Seronegatif Colyak Hastaligi

* Seronegatif duodenal villus atrofisi
e Colyak populasyonunun 2% and 15%

* IgA eksikligi

* Yaygin immun yetmezlik sendromlari

e Immiinosupresan ilac kullanimi

e Colyak Hastaliginin erken dénem bulgusu

Collin P, Kaukinen K, Vogelsang H, et al. Antiendomysial and antihuman recombinant tissue transglutaminase antibodies in the diagnosis of coeliac disease: a biopsy-proven European multicentre study. Eur J Gastroenterol Hepatol 2005; 17: 85-91.
Salmi TT, Collin P, Korponay-Szabd IR, et al. Endomysial antibody-negative coeliac disease: clinical characteristics and intestinal autoantibody deposits. Gut 2006; 55: 1746-53.

Volta U, Caio G, Boschetti E, et al. Seronegative celiac disease: shedding light on an obscure clinical entity. Dig Liver Dis 2016; 48: 1018-22.

Rostami K, Kerckhaert J, Tiemessen R, et al. Sensitivity of antiendomysium and antigliadin antibodies in untreated celiac disease: disappointing in clinical practice. Am J Gastroenterol 1999; 94: 888—94.



Seronegatif Colyak Hastaligi

e >49 yas (dahaileri yaslarda)

 Ciddi villus atrofisi

* Otoimmun hastaliklar ile birliktelik

e Colyak Hastaliginin kronik ve daha ciddi formu

Volta U, Caio G, Boschetti E, et al. Seronegative celiac disease: shedding light on an obscure clinical entity. Dig Liver Dis 2016; 48: 1018-22.
Rostami K, Kerckhaert J, Tiemessen R, et al. Sensitivity of antiendomysium and antigliadin antibodies in untreated celiac disease: disappointing in clinical practice. Am J Gastroenterol 1999; 94: 888-94.



Seronegatif Colyak Hastaligi

* Seronegatif villus atrofisinin diger nedenleri;
* Bazi spesifik ila¢ kullanimlari
(mycophenolate mofetil ve olmesartan medoxomil)
* Yaygin immun yetmezlik sendromlari
* Crohn Hastalig
* Tropical sprue
* Giardiasis

* Otoimmun enteropati

DeGaetani M, Tennyson CA, Lebwohl B, et al. Villous atrophy and negative celiac serology: a diagnostic and therapeutic dilemma. Am J Gastroenterol 2013; 108: 647-53.



CH tani ve izleminde kullanilan hematolojik,
bivokimyasal ve radyolojik incelemeler

Tam kan sayimi « Parathormon duzeyi

« Serum demir diizeyi, demir baglama kapasitesi, ferritin * D vitamini duzeyi

» Serum cinko diizeyi, cinko baglama kapasitesi * El-bilek grafisi

« Serum Buve folat diizeyleri « Kemik mineral dansitometresi

- PT PTT « Imminglobulin diizeyleri (IgA, G, M)

« Tiroid fonksiyon testleri ve tiroid antikorlari
(hTG, Anti-Tg, Anti-TPO)

» Diger otoantikorlar (ANA, Anti ds-DNA, AMA,

« Kalsiyum, fosfor, magnezyum

» Alkalen fosfataz

« Karaciger enzimleri ASMA, LKM-1)
» Total protein, albumin « EEG
» Elektrolitler « Kafa grafileri

» Diski incelemeleri
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Marsh siniflamasinin yeni versiyonu ile
histopatolojik siniflama

* Tip 1: Normal villus yapisi ile birlikte _
(1) Marsh system (2) Marsh-Oberhuber system (3) New grading system

artmis IEL (iELozis) Trpe | Hyped

el Type 2 —_— Grade A

* Tip 2: iELozis ve kript hiperplazisine eslik

eden kisalmis villus yapisi

* Tip 3: iELozis ve kript hiperplazisi ile hafif

A/belirgin B/tamamen C/dizlesmis BpeX gg:;; —>  GradeBt

mukoza

* Tip 4: Atrofik mukoza (Kript hipoplazisi

Type 3C — Grade B2

ve hafif inflamasyonla olan diiz mukoza.)



