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Antic:
“enteropatia sensible al gluten”

Actual:

“malaltia autoimmunitaria multiorganica
amb forta predisposicio genetica”



Concepte

= Intolerancia permanent a les proteines del gluten
del:

Blat (trigo): gliadina
Segol (centeno): secalina
Ordi (cebada): hordeina
Triticale: hibrid de blat i segol

- No civada pura (avena)




Etiopatogenia

Factors Genetics + Ambientals + Immunologics

Malabsorcido de nutrients:

Estats carencials
Clinica digestiva i extradigestiva




Prevalenza

= Distribucidé universal
= Totes les races

= Q/J": 2/1

= 1% de la poblacio occidental
= Prevalenca mundial 1/266

= Espanya: 1/118 nens



Prevalenca segons presentacio clinica

Teoria “Iceberg”




Formes classiques

Formes
monosimptomatiques

Formes silents
Formes latents

Formes potencials
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Clinica (malaltia multisistemica)




Diferenciacio Clinica

Intestinal Extraintestinal
Diarrea - Anémia ferropenica
Anorexia - Anémia inespecifica
Distencio abdominal - Estancament
Dolor abdominal pondero-estatural
- Vomits - Perdua de pes

Meteorisme - Irritabilitat

Restrenyiment - Hipertransaminemia
Osteoporosis
Dermatitis herpetiforme

Hipoplasia esmalt
dentari

Estomatitis
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Primers criteris diagnostics: Interlaken/ESPGHAN 1970

Sospita MC

Normal

Reintroducci6 gluten

el ———> Normal > No MC

Atrofia vellositaria ———> MC



1990 ESPGHAN: Revisio de criteris

Sospita MC

Serologies EM, ATG IgA

MC Incorpora:
-Clinica
l -HLA
DSG -Resposta a DSG




Fonaments diagnostics...

= Sospita clinica

= Sospita serologica

« Compatibilitat genetica
= Confirmacio histologica



HLA DQ2-DQ8

Sensibilitat
DQ2 91%, DQ2 + DQ8 96%
Baixa especificitat

CELIACS:

>95% DQ2+, 5% DQ8- Poblacio SANA blanca:
' 30-40% DQ2+

Si Homozigot DQ2: , ,
Risc x 5 respecte nomes un 1% te MC

heterozigot




HLA DQ2-DQ8

Practicament tots els celiacs han de ser
HLA +

El principal paper dels HLA és excloure la
malaltia

En pacients de risc es recomana iniciar
I'estudi per HLA




SEROLOGIES

Prediccio de malaltia >90% S i E
Anti-endomisi + especific 98-100%
Anti-gliadina:

< 2 anys

Elevada sospita clinica i altres marcadors
negatius

Anti-transglutaminasa 2: Alta Si E
IgA mes especific que IgG




Evindece Report 2010. ESPGHAN

CD PREDICTION BY ANTIBODIES

Positive Negative Odds

likelihood ratio likelihood ratio ratio

EMA /IgA 31.8 0.067 553
Anti-TG2 /IgA 21.8 0.060 469
Anti-DGP /IgG 13.6 0.061 234
Anti-DGP /IgA 9.4 0.121 86.1
AGA /IgA 7.3 0.186 40.6




Antl TG 7 Celilaguia

= Antigen TG2 s’expressa a intesti, fetge, muscul,
SNC

- POSITIU DEBIL: infeccions, tumors, dany
tissular, autoimmunitat, MII

Simndrome de Down: Rumbe 2002, Shamaly 2007

Pacients amb patologia autoimmune 1 tumoral: Sardy 2007
Patologia hepatica: Fillalta 2003, Bizzarre 2007

Patologia Cardiaca: Peracchi 2002, De Bem 2000, Di Tola 2008
Psonasis: Damasiewicz-Bodzek 2008

Infeccions comuns da la infancia (EBV): Ferrara 2010




Clin Exp Immunaol. 2010 February; 13902 217-223. PMCID: PMC2E10390
doi: 10.1111.4.1365-2245 2009.04054 x

Anti-transglutaminase antibodies in non-coeliac children suffering from infectious
diseases

F Ferrara,”® 5 Quaglia,”® | Caputo * C Esposito ¥ M Lepretti ¥ S Pastore,” B Giorgi,” S Martelossi,” G Dal Molin,™ N Di Toro,”
A Ventura,” and T Not’

CONCLUSIO
Produccio d’ATG de forma transitoria i independent
del gluten, en nens, durant una infeccio virica




Enteropatia lleu

= Els anticossos poden ser positius abans que
aparegui atrofia. FALSOS +

Mé&ki, N Engl J Med 2003
Paparo, Am J Gas 2005
Simell, Am J Gas 2007
Kurppa, J Pediatr 2012

= Els anticossos poden estar presents nomeés en els
teixits. FALSOS -

Karpati, J Invest Dermatol 1988
Koskinen, JPGN 2008
Maglio, JPGN 2012



Interpretacio de les serologies:

Nivells Ig A (<0.2g/l)

Edat pacient

Presa d'immunosupressors
Variabilitat inter-laboratoris
Quantitat gluten en la ingesta:

