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Kowokakn: Muwa vOOO¢ HE 10101 TEPOTNTEC

Celiac Disease: An Immunological Jigsaw
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Shiner introduces

the duodenal biopsy
tube


http://www.nlm.nih.gov/hmd/breath/breath_exhibit/breaththumbs.html

IIpwv ( 1990) Twpa ( 2012)
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ESPGHAN guidelines on celiac disease
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Emonuioioyia

1980

A(PA
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Zounpia
Hvopévo Booikeo

HIA
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ZYANOTHTA KAINIKHZ AIATNCZHE

!

1:10.000
1:1.000
1:2.300
1:1.000
1:4.500
1:675

!

!

1:330
1:300
1:10.000
1:3.345

O

TABLE44.1-4  PREVALENCE OF CELIAC DISEASE IN
CHILDREN IN VARIOUS COUNTRIES

GEOGRAPHIC AREAS  PREVALENCE STUDY

North Africa, 118 Catassi et al'
Saharawi peaple

Hungary 1:83 Korponay-Szabo et al'™

Italy 1:03 Meloni et al''®

Finland 1:09 Mald et al'™

Sweden 1:100 Carlsson et al'™

United States 1:104 Hoffenbery et al'®

Netherlands 1:198 Csizmadia et al'™®

Germany 1:500 Henler et al'™

EAMada ?




Emonuoioyia- EAMada

O

1136 children accepted to participate
1080 children of Greek origin were included

ol iy ™9

Thessaloniki Herakleion Agrinio
N = 598 N = 308 N =174
6 IgA deficient (1

tTG and 1gG EMA

|

7 children tTG positive by rapid test
9 children IgA deficient (1 positive for CD on further serological testing ==spositive small bowel biopsy)
TOTAL = 7 children with biopsy proven CD

!

8 children had small bowel biopsy proven CD
1 child with positive rapid tTG refused further testing

I Acta Pediatrica. February 2013.Screening for CD in Greek preschool children. I
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ITeprBailovTiKOl TAPAYOVTEC

O

The Karelia Project The Swedish epidemic

DORDERS OF THE
KARELIANM REP OF RuSsAaN
FEODERATION

Copyrign O Anarew Andeccen 20058




' To Typical
«tayoovvo» jcdees

ms

Atypical coeliac

KOWIOKAKNG disease

Individuals who could
potentially develop
coeliac disease

Healthy individuals

Leeds, J. S. et al. Br Med Bull 2008, 88:157-170
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Atunn kAwvikn ewova —EEmevtepikeg ekdniwoet

StouaTtitidoa
Alatapayeg
adauavTivng

Hmratitida-
YoAayyeutida

YTe1poTnTa-
AmofoAeg

KataOiwyn
STAoUOo1
NevpomaBela

Kapditida

Nooog ootTwV
ApBpitida




KAtvikn tapovoiaoTt) Tn¢ KOWNIOKAKNG

o 100 B 1950 - 69
B 1970- 89

B 1990-99

80 B 2000 -01

% aoOevv e d1dyvwon KolAIoKdKN

didppoia oTeatoppold  dmMWwAeld TTOVOG avaipia
BPapoucg

_CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2003;1:19—2?.
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* Blowia Aemrtov evtepov
* Opoloyikec OoKIUAOTEC
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Opoloywkeg eEeTaoerg

O

o AGA: IgA avTiowpaTa evavT 2
Ant-T G2

e DGP: IgA avriowpuarta Evavri
dlaoTraocueEvng (deamidated)
YAIadivng

« EMA: IgA avTiowpuaTta £vavri
g£vOOuUIoU

e TG2 : avTiowpaTa EVAVTI
IOTIKAG TPAVOYAOUTAUIVAONG




* Avotnpn ow Blov Starta

o AloITA KA1 OTOVC
ACVUTNTOUATIKOVC
ao0evelg

Oepaseila

o Amtodounon to&ikwv
KAQOUAT®V YAOLA01VNG

+ KaAepyela mokiAlag
OlLTNPWV X®OPIC YAOUTEVN

» IIeproprouog
O1ATTEPATOTNTAC EVTEPTKOV
emOnAiov

* Oepamevtika eupora

- Hpopomwa




IIpoAnyn & HIKPoOYA®PLOa

* XOapaKTNPIOTIKY)
LIKPOYAWPIOA 0€ ATOUA UE
KOW\IOKOKT)

» Yvyyevelg 1° fabuov atopwv
LLE KOIAIOKAKI] EXOLV
O10(POPETIKT) LIKPOYAwPIOA
QIO CUYYEVEIC LYEIWV
ATOUWV

» ITapouola n pkpoyAwpioa
OUVTTITOUATIKOV KA
AOVUTMTOUATIK®OV ATOU®V UUE
KOIALOKQOKN




AvTl ETIAOYOV...

s “Coeliac Disease: » ...Coeliac disease: Possible

Tricky to find, hard to to find,in almost all cases
’ treatable and in the near
future , perhaps even

cure” preventable...

treat, impossible to

Lohiniemi S. Stenhammar M.