total villoz atrofi (diz mukoza)
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AYIRICI TANI

IELozis Villoz kisalma / diizlesme

- HP ile birlikte olan gastroduodenitis « - Mikrovillus inkliizyon hastaligi
- Besin alerjisi (Gluten ile olmayan)

- Otoimmun enteropati
- Infeksiyonlar (Giardia, cryptosporidium, CMV, vb)

- Tropikal sprue
- Otoimmun enteropati

- Refrakter sprue
- Crohn hastaligi

- Kollajenoz sprue
- Bakteriyel asiri cogalma

- Radyokemoterapi
- Basta NSAIl olmak lizere ilaglar

- Graft-versus-host hastaligi
- IgA eksikligi

- Nutrisyonel eksiklikler

- Slk degigkenli immun yetmezlik - EiTHL

- Ince barsak allograft rejeksiyonu



KOMPLIKASYONLAR

e Uzun sire tani almadan devam eden CH’nin en 6nemli komplikasyonlari
ilerleyen yasla birlikte;

* Diger otoimmun hastaliklarin eslik etmesi

* Osteoporoz

* Ulseratif jejunoileitis

* T hicreli intestinal lenfoma gibi malignansilerin ortaya cikmasidir.



KOMPLIKASYONLAR

* Anemi * Bobrek hastaliklari

* Rikets * Adrenal yetmezlik

* Osteopeni/osteoporoz » Ureme sistemi bozukluklari
* Karaciger bozukluklari e Kisirhk

* Epilepsi ve oksipital kalsifikasyon « Psikolojik bozukluklar

* Ataksi  Malignite (IB lenfomasi)

* NOropati

e Sindirim kanali kanserleri
e Otoimmun myokardit

* Kardiyomyopati



KOMPLIKASYONLAR

* Colyak krizi ise ginumuzde nadiren rastlanan

 Siddetli sulu ishal

Elektrolit bozuklugu

Dehidratasyon

Agir abdominal distansiyon (karin sisligi ve gerginligi)

Hipotansiyon

Letarji tablosu ile hipoproteinemi

Hipoprotrombineminin eslik ettigi agir bir klinik tablo



TEDAVI

e Tedavi, dmur boyu surecek glutensiz diyettir.

* Henlz alternatif tedavi yoktur.

» Sadece en az toksik prolamin iceren yulafin kararli giden hastalarda diyete

sokulmasi konusunda calismalar olmakla birlikte hentz kesin bir fikir birligi yoktur.

* Yine daha az immunojenik olan Etiyopya tahili “tef ”, “sorghum” (stpurge darisi),
“millet” (akdari), “Buck wheat” (kara bugday) gibi bolgesel tahillarin Gretilmesi ve

diyete sokulmasi



TEDAVI

* Baslica demir, B12 vitamini, folik asit, cinko, kalsiyum ve D vitamini

destegi ile diger vitamin, eser element destekleri gerekebilir.
e -ilk haftalarda- sut, stt Grtnleri, meyve ve meyve sularindan kacinilir.

* |leri ddnem komplikasyon gelismesi halinde steroid ve azatiopurin,

siklosporin gibi immun supressif ilaclarla tedavi yapilabilir.

* Yanit alinamazsa total parenteral beslenme de uygulanir.



* Enteric-coated (EC) budesonide, Entocort, 9 mg (3 mg - 3x1)

e (a drug of first choice for treatment of refractory celiac disease)
* Mesalamine

* Sistemik Kortikosteroid
* Azathioprine veya 6-mercaptopurine .
* Oral siklosporin

* Infliximab (a chimeric antibody to TNF-a)

www thelancet.com Published online July 28, 2017 http://dx.doi.org/10.1016/50140-6736(17)31796-8



* Ik yil 3-6 ayda bir takip

* Yilda bir kez BMD 6lcimu
e Gerekli goralurse iki yilda bir kontrol endoskopi ile biyopsi

* Phneumococcal vaccination

Zingone F, Abdul Sultan A, Crooks CJ, Tata LJ, Ciacci C, West J. The risk of community-acquired pneumonia among 9803 patients with coeliac disease compared to the general population: a cohort study. Aliment Pharmacol Ther
2016; 44. 57-67.

www.thelancet.com Published online July 28, 2017 http://dx.doi.org/10.1016/50140-6736(17)31796-8



* GIS maligniteleri

* Non-Hodgkin lenfoma (NHL)

* Small intestinal lenfomalar

* EATL (enteropathy-associated T-cell lymphoma)
* Orofarinks, Ozofagus ve ileal karsinomlar

* Primer Karaciger Maligniteleri

www thelancet.com Published online July 28, 2017 http://dx.doi.org/10.1016/50140-6736(17)31796-8



Diyet olmayan tedaviler

* Bagirsak limeninde toksik olan peptidlerin inaktivasyonu
* Gliadin’in bagirsak mukozasina gecisinin engellenmesi

* Immuin toleransin aktivasyonunun saglanmasi

* Lamina propria da immun aktivasyonun engellenmesi

* Gluten-specific CD4-pozitif T hlicrelerine karsi asi calismalari (Faz |)

Goel G, King T, Daveson AJ, et al. Epitope-specific immunotherapy targeting CD4-positive T cells in coeliac disease: two randomised, double-blind, placebo-controlled phase 1 studies. Lancet Gastroenterol Hepatol 2017; published
online May 11. DOI:10.1016/S2468-1253(17)30110-3.



Diyet olmayan tedaviler

e |ki adet Faz Il calismasi olan ilac mevcut:

 Larazotide acetate (Gliadin’in mukozaya gecisinin engellenmesi)

e Latiglutenase (Gliadin’in mukozaya hasar vermeden parcalanmasi)

Leffler DA, Kelly CP, Green PH, et al. Larazotide acetate for persistent symptoms of celiac disease despite a gluten-free diet: a randomized controlled trial. Gastroenterology 2015; 148: 1311-19.
Murray JA, Kelly CP, Green PH, et al, for the CeliAction Study Group of Investigators. No difference between latiglutenase and placebo in reducing villous atrophy or improving symptoms in patients with symptomatic celiac disease. Gastroenterology
2017;152: 787-98.



ONERILER / YENI UFUKLAR

* Disuk pH’da aktivite gosterebilecek maya kaynakli prolil endoproteazin (PEP)

duodenumda T hucre aktivasyonunu onledigi

* Tedavide dTG’ni baskilayarak glutenin immunstimulan etkisini azaltmak da

dustnitlmus, ancak dTG'nin doku hasari onariminda ve baska sistemlerde de

etkin olmasi nedeniyle bu tedavi sekli kabul gormemistir



Am J Gastroenterol. 2018 Aug;113(5):1256. doi: 10.1038/541395-013-0094-3. Epub 2018 Jun &.

Celiac Disease and Fecal Microbiota Transplantation: A New Beginning?
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and Fecal
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Transplantation:
A New Beginning?
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To the Edifor: [ commend Lebwahl et
al. [1] on the wonderful study looking at
the risk of Clostridivon difficile (T diff)
infection in patients with Celiac Disease
(CeD). As described, patients with Cely
are al increased risks for infection and this
seems o be multifsctorial. One explana-
tion posited for the higher risk of C dijffin
CelD patients is due to altered gut microbi-
ota. To prove this point, the authors cited a
audy, which showed that patients without
Celd who strictly upheld a gluten-free dies
were found to have a reduction in Bifids-
bacterium and Lactobacillis populations,
which may be protective against C. diff
[2]. Researchers have recently debved
inte the importance of the symbiosis
with gut microbiota and human disease.
In 2008, the Human Microbiome Project
was intraoduced by the National Instituies
of Health. The project allows researchers
to explore how microbiota interacts with
humans in much greater detail than ever
before. A large applicability of this data

is the introduction of fecal microbioia
rransplantation (FMT) as trestment for
patients with C. Jiff. FMT & a great tool
1o treat O diff and has even been com-
pacted into a pill form making adminis-
tration much easier. Burgeoning research
is aleo pointing t¢ an alteration in gut
microbiome as a risk Getor in develop-
ing CeD. My question to the authors i,
de you believe FMT is a viable option
for patients with CeD) in first preventing
high-risk patients {ie., patients with Celd
who are taking antibiotics) from acquiring
. diff infection and second can FMT be
attempted as a treatment for CelD? Since,
CeD i developed by patients having a
genetic predisposition and being exposed
o an environmental insult, is it possible to
change the gut microbiome thereby taking
away the environmental insuli and revert-
ing Cel patients back 1o merely having a
genetic predisposition? van Beurden et al.
|3] reported a case where a patient with
refractory Celd type 11 developed C. diff
infection refraciory to medical treatment
and required FMT. A2 6 month follow up,
the patient was mated to have complete
recovery of the villous atrophy. Another
interesting case reported from Rebelbo et
al. [4] noted that two patients with alope-
cia areata (also an autoimmune disease)
experiencing hair regrowth after under-
going FMT for recurrent O diff. These
results are promising and warrant further
investigation. Although, we do not know
long-term effects of FMT, it seems 1o be
relatively safe. One systematic review
found an adverse event rate of 9%, most
frequently abdominal discomfort  [5].

However, 9.2% of serious adverse events

oecurred, including death, infection, and
refapse of inflammatory bowel disease.
Monetheless, such adverse events may not
have been causally related the FMT treat-
et itseld but possibly the disease process
[5]. In conclusion, the patential for FMT
use in treating diseases other than O difis
exciting. Researchers have only begun 1o
scratch the surface of the complexities of
the microbiome and its interactions with
human  disease. Alleration of microbi-
omes will likely be utilized for disease pre-
venlion amd treatment in the near futwre.
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Risk of Clostridium difficile Infection in Patients With
Celiac Disease: A Population-Based Study

Benjamin Lebwohl, MD, M5%2 Yael R. Mobel, MD®, Peter H.R. Green, MD?®, Martin J. Blaser, MCF and Jonas F. Ludvigsson, MD, PhD4=

OBJECTIVES:

METHODS:

RESULTS:

COMCLUSIONS:

Patients with celiac disease are at increased risk for infections such as tuberculosis, influenza, and
pneumococcal pneumonia. However, little is known about the incidence of Clostridium difficile
infection (CDI) in patients with celiac disease.

We identified patients with celiac disease based on intestinal biopsies submitted to all pathology
departments in Sweden over a 39-year period (from July 1969 through February 2008). We
compared risk of CDI (based on stratified Cox proportional hazards models) among patients with
celiac disease vs. without celiac disease (controls) matched by age, sex, and calendar period.

We identified 28,339 patients with celiac disease and 141,588 controls; neither group had a history
of CDI. The incidence of CDI was 56/100,000 person-years among patients with celiac disease

and 26/100,000 person-years among controls, yielding an overall hazard ratio (HR) of 2.01 (95%
confidence interval (Cl), 1.64-2.47; P<0.0001). The risk of CDI was highest in the first 12 months
after diagnosis of celiac disease (HR, 5.20; 95% Cl, 2.81-9.62; P<0.0001), but remained high,
compared to that of controls, 1-5 years after diagnosis (HR, 1.85; 95% Cl, 1.22-2.81; P=0.004).
Among 493 patients with CDI, antibiotic data were available for 251; there were no significant
differences in prior exposures to antibiotics between patients with celiac disease and controls.

In a large population-based cohort study, patients with celiac disease had significantly higher
incidence of CDI than controls. This finding is consistent with prior findings of higher rates of other
infections in patients with celiac disease, and suggests the possibility of altered gut immunity and/or
microbial composition in patients with celiac disease.

Study Highlights

WHAT IS CURRENT KNOWLEDGE

1.", Patients with celiac disease are at increased risk of infec-
tions including influenza, pneumonia, and tuberculosis.
Infection with C. difficile is increasingly common, and
patients with inflammatory bowel disease have increased
susceptibility to this infection, but the risk in celiac
disease has not been quantified.

WHAT IS NEW HERE

1."( In this population-based study, patients with celiac disease
had an increased risk of developing C. difficile infection.

'i/ Among patients who developed C. difficile, exposure to
antibiotics did not differ between CeD patients and controls.
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Effects of a gluten-free diet on gut microbiota and immune function in healthy
adult human subjects

Giada De Palma, Inmaculada Nadal, Maria Carmen Collado and Yolanda Sanz*

Microbial Ecoplivsiology and Nurrition Group, Institute of Agrochemistry and Food Technology (IATA), Spanish Narional
Research Council (CSIC), PO Box 73, 46100 Burjassot, Valencia, Spain

{Recetved 13 Auwgesr 2008 — Revised 3 April 2000 — Accepred 6 April 2009 — Firs published online 18 May 2009)

Diet influences the composition of the gut microbiota and host's health, particularly in patients suffering from food-related diseases. Coeliac
disease (CD) is a permanent intolerance to cereal gluten proteins and the only therapy for the patients is to adhere to a life-long gluten-free
diet (GFD). In the present preliminary study, the effects of a GFD on the composition and immune function of the gut microbiota were
analysed in ten healthy subjects (mean age 30-3 years) over 1 month. Faecal microbiota was analysed by fluorescence in sitw hybridisation
(FISH) and guantitative PCR (gPCR). The ability of faecal bacteria to stimulate cytokine production by peripheral blood mononuclear
cells (PBMC) was determined by ELISA. No significant differences in dietary intake were found before and after the GFD except for
reductions. (P=0001) in polysscchandes. Bifidobacterium, Clostridium lituseburense and Farcalibacteriom prausniizii proportions decreased
(P=0:007, P=0-031 and F=0009, respectively) as a result of the GFD analysed by FISH. Bifidobacterinm, Lactobacillus and Bifidobacterium
lomgum counts decreased (P=0-020, P=0001 and P=0017, respectively), while Emrerobacteriaceas and Escherichia coli counts increased
(P=0005 and P=0003) after the GFD assessed by gPCR. TNF-a, interferon-y, IL-10 and IL-8 production by PBMC stimulated with
faecal samples was also reduced (P=04021, P=0037, P=0002 and P=0007, respectively) after the diet. Therefore, the GFD led
o reductions in beneficial gut bacteria populations and the ability of faecal samples to stimulate the host's immunity. Thus, the GFD
may constitute an environmental variable to be considered in treated CD patients for its possible effects on gut health.

Intestinal microbiota: Gluten-free diet: Coeliae disease: Immunity
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Fig. 1. Cytokine production (TNF-a (a), interferon-y (b), IL-8 (c), IL-10 (d)) by penpheral blcod mononuclear cells (PBMC) stimulated with faecal samples from
healthy volunteers before and after the gluten-free diet (GFD) and controls (non-stimulated PBMC). Results are expressed as means of duplicate measures

i in four i i with standard deviations represented by vertical bars. istit i by
applying Student's t test at P<0-050. RPMI, Roswell Park Memonal Institute medium. Mean value was significantly different from that before the GFD:

*P<0-037, ** P<0-021, *** P<0-007, **** P<0-002.
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Serendipity in Refractory Celiac Disease: Full
Recovery of Duodenal Villi and Clinical Symptoms
after Fecal Microbiota Transfer

CASE REPORT Available from: http://www.jgld.ro/wp/archive/y2016/n3/a20

DOI: http://dx.doiorg/10.15403/jgld 2014.1121.253 cel

August - October 2014: admission 2

Clinical course:
1. BMI 155 kg'm®

Serendipity in Refractory Celiac Disease: Full Recovery of 2. Aberam cls 7%

3. Stool culture negative
Duodenal Villi and Clinical Symptoms after Fecal Microbiota sl come IR i spin || G| [Seerns
Treatment; Start prophylaxis with Treatment: 1. Marsh 0
Tra,nSfer 1. Budesonide cotrimoxazole + valaciclovir 1. 2% course cladribine 2. Aberrant cells 71%

Yvette H. van Beurden'?, Tom van Gils', Nienke A. van Gils*, Zain Kassam**, Chris ].J. Mulder’, Nieves Aparicio-Pagés®

1) Dept. of Gastroenterology & ABSTRACT June 2014: admission 1 November — December 2014: admission 3 March 2015: admission 5
Henatol d Clinical _course: Clinical course: Chnical eouese:

Epabriogy. an 1. Marsh [IIA 1. Marsh II[B 1. 3 episode CDI
2) Dept. of Medical Treatment of refractory celiac disease type II (RCD II) and preventing the development of an enteropathy 1. Criprasporidium infection 2. Ongoing malmtrition TER
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probiotics, as  compared with placehbo  [(—13.9040% 14.8% ve

Goak: The goals of the sudy were 1o evalnate the efficacy and safety of a
probiotc mixieme o patients with celiac disease (CD) with irritable bowel
syndrome (IBSHype symiptoms despite a siict gluten-free diet (GFDL

Backgroumd: About 30%. of patients with CD adherent 1o a GFD
suffer from IBS-type symploms; a posible cawse resides in the

imbalances of the intestinal microbiota in CD. Probiotics may
represent a potential treatment.

Stdy: CD patients with IBS-type symptoms entered a prospective,
double-blind, randomized placebo-controlled study. A G-week
treatment period was preceded by a 2-week run-in and followed by a
b-wieek follow-up phase. Clinical data wese monitored throughout
the study by vabdated questionmaires: [BS Severity Scoring System
(IB5-858); Gastrointestinal Symptom Rating Scale (GSRS); Bristol
Stool Form Scale (BSFS) and IBS Quality of Life Questionnaine
(IBS-(pOL). The fecal microbiota were assayed using plate counts

B2 eI P<000]) and (—19.8% % 166% vi 1299031 6%
P 0000)]. respectively. Treatment swooess was significantly higher in
patients receiving probiotics, as compared with placebo (15.3% va
38% Po0M). Presumptive lactic acsd bacteria, Suphplvcocons and
Bifidobeacrerium, increased in patients receiving probiodic treatment
Mo adverse events wene reported.

Conclushons: A 6-week probiotic treatment is effective in improving
the severity of IBS-type symptoms, in CD patients on strict GFD,
and is associated with a modification of gut microbiota, charac-
terized by an increase of bifidobacteria.
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FIGURE 1. Study design. BSFS indicates Bristol Stool Form Scale; GSRS, Gastrointestinal Symptom Rating Scale; IBS-SSS, Irritable Bowel
Syndrome Severity Scoring System; QOL, Quality of Life; R, randomization.



Gluten Enteropatisi

e Cocukluk caginin en yaygin malabsorbsiyon nedeni olan bu hastalik,

cocuklari ve eriskinleri yasam boyu etkilemekte ve her yasta ortaya

cikabilmektedir.

* Cogu hastada atipik ya da sessiz bir klinik seyir sz konusudur
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