= Dosi minima per provocar: 15g gluten/dia

= Si suspes durant varies setmanes-mesos:
no valorable



BIOPSIA

Troballa histologica especifica
atrofia vellositaria
hiperplasia de criptes
augment limfocits intraepitel-lials

NO de mostres:

4 de la 22 porcido duodenal i 1 del bulb
Per augmentar especificitat:
Tecniques d’ immunohistoquimica
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: Symptoms ;
: Few or no symptums
r—
= Little malabsorption * Minirmal malabsoarption + Extensive malabsorption
« Mo villous atrophy « Partial villous atrophy + Complete villous atrophy
* Litthe crypt hyperplasia + Some crypt hyperplasia + Marked crypt hyparplasia
*increased IELs * Increased IELs * Imcreased IELs

CLASIFICACIO DE MARSH
TIPUS O - MUCOSA NORMAL
- No signes de malaltia
TIPUS 1 - LESIO INFILTRATIVA

- Increment de LIE (limfocits
intraepitel-lials)

TIPUS 2 - LESIO HIPERPLASICA

- Increment de LIE i hiperplasia
criptica

TIPUS 3 - LESIO DESTRUCTIVA

3 subgrups segons l'atrofia de la
mucosa:
Lleu (3A) - Moderada (3B) -
Severa (3C)
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BIOPSIA. Inconvenients

INVASIVA
Mala tecnica en la biopsia
No patognomonica

Dx dif:

Immunodeficiencies, APLV o a soja,
Giardia, Sobrecreixement bacteria,
Sprue, diarrea intractable




= Només un 10% tenen MC

= Ens podem ajudar de:
- HLA DQ2-8
= Determinacio ATG2 en la mucosa
= Anti-endomisi

= Elevacio de limfocits intraepitelials amb
IMMUNOHISTOQUIMICA




A qui hem d’estudiar?

GRUP 2
Asimptomatics
amb elevat risc

Simptomatics

Familiars 1r grau 10-20%
DM 1 3-12%

Tiroiditis autoimmune 7%
Hepatitis autoimmune 13%
Sd Down 5-12%
Sd Turner 2-5%
Sd Williams 9%
Deficit IgA 2-8%




Algoritme pacients simptomatics

/

IgA TG + IgA total Considerar:
— ~ Deficit IgA
< 2 anys
TG + TG - — No MC { | gaixa ingesta gluten
v Farmacs
Remetre a Gastroenteroleg Simptomes greus
. _ Malalties associades
Comentar amb la familia les 2 vies dx \
\ T
TG >10 cut off TG <10 cut off
i/o EM -, HLA -
m —
EM + TG + EM - BIOPSIA
HLA + HLA - HLA - Marsh 0-1 Marsh 2-3
‘L v Considerar: l

Considerar Considerar Serologia fals positiu

fals negatiu fals positiu HLA fals negatiu

| BX Celiac potencial
DSG Valorar citometria DSG

Seguiment: clinic,
serologic, histologic




Table 1. The positive predictive value (PPV) for different
cut-offs of IgA-tissue transglutaminase antibody (TGA)
levels in 146 patients

TGA* cut-off No. patients
Coeliac Not coeliac

Us/mL *ULN disease disease PPV (20)
10 3.3 139 7 95
20 6.7 112 2 098

[ 30 10 91 0 100 |

50 16.7 68 0 100

=100 =33 34 O 100

*TGA is expressed as U/mL and as multiples of the upper
limit of normal (ULN).

Hill Aliment Pharm Ther 2008
Dahlbom et al JPGN. 2009



ESPGHAN Evidence Report 2010
antibodies v.s. biopsy

search 1: n=1,418 search 2: n=402 Search 3- n=778

EMBASE, Medline Medline Embase 15.07_2007-01.09_2D09

01.01.2004-15.07 2007 17.07.07-15.09.2008 Medline 15.09.2008-01.09_2009
n=2 598

Entering Level 1 screening

n=2242 + 22 no full text
A excluded

W

Symptomatic children
Histology Marsh Il or Il n=334 Full text

as independent Entering Level 2 screening
reference test for diagnosis s [r=2a7
excluded
n=87
Entening Level 3 screening N = 71 excluded based on E1-8:
5 Mo biopsy
g— k — -"!"gE

~ N T Quality etc.
= 16 publicafi
Giersiepen 2010 Tnﬂuuezuinldataﬂ;:nmesﬁ,)
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ESPGHAN

= Clinica suggestiva

= Anti endomisi +

= ATGt >10 x valors normals
= HLA +

NO BIOPSIA



Algoritme grups de risc (assimptomatics)

HLA DQ2-8 (+/-TG)

el T No MC
HLA + HLA- | — | 0"
No risc
v
IgA TG + IgA total
I
v v v
TG > 3 cut off TG < 3 cut off TG negatius
\’ v \ v
BIOPSIA < EM + EM - No MC
v v Considerar transitori Considerar:
Marsh 2-3  Marsh 0-1 Fals positiu TG Deficit IgA
Falsos negatius
l Baixa ingesta gluten
Dieta normal Farmacs

Considerar serologia fals +
Celiac potencial

DSG




Provocacio

Dx < 2 anys que no tenien ATG i AE +
No en < 5 anys ni en brot puberal
Provocacio durant 2 anys

Si persisteix negatiu es recomana
seguiment



Beikost i COMMITTