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Otav n diappota dev etvat IONE:
KolAlokakn

EvavOia ZaumeAn
[aoTPEVTEPOADYOC
N AAe€avopa



I'Ispintwo n aoc GEVOl’)Q Mapaméumnetal yla eKTipnon and
YOO TPEVTEPOAGYO Kal
anto@aci{etal va umtofAnOsi o€

Fuvaika aoBeviig, 41 €ETWV YOO TPOOKOTNON

* MapakoAovBeital yia (LvaAyieg tov £xouy amodoBel og) tvouvadyia
* AA: Ywplaon umd tomikg aywyn, ZEE, 1 atofoAr, 1 PUGLOAOYIKOG TOKETAG, OGTEOTTOPWOT

* ExeLumoBAndel og xoAovoouomnon mpo ETOUE xaSWG TAPATOVELTAL ATTO SLETING YL
TTEPLOTAOLANO XPOVLO HOLALUD AAYOGS xat dLdppoleg Tov €9eaav TNV ol IONE, aAAd TeAd
artodo9nuwy o€ ZEE

e OLKOYEVELAKO LoTopKO: Ywplaon, Bupeostdkn vooo
)

* Epyaotnplakdg €Aeyyog: Zdnpomevikn avaiuia (amroddOnke otnyv EP), Aoutd ke,
(PUGLOAOYLKY] BUPEOELDLKN] AELTOVPYIA, KAATIPOTEKTIVN KOTLPAVWY: 70






AloopEg TTAALAG Ko VEG Oswpiag
To VEO ‘MTPAcWTO’ TNG KOLALOKAKNG

MaAld Oswpia

EVTOTIIOUEVO KOLALAKO vOonua

A@opad KUpLa AUTIKEG KOLVWVIEG

Mavta didppola/cuuntwuata
TLETITIKOU

Noonua Kupiwg tng Ppe@ikng
nAwiog

lotoAoywn emiBePaiwon atpopiag
amoapaitnTn yta diayvwaon

Nia Oswpia

JUOTNUOTIXG VOO UK

Eivou moynoouio mtpoBanuc

Mepovwpevn egwevtepnn
CUUTTTWUOTOAOY(t GUX VN

Noonua n&9e nAuiog/nupiwg
gvnAiuwy

OpoAoyixoi/yevetinol Seinteg o€
TPWLUES UOPPEG



ETmoAac oG KOIALOKAKNG otnv EAAdda

Screening ylot KOWALOKAKT G€ Screening yla KOWALOKAKN o€ EAAnveg
EAANVOTOVAQ TTPOCYOAKNG NAKIAG EVNAIKEG 0TN Oeccalia
e JuUUETOXNA 1136 TAOLWY NAK{OG 2-6 ¢ ZuupEeTOXN 2230 ATOMWY NAK(aG 18-
ETWV 80 eTWV
> anti-tTG: (+) 1:154 > EmA (+): 4
> IgA deficiency: 1:120 > IgA deficiency: 0
» biopsy-proven CD 1:154 » Biopsy-proven CD:4

Prevalence: 1:558 ] 1.8 per 1000

Karagiozoglou-Lampoudi T, et al. Acta Paediatr 2013 Roka V, et al. Eur J Gastroenterol Hepatol 2007



Mavonuio: 32% Hueiwon Twv VEWY dlAYVWOEWY KOIALOKAKNG

900 ,

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020
Valitutti, Digestive and Liver Dis 2021



ZUVNO£oTEPEG EKONAWUOELG TNG KOWALOKAKNG (CLOTNUATIKN VOGOG)

Intestinal

Extraintestinal

Classical

Non classical

*

*

Diarroea

Failure to thrive

Weight loss

Bloating

Chronic abdominal pain
Abdominal distension
Constipation

Vomiting

*

*

Iron deficiency anaemia
Muscle waisting

Oedema

Short stature

Delayed puberty
Amenorrhea

Irritability, unhappiness
Chronic fatigue

Epilepsy

Peripheral neuropathy
Joint/muscle pain
Elevated aminotransferases
Aphtous stomatitis

Recurrent miscarriages

* Reduced bone mineral density

Raiteri, WJG 2022



Mote mpEMmeL va avadnTriCOVUE TNV KOLALOKAKN;

Moudia
v Avcamoppownon
v’ ZI8npomEVIKN avauuia
v Auappota (cav ZEE)
v Xpovia SuokoltiotnTa
v 080ovTIKA eAAeippaTa

YynaAou kivéuvou
v’ Tuyyeveig 1° faOuov
v Alafntng tumov |
v OUPEOELSIKN] VOCO(Q
v  HratomaBsia
v Down, Turner
v IgA aveTapKeLa

Raiteri, WJG 2022



Mwg ti@eTau n dtdyvwon tTnG KoALoKAkng; (cuvduvacuog)



w Gluten 7 Other environmental

wREREaiai factors
- @
Gliadin Villous atrophy
- Increased intestinal Crypt hyperplasia
. . il - - -
aEst‘;';';g:'e 114 o permeability Intraepithelial lymphocytosis
cells

2 4 ~
’ 3 2
Overexpression
of interleukin-15 «
e o » 1% :

Antibodies (antigliadin, antiendomysial,
and tissue transglutaminase)




Screening

Screening
emi IgA
OLVETTAPKELOLG

1° Brja: OPoAOYIKOG EAEYXOG G UTTOP IO KOLALOKAKNG

Avticwua

IgA evdopuciov

IgA oTIKAG
TpavoyAovTtauva
one

IgA deaminated
gliadin peptides

IgG deaminated
gliadin peptides

EvaicOnoia

85-98%

90-98%

94%

92%

EldikotnTa

97-100

95-97%

99%

100%

KAwikni xprion

Y{nan
OlOYVWOTIKNA
akpiPela
(akpipotepo)
Y{nan
OlayVWOTIKA
akpifeia

H 1o evaicOntn
g€€taon oe IgA
OVETIAPKELQ



2° Brua: lotoAoykn e€€taon
(emti OeTinoL opoAoyuov N Loxvpng voyYiog)

llib llic

AVEnon evOOETIONALAKWY +aTPOPict ALY VWV

Symptoms

Few or no symptoms

« Little malabsorption * Minimal malabsorption * Extensive malabsorption
+ No villous atrophy + Partial villous atrophy » Complete villous atrophy
» Little crypt hyperplasia » Some crypt hyperplasia * Marked crypt hyperplasia
*increased IELs *Increased IELs * Increased |ELs




3° Brjna: Av vtapyet Stdotaon avaueca oe Podio Kot 0PoAOYIKO EAEYXO

HLA testing DQ2/DQ8
NPP>99%

L Opoapvntikoi pe ap@ifoin froyia
JA09¢veic o€ Slouto av ev €xouvue opoAOYLKO EAEYXO TIPO EVAPENS
LAvOekTIKN vOGOG Ttav n Stdyvwan dev eivau BERaun

e maudid vPnAov Kivduvou (OIKOYEVELOKO LOTOPIKO) TTPOKELUEVOL VA ATTOWEVXOEL 0 TTEPLOSIKAG
OPOAOYIKOG EAEYXOG



Awayvwon: O Kavovag Tov 4 amo Td 5... (KoL Ol (PALVOTUTIOL TN KOIALOKAKNG)

ZUUTTTWUOTA . . Avtamokplon
et OpOAOYLKOG HLA lotoAoywkn S
Mn KAaG,O- l OXI + + + +
(ouwwmnAn)
OpoapvnTiki + OXI + + +
AvvnTikn + + + OXI +
M
n + + + + OXi

OLVTOTTOKPLVOULEVN



Oeparmeio: Aicuta eEAeVOepPN YAOLTEVNG

OL ac0eVeig TTPEMEL VA TTAPATIEUTTOVTAL OE EEELOIKEVUEVOUG
dLAUTOAGYOUG Yl EKTIUNON Ko EKTtaidgvon



Mot eivau n yvwpn tTwv acOevwv yla tnv Oepaneia Toug;
(treatment burden)

Overall -

CHF

DM

ESRD

HTN

1BS

1BD

GERDA

CD

60

70

80
Visual Analogue Scale

90

100

Shah, AJG 2014



Eival onuavtikn n tapnon tng diattag xwpis yAoutévn;
H mtpoorjAwon otnv dlatta oxetietal ye pelwon tng Ovnrdtntag Kat Tov Kivdvvou
eKONAWONG KaKoNBEeLag

Patients Patient-years Observed deaths Expected deaths SMR (95% CI) p
Overall 1072 (100%) 6444 53 259 2-0(1-5-2-7) =0-0001
Diagnostic delay (months)
=12 344 (32%) 2081 19 12-7 1-5(0-:9-2-3) 0-12
12-119 320 (30%) 2030 19 7-3 2:6 (1-6-4-1) 0-0004
=120 273 (25%) 1706 15 3.9 3-8 (2:2-6-4) <0-0001
Unknown or not applicable* 135 (13%) 627 0 2:0

Test for trend: p=0-004

Pattern of presentation

Severe 590 (55%) 4255 43 17-2 2.5 (1-8-3-4) <0-0001
Mild 415 (39%) 1870 9 7-9 1-1 (0-5-2-2) 0-79
Symptomless 67 (6%) 319 1 08 1-2 (0-1-7-0) 0-99

Test for heterogeneity: p=0-033

Adherence to gluten-free diet

Likely 627 (59%) 3794 5 10-5 0-5 (0-2-1-1) 0-16
Not likely 155 (15%) 998 26 4-3 60 (4-0-8-8) <0-0001
Uncertain 200 (27%) 1652 22 11-1 2.0 (1-2-3-0) 0-005

Test for heterogeneity: p<0-0001

Corrao, Lancet 2001



Mwg mapakoAovBouue Toug acOeVEIG UE KOLALOKAKN;



Afoveg TopokoAovOnong

A&loAoynon avtanokplong otnyv diatta eAeVOEPN YAOLTEVNG

‘EAgyx0¢ yLa ETUTTAOKEG

‘EA€yX0G yla CUVUTTAPXOVTO ALVOCLAKNAG apXNG VOO LT

MeTtafoAka ‘TpofAnuata’ Adyw tng dlautag eAEVOEPNC YAOUTEVNG



Ta avTtiowuatTa EE0PTWVTOL ATTO TNV KATAVAAWGT YAOUTEVNG
H diouta odnyei o€ Tayeia Kot GrUAVTIKY LEWGCT TWV TIULWV

------
~~~~~

- ~

/” o, 4 \\\
. 80% apvm'u’(oq \
s50 - ! OPOAOYIKOG \
‘\\ s)\s’yxoq heta /
300 S &no 6-12 p.nve’sl,z
250 —e— a-iTg
—8— IgA a-DGP
200 —&— IgA a-DGP
il 3-DGP dual
150 > DGPATG screen
—e - IgA AAA
50
0

Baseline 3 month 6 month 9 month 1 year
Sugai, Dig Liver Dis 2010



‘ExeL péAo n Boyia otnv mapakoAovOnon tTwv acOevwv;

“*ATtapaitnTn av o0 acOevig EXEL AVETTAPKI AVTATIOKPLOT oTNV ‘Oeparmeia’ 1 av
UTTOTPOTILAGEL

“*'EX€L O€0T OTOV ACLUTITWUATIKO A0OEVI LE APVITIKO OPOAOYIKO EAEYXO;
* Hopouetatpornr dev avtavaxAd BAevvoyovinr emovAwon

* 2TOUG EVNALUEG OLXVA OEV ETULTUYXAVETNL ETTOVAWON (=40%)



‘Exel onuacia n BAevvoyovikr EmoVAwaon;
O KivdLVOG AEUPOUTTEPTTAACTIKOV VOOTLATOG OXETIOTIKE UE TNV LIOTOAOYIA TOU AETTTOV

Cumulative incidence of
lymphoproliferative malignancies (%)

0.5

0.4

0.3

0.2

0.1

Celiac disease
Inflammation
Latent celiac disease

5 10 16

Time since biopsy (years)

Marsh 3

-~ Marsh 1+2

Elfstrom, J Natl Cancer Inst 2011



XpovoAoyikni ‘emtidpacn’ tng dicutag eAsVOEPNG YAOUTEVNG

Symptoms

— -

s

Antibody titres

\/

Morphometric histology
(Vh/Cd ratio, IEL density)

Categorical histology
(ex. Marsh score)

— -

Endoscopy

Hindryckx P, et al. Gut 2018,



Tt ouuPaivel OTav n KOIALOKAKN d€v avtamoKkpiveTal otny diatta;
Ertipovn tng ‘taBoAoyiag’ wapd tnv amoxn amo TNy YAOUTEVN yla 6-12 UNVEC

* 7-30% TWV aoBevwyv
* EAATtri§ ovuuop@won (to cuvn9éatepo altio 30-50%)
* AVOOKOTINGN LGTOAOYIKOU KOl OPOAOYLKOU EAEYXOVL Kol Emavainyn

« AAAa altia dtappolwyv 1 atpowiag (dvaavetia, BakTnplakni VtEPAVATTTLEN,
WKPOGKOTILKN KoA(TIda, ZEE)

» ATtokAelouog kakonBeag (kapovia, MRI, CT, evtepookomnon, PET)



Tt eivou N avOEKTIKI KOLALOKAKN (1-2%);

d Zuuntwuata KOALOKAKNG
U lotoAoywkn emiBePaiwon (atpopia)

d Avotnpr cupuop@waon otn diatta yla > 6-12 LWQVEG

U amoxAeiouog aAAwy autiwv Svcomoppo®nong

U amonAeiouog naxonetog



Awakpion LeTa&L TUTTOL 1 Kol TUTTOV 2 AVOEKTIKAG KOLALOKAKNG

Ma®oA0oyLKOG PALVOTUTIOG EVOOETIONALOKWY AEUPOKUTTAPWY

Oxt / \1 Nat

TUTO(G 1 Tumog 2

» AntwAela ekppaonc deiktwv enidpaveiac CD3, CD4 and CD8 pe
Sdiatipnon kuttaponAacpatikne Ekppaonc CD3 (CD3e) og >50% twv
evéoeniOnAiakwv (avooolotoxnueia) R oe >20-25% (KuttopopeTpia
poric) (CD103+, CDA45+, CD7+, CD3-, CD8-)

» Avixvevon povokAwvikotntac otic aAvoidecg y R & Tou urtodoxEa Ttou
T-Aepdokuttdpou (PCR)



Mowa eivau n KAWIKY onuacio tTng dlakpLong LETAgL TUTTOL 1 Kat 2
AVOEKTIKNAG KOIALOKAKNG
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Overt lymphoma

Hazard ratic 4.9, 95% Cl 1.1 to 22.1

1 1 I | L I 1 1 1 1
0 24 48 72 95 120 144 168 192 216 240
Time for RCD diagnosis (months)

Malamut, Gastro 2009



Av dev gival KOIALOKAKN TL AAA0 Oa umopPoUCE va gival TTOU TTOAVWG
oXeTI(eETAL LUE TNV YAOUTEVN KOL AVTATTOKPIVETAL GTNV ATTOQLYN TNG;



AAAnAosmikdAuvyn:

KolAlokakn - AAAgpyia § YrepevatoOnoia ot yAoutévn- ZEE

KAwviun ovtotnta

KotAtoxaun

AAdepyia

Yrepevaionaoia otn
yAoutévn

ZUVSpOoUO eVEPEILGTOV
EVTEPOUV

lotoAoyuun

pos

neg

neg

neg

OpoAoyinog
EAgyX0OG
pos
neg

neg

neg

IE
Teot aAldepyiog

neg

neg

neg



YTIAPXEL TTPOOTITIKN YLO (PAPUAKEVTIKA OEpATIEINl GTNV KOLALOKAKN;

Microbial therapy (e.g. probiotics)
Microorganisms (bacteria, viruses)

(3) Blocking permeability (e.qg. larazotide)
Increased epithelial permeability

b

P
@} Gluten sequestering (e.g. AGY, scFv, BL-7010)
Gluten )
) Partial digestion by @
Intestinal gastrointestinal proteases
lumen
(2) Peptidase therapy (e.g. AN-PEP, STAN1, ALV3)
~
Gluten (_POPOLPY 1 PQPQLPY )
peptides .
PQPQLPY |
- J
pu
AVAVAVARVAVA AV U [VAVAVAQVAVAVA QVAVAVAQVAVAVATSV VAVAVR AVAVAVARVAVAY
IEL
Epithelium
L b
- } 1
(4) TG2 inhibition (e.g. ZED1227) (6) Anti-IL-15 treatment
~ (e.g. AMG 714, Hu-Mik-p-1,
PQPQLPY __,' tofacitinib)
Lamina .
propria TG2 | Deamidation

( PQPELFY )

HLA-DQ2/DQ8

(5) Gluten tolerization
(e.g. NexVax2, TIMP-GLIA,
Necator americanus, KAN-101)

Antibodies against
aluten and TG2

TCR

Kivela, Nat Rev Gastroenterol Hepatol. 2021



Back up



2e ao0Oeveiq ue ZEE ko diappola, GUVICTATAL O EAEYXOG KL O ATTOKAELGUOG
TNG KOWALOKAKNG

British Society of Gastroenterology

e CD should be excluded in all patients referred with IBS.

American College of Gastroenterology

e Exclusion of CD in patients with diarrhea predominant IBS and
IBS with a mixed bowel pattern.




AAAnAosmikdAuvyn:
2ZEE - KolAlokdkn - EvawsOnoia otn yAouvtévn

Celiac Disease

<« | Irritable Bowel
| Syndrome

_ _ Gluten Sensitive
GS (extraintestinal)

A Model for the relationship between celiac disease, IBS and gluten sensitivity?




KAWLKN onuaota TNe dLakpLonc
LETOEL TUTIOU 1 Kal 2 avBEKTIKNC KOWALOKAKNC

Clinical criteria RCD type 1 RCD type 2

Abnormal immunophenotype of IELs with No Yes
loss of normal surface markers CD3, CDS,

and T cell receptor: either >50% by

immunohistochemistry or >20—25% by

flow cytometry

T cell receptor chains (y or 0) clonal No Yes

Clinical or histological response to steroids Yes Variable i
or other immunosuppressive drugs or !
biologics i
Lymphomagenesis potential (especially Rare Frequent |
EATL development) i

r
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|

Rubio-Tapia, Gut 2010



ExeLn 6ev €xeL 0 aoBevnC KOWLOKAKN;

Oetkad TTG N EMA (Lotoplko aicBevouc)

HLADQ2 1} DQS

OLKOYEVELOKO LOTOPLKO

lotoAoyka eniBeBawwpevn dermatitis herpetiformis

2 UUTTTWHOTIKA 1] LOTOAOYLKI OVTOTTOKPLON OTOV ATTOKAELOLO TNC YAOUTEVNC



Hindryckx P, et al. Gut 2018




TumepthapPavel n mapakoAovBnon Twv acBeVWVY;
[Tooco cuyva; Ao ToLoV;

Etnoilwg

e KAWVLKN KOLL EPYOLOTNPLOKN EKTLUNON

* EAEYXOC VYLO ETIITAOKEC

* AfLoAoynon tng npoonAwonc otnv diatta (StottoAoyocg, opoAoyLKOC EAey)OC)



DavOTUTIOL KOLALOKAKNG

EvtepomaOsia and yAovtéEvn

ZUUNTWUATIKA AGULUTITWUATIKN
I N i
| KAaoown Atumn ZwwmnAn I Avvntkn
I 1
| , , I
| OUMTTLLHaT EQWEVTEPIKA OGUUTTWUOTIKY | | AGUUTTTWUOTIKN
| memtiKov ouvdpoua Hrcrpatikn - HITt@Hatin
! |
| I
: Tumki Tumki TuTtkr] LloToAoykn] | Quatodoyuun
lLloTtoAoykr] PAGPN  toToAoykn BAGSN BAaPn | woTodoyia
! |
| I
: Anti-EMA Anti-EMA Anti-EMA : Anti-EMA
i Anti-tTG2 Anti-tTG2 Anti-tTG2 | Anti-tTG2
: :
|
I  DQ2/DQ8 DQ2/DQ8 DQ2/DQ8 I DQ2/DQ8
S e —— -




MOTE TPETEL VAL EAEYXOUUE YLl KOLALOKAKN €vayv acOevn] ue XEE;

» Alarm symptoms

»AlaBriTng tumov |

» Autodvoon OupeosldIkA vOGOG

> Mpowprn 06TEOTTOPWON

> ZTEPOTNTA

> OLKOYEVELOKO LOTOPLKO KOLALOKAKNG



AN epwtnon: MNMOTE MPEMEL VA AVNOUXNOOULLE;

1. Otav 6ev UTIAPXEL LELWON TOU TITAOU TWV AVILOWHATWVY

2. Otav enpevel n atpodia

3. Otav ekdbnAwBouv emumAokeC mapa tnv tripnon tng dlattag

4. Otav o aoBevnc Oev EPYETOL OTLC TTPOYPOAUUUATIOUEVEC ETILOKEPELS

5. Otov EMUEVOUV TAL CUUTTTWHOTA TIOpA TNV TPnon tne dlattag



* 1/400-1/800 otov yeviko mAnBuouo
* 2-3% oe aoBeveic pe KOLALOKAKN

* 1% o aoBeveic ou SlepeuvwvTal yLo. KOLALOKOKN

TT1G-IgG
DGP-IgG



Giardiasis

Collagenous sprue
Commeon-variable immunodeficiency
Autoimmune enteropathy

Radiation enteritis

Whipple's disease

Tuberculosis

Tropical sprue

Eosinophilic gastroenteritis

Human immunodeficiency virus enteropathy
Intestinal lymphoma
Zollinger—Ellison syndrome

Crohn's disease

Intolerance of foods other than gluten {e.g., milk, soy, chicken, tuna)




ALayVWOTIKOC aAyoplOpoc et urto o KOWALOKAKNC

Low Probability
(<5%)

'

TTGA IgA=IgA
level

r F r
Positive TTGA Negative TIGA Negatve TTGA
Low IgA Normal IgA

’ . }

Duodenal Biopsy TTGA IgG= CD Unlikely
DGP IgG

\/\./

Any positive All negarive




ALayVWOTIKOC aAyoplOpoc et urto o KOWALOKAKNC

High Probability
(>5%)

hJ

Duodenal Biopsy
TTGA IgA

_______________________________________
-
’, ~

l v

Both Negartive Borth Positive
Il « HLA DQ2 and DQS genotyping
Measure IgA level + TTGA/DGE/
CD Unlikely IgG
*  Work-up for other causes of
villous atrophy (see text)

Biopsv/Serology
Disagreement

A
1
1
1
1
1
1
1
1
1
1
1
1
1

Vel B

’
e

<D




OEPATTEVUTIKEC ETULAOYEC OTNV AVOEKTLKI KOWALOKAKN

Alatpodlkn umooTnpLEn

e H dlatta xwpic yAoutevn npEMeL va ouvexiletal

* Moapevteplkn dtatpodrn amatteital o€ moocoota PETAEU 28-60%

otnv ofela paon

* ALOPOWON CUYKEKPLUEVWV QLVETIOPKELWV OTIWE XaAKOU Kall

Jevdapylvpou
e ALopBwon petafoAlopol ooTwv

e Jtouelakn Siata (tumou 1 avOeKTIKN KOLALOKAKN)



OEPATTEVUTIKEC ETULAOYEC OTNV AVOEKTLKI KOWALOKAKN

* OEePOTELEC YLOL TIC OTTOLEC UTTALPXOUV GELPEC acBevwv
* Koptikootepoeldn

s npedvilovn
* Boudeoovidn
* AlaBelomnpivn
* KukAoomopivn
e cladribine
* AutOAoyn HETANOOXEUON LUEAOU
* Interleukin 10

* Oepamelec TOU £€XOUV SOKLUOOTEL TEPLOTOLOLAKAL
* Infliximab
* Alemtuzumab

* Oepaneiec ue Oewpntikn utooTNPELEN
e anti-IL-15




Classic Classic celiac disease is the most commonly described
form. It describes patients with the classic features
of inmaestinal malabsorption who have fully developed
gluten-induced villous atrophy and other classic
histologic features. These patients present becausea
of gastrointestinal symptoms.

Atwvpical Atvpical celiac disease appears to be the most common
form. These patients generally have little to no
gastrointestinal symptoms but come to madical
attention because of other reasons such as iron
deficiency, osteoporosis, short stature, or infertility.
These patients generally have fully developaed glutern-
inducead villous atrophy. Bacause these patients are
“asymptomatic” from the gastroinmtestinal paerspective,
a large number go undiagnosed.

Silent Silent celiac disease refers to asymptomatic patients
who are discoverad to have gluten-induced wvillous
atrophy. They are discovered after serologic screening
or perhaps during endoscopy and biopsy for another
reason. These patients are clinically silent in that
they do not manifest any clear gastrointestinal
symptoms or associated atvpical features of celiac
disease such as iron deficiency or osteoporosis.

Latent Latent celiac disease repraesants patients with a
previous diagnosis of celiac disease that responded
to a GFD and who retain a normal mucosal histology
or manifest only an increasa in intraepithelial
mphocytes. Lataent celiac disease can also
represent patients with currently normal intestinal
mucosa on a gluten-containing diet who will
subsaequently develop celiac disease.



Oecwpla TOu TAYOBOUVOU OTNV KOLALOKAKN

Turkn
LoToAoyLkn BAABN

Amouoia
i LOTOAOYLKNC
) |

BAABNG

[eveTIkO vntootpwuo: DQ2 DQ8Y

Avtoavtiowpata: anti-EMA, -tTG2




AocBeveic pe dermatitis herpetiformis (OltayvwoBeloa e Blodla) apkel va
£XOUV BETIKO 0POAOYLKO EAEYXO yLa TNV dLayvwon







Causes of poorly responsive celiac disease
Incorrect diagnosis

Gluten ingestion (intentional or unintentional)
Microscopical colitis

Lactose intolerance

Pancreatic insufficiency

Bacterial overgrowth

Intolerance of foods other than gluten (e.g., fructose, milk, soy)
Inflammatory bowel disease

Irritable bowel syndrome

Anal incontinence

Collagenous sprue

Autoimmune enteropathy

Refractory celiac disease (with or without clonal T cells)
Enteropathy-associated T-cell lymphoma




Reasons for poor adherence to a gluten-free diet

High cost

Poor availability of gluten-free products (in developing countries)
Poor palatability

Absence of symptoms when dietary restrictions not observed
Inadequate information on gluten content of food or drugs
Inadequate dietary counseling

Inadequate initial information supplied by diagnosing physician
Inadequate medical or nutritional follow-up

Lack of participation in a support group

Inaccurate information from physicians, dietitians, support groups, or Internet
Dining out of the home

Social, cultural, or peer pressures

Transition to adolescence

Inadequate medical follow-up after childhood
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Celiac disease diagnostic testing algorithm

High probability Low probability
[>5 percent) (=5 percent)
TTGA Igh +
Ig& level
|
Duocdenal biopsy Positive TTGA Megative TTGA Megative TTGA
TTGA Igh l Low Igh Mormal Igh
Ducdenal TTGA IghG £ Celiac disease
biopsy DGR IgG unlikehy
| j
l Any positive All negative
¥ v v
Both negative Both positive Biopsy/serology
+ disagresment
Celiac disease # HLA DQZ and DOE genotyping
unlikely ¥ » Measure IgA level + TTGA/DGP IgG

caliac dicease | * Work-up for other causes of villous atrophy

DGP: deamidated gliadin peptide; HLA: human leukocyte antigen; Ig: immunoglobulin; TTGA:
tissue transglutaminase antibody.

Reprinted by permission from: Macmillan Publishers Ltd: American Journal of Gastroenterclogy.
Rubio-Tapia A, Hill ID, Kelly CP, et al. ACG cfinical guidelines: Diagnosis and management of celiac

disease, Am ] Gastroenterol 2013; 108:6856, Copyright © 2013, www.nature.com/ajg.




Table 1. Histologic Grading in Celiac Disease

Marsh O
Marsh |

Marsh |l

Marsh [l

Marsh IV

Mormal mucosal and villous architecture
Infiltrative
Mormal mucosal and villous architecture
Increased numbers of intraepithelial lymphocytas
Hyperplastic
Similar to above, but with enlarged crypts and
with increased crypt cell division
a. Partial villous atrophy
Shortenad blunt villi
Mild lymphocyte infiltration
Enlarged hyperplastic crypts
b. Subtotal villous atrophy
Clearly atrophic willi, but still recognizable
Enlarged crypts whose immature epithelial cells
are generated at an increased rate
Influx of inflammatory cells
c. Total villous atrophy
Complete loss of villi
Severe crypt hyperplastic, and infiltrative
inflammatory lesion
Hypoplastic
Total villous atrophy
Mormal crypt depth, but hypoplasia
Mormal intraspithelial lvmphocyte count
Many feel this does not exist and represents
severa malnutrition




EAEYYOULLE EVTEAWC AOUUITTWHATIKO TTANBU OO VI
KOWALOKQKN QKOO KL OTaV N cuyvotnta €ivat uynAn;
'Oy, TIPETEL VAL UTTAPYXEL N uTTOY LA
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Approach to gluten challenge

Baseline serology*®

Negative l l Positive

HLA DQ2 & DQE typing Probable
celiac disease
Positive Negative
2 g gluten daily Mot celiac ¢ Negative

r two weeks diseasel

Patient able Patient unable

to continue @ to continue @

Y Y
3 g gluten daily for up to - Ducdenal

six additicnal weeks < " | biopsy histology |«

l Positive l

Repeat serclogy at
end of challenge %

Negative l l Positive
Repeat serology two ositive Potential
to six weeks after celiac diseasel

end of challenge®

An approach to gluten challenge for the diagnosis or exclusion of celiac disease in patients
maintained on a gluten-free diet without prior definitive diagnostic testing.

HLA: human leukocyte antigen.

* Tissue transglutaminase, endomysium, and/or deamidated gliadin peptide antibody serclogy.
¢ Normal or nondiagnostic histology in a patient with positive serclogy while maintaining a
gluten-free diet requires gluten challenge and repeat biopsy for definitive diagnosis or exclusion
of celiac disease.

A Those with positive celiac serology but a normal biopsy have potential celiac disease and
should be evaluated and monitored further depending upon their clinical circumstances.

& In one study of subjects receiving a gluten challenge for 14 days, Marsh III histology was
seen in 68 percent, positive celiac serology in 75 percent, and either Marsh 111 histology or
positive serology in 90 percent. Thus, a two-week gluten challenge may yield false-negative
results in 10 percent of patients. The added diagnostic sensitivity of extending the challenge to
eight weeks is unknown.

g Celiac serology antibody concentrations may continue to rise after a gluten challenge ends. In
one study, positive tissue transglutaminase serology was seen in 25 percent of subjects and
positive deamidated gliadin peptide serology in 30 percent at the end of a 14-day gluten
challenge; 50 percent had at least one positive serology on day 14. Positivity rates rose to 55
percent and 45 percent, respectively, 14 days later, despite the fact that subjects had resumed
a gluten-free diet; 75 percent had at least one positive serology on day 28, 14 days after the
gluten challenge ended.

Reprinted by permission from: Macmillan Publishers Ltd: American Journal of Gastroenterofogy.
Rubio-Tapia A, Hilf ID, Kelly CP, et al. ACG clinical guidelines: Diagnosis and management of celiac
disease. Am ] Gastroenterof 2013; 108:656. Copyright © 201 3. www.nature.com/ajqg.



Summary of histologic classifications frequently used for celiac disease

Marsh modified (Oberhuber) Histologic Criterion Corazza
I_mi*d intraepithelial lymphocytes® | Crypt hyperplasia | Villous atrophy

Type 0 I No I I No I No None

Type 1 Yes I No I No Grade A

Type 2 Yes Yes No

Type 3a Yes Yes Yes (partial) Grade B1

Type 3b Yes Yes Yes (subtotal)

Type 3¢ Yes Yes Yes (total) Grade B2

e

>40 intraepithelial lymphocytes per 100 enterocytes for Marsh modified (Oberhuber); >25 intraepithelial lymphocytes per 100 enterocytes for
Corazza



Kol\lokakn vs uttepevaloBbnola otn YAOUTEVN;

OpoAoyiko IgE
KAtvikn ovtotnta lotoAoyikn 2}\8 vo S Teot
YXOS aAAepyiac
KotAtokakn
POS POS neg
AR neg neg pos
YriepevatoOnoia

otn yAoutevn +/- neg neg



[TEPUTTWOELC UE APVNTLKO OPOAOYLKO EAEYXO EVW N KALVLKN
glkova elval cuppatn

* EAAewdn IgA (IgG deaminated gliadin peptide antibodies, I1gG
LOTIKA Tpavoyloutapivaon i 1gG evbouuaoiou)

* AoBevnc oe dlatta meploplopov YAOUTEVNC

e Weubwce apvntikad IgA-tTG (Lotikn Tpavoyloutapwvaon) biwg
av n totoAoytkn deixvel Nritec BAAPec (1gG N IgA deaminated
gliadin peptide antibodies)

* O aoBevnc bev €xel KolALOKAKN aAAd AAAN oLtia ylo ta
CUUITTWUOTA TOU 1 yLa Tnv atpodia twv Aaxvwv otnv Plogia



Mrmopel ta IgA-tTG va elval evdwc BeTika;(omavio)

e EmavaAnyn BloPlwv ko peta amo dlowta pe vPnNAN MEPLEKTIKOTNTO YAOUTEVNC

e AuvnTiknA KOWALOKAKN (OAa apvNTIKA EKTOC OItO OPOAOYLKO EAEYXO)

Mrmopei va eivor Ppeudwc
apvNTLKA o€ 5-16% twv aoBsvwv
LE KOLALOKOAKN TTOU EAEYXONKOV
EVW ETTALPVOV YAOUTEVN