EYXAPIXTQ I'TA THN ITPOXOXH XAY
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Eloaywyr) otepemV TpoPpov & aiiepyla

__________________________________________________________________________________________ @

AAACI - 2006

* ATIOKAE10TIKT| O1TIOT] [IE YOAQ EDG TOVG | © 1o OT uaV’[lKﬁ N 81('1pK81(1

O Hnves TOVL UNTPIKOL OnAacuov

*  Ewoaywyn yloutévng peta toug 7 TTAPA 1) ATTOKAEIOTIKOTNTA
UFVES
TOV
* KaBuvotepnuevn elcaywyr) ' -
AAAEPYLOYOV®V ¢ ElUOlY(DYﬂ W\OUT&VHQ OTOULG
5,5 HNVeS 1) vopitepa

* Eloaywyrn paploL otouvg 9
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Child Child
HLA DQ2/DQ8+ HILA DQYDQS8+
+ osure to environmental factors ¥
(Rota virus, bacterial endotoxin, medications)
Breakdown in mucosal immunological tolerance against gliadin
N
Production of IgA and/or IgM in saliva against native gliadin
N2 L
Nonceliac gluten sensitivity Celiac disease
in mostly non-HLA DQ2/DQ8 inherited in HLA DQ2/DQS8 inherited
Rz L
Inflammation in the absence Inflammation and activation
of tTG activation and no of tTG and damage to the villi;
evidenceof \:ﬂlous atrophy evidence of villous atrophy
No deamidation of Deamidation oﬂ,gliadin peptide
gliadin peptide and binding to (TG
N {
Production of more IgA and/or IgG Production of IgA and/or IgG against
against native gliadin and other deamidated gliadin peptide, t'TG,
gluten-related autoantibodies in blood and gliadin-tTG complex
Immune complex formation and severe
gluten immune reactivity/sensitivity Coline dyeuse
(a noninherited condition in (inherited condition
up to 10% of the population) in 1-2% of the population)
Cross-reaction with different tissue antigens, L7
craﬁng' risk qf oomplicaﬁom' with -
various autoimmune conditions
Ficure I: Differentiation between nonceliac gluten sensitivity and celiac disease.




Alayvworn-Blopia AETTov EVIEPOV

» Eltvan mavta amapaitntn ?

» Neéa mpotervoueveg
odnyiec amo ESPGHAN (
2012)

Mitopel va mapaAngtel

1. ZUUTTOUATIKI) VOOOG

o. IgAanti- TG2 > x 10

3. Zvupatdg avoooyovoTumog

*  'OyatpoOKAnoM Le
entavekBeon otn yhovtevn

Q




NO0OOC T®V 00TOV & KOWAMOKAKN

Ooteomevia — O0TEOTOPWOT)

Mnyaviouog ;

50% TV TAOIWV EXOVV YAUNAT OOTIKI] STUKVOTNTA OTN O1AYV®OT)
AvEnuevoce kivouvvog( ~ X 2) KATAYUAT®WV AeKAVG

SmvOnpoypa@ikog eAeyyog ootikng tukvotntag (DEXA scan)
0TI O1AyVWOoT) KAl UETA AITO EVA XPOVO

SvumAnpwuata acBeotiov ko Prrautvng D



EmutAokeg

10 X avénuevocg kivovvoce yia kakorBetec I'EX

3-6 X avénuevog kivovvog yia Non Hodgkin Acppopua

EITCL (enteropathy-type intestinal T cell lymphoma)

Holmes et al Gut 1989; 30: 333

Askling et al Gastroenterology 2002; 123: 1428-35
Green et al Am J Med 2003;115: 191-195

Catassi et al JAMA 2002; 287: 1413-1419
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KAaoowr) + + +
Atvam) +/- + +
Zwwanpn _ + +

AavOavovoa +/-




* OLVOPOLIO
OVOATTOPPOPTOTC

» Oappowa &
OTEATOPPOLA

* UETEMPIOUOC

* popPopuypot
* KOIALOKO AAYOC

Tomkn kAtvikn elkova

* anmwAela Papovg
* KOVTO AvAOoTNUa
o avaiuia

* paylmioa

* 00TEOTTOPWON




H yevetikn mg
KOWOKAKNG

ofthe United States
Individuats with
oeliac disease—.
Expression of

HLA-DQ2 or

Chromosome &

Long Arm Short Arm
PMHC Locus
at 6p21.3
HLA
| Class Il | Class Il | Class | |
) { i
DP DR THF c B A
DQB1 DoAd

Dosr  Daadr DRET

EE’E — 0201 — o501 —{ o3
DGz 0301 — 0505 —H1 (05—
trans | Iogoe —{oz01}— o7
Do oz —{o301— o4




Dietary gluten Pﬂ""‘“
@ Intestinal lumen
@ 0

ntestinal (vikous)
opithelium

H avoocoioyia

mg
KOWOKAKNG

= ! = Basemeant mamivane
IL-15 Ac!lvallon of IELs
Lamina propria

Matrix tion and
mu remodeling

T T MMp-1, 3,124
(Myo-) Fibroblast

Naturo Roviowe | Inmunology




Giladin (2 p31-49)
H Other cereal protein(s)

AVOO0AOYIQ

meG
KOWALOKOKT)C

IL-8, TNF-q, IL-1
MCP-1

Potentiation of the
adaptive immune
response to gluten?




To l.lOVTé}\O Figure 4
TOV SoVpPELOV e
\ RERY ‘0’ protected transport by CDT1
WOV Incomplete luminal digestion of IgAigliadin complexes
: 0 s eort o
& 0 poArog NG Py FINIY Sy A I I 7Y

IgA

ase
Activation of APCs by intact peptides

Predominant release and for IgA-gliadin complexes

of free amino acids
or of small non immunogenic peptides

CD4+T-cell

Heyman M.et al, May 2010




IIpoinyn & Awatpo@r)

Peters o al

Faith Mognusson o al

harsson o al

Aschar ot al

Combined (fxad)

OnAaocuog

e mafio meto-anabysis plo (fixed effects|
—&— 044 [0.27, 0.78)
—— 035 (0.7, 064)

. 0,50 [0.40, 0.64)
1.54 027, 10.56
<—> 0.48 [0.40, 0.59)
| | 1 ] | | |
nT 02 a5 1 2 5 10 100

Odds rofia [$5% confidence intarval |

Elocaywyn YAOUTEVNG
o1 O1ATPOPT) TOV PpEPovg

Risk of Celiac Disease Autolmmunity and Timing of

Ente Catort Chiden it Pt LR

i MhtEpenss 43

|
|
£ r—J

S iluten Introduction in the Diet of Infanta at Increased
Risk of Disease

Jdill b, Rlarris; Katharine Barriga; Edward J, Hoffenbarg; &t al,
SAASA, FOOS FRA IS ZRA5 2351 Cda 10,1001 Jama ZRE, 18 F R4




SUUTTEPATUATA

KaAvtepn katavonon maboyevelag
ITeproooTEPOL (PATVOTLITION
Neot TpOTol O1ayVmWOoT g

AvvaToTnTa JTPOANYPNG






Alayvwor- Bloyila Aertov eviepov

IOTOAOYIKI] EIKOVA KOWATOKAKNG

* TANPNG T HEPTKN
ATPOPIA AAYV®OV
AETTTOV EVIEPOV

° LITEPTTAAOTIA KPUVTTTWV

» OmOnon PAevvoyovovu
LE AELUPOKVTTAPAL.




Awayvoon-Rapid antigen testing

O

EvaioOnoia 80%

Eeidikevon 99%

BMJ RESEARCH

Population screening for coeliac disease in primary care by
district nurses using a rapid antibody test. diagnostic
accuracy and feasibility study

i P icrponiay- Sk, @ sociake professarin pediatcs, ¥Ii2kalin Srabedcs, congufark paedic
gaﬂma‘ta‘dl:ﬁi,‘lﬂ'ﬂﬂ'éFLﬁﬂ.i, ﬁ?ﬁ:tl‘l.l‘i&*l[!!thhnn Corszr pethologs

Eve, Lucfirdny, corsufznk pathiologis *EvaMenies, seniorlecturerin paedrics, liaim|(2udnen, senior
Lecturer in gRstmoenterciogy,» Arilod lizpk &y, PRO shadenk Lotk ldoslinen, PO sudent @
Simdoripl, professor ofmmunology,” Anilg Irive, divestor of the health officer sendee®

Wl M, profes sorof pasdam:s?



http://www.coeliactest.com.au/biocard-celiac-test-providers.html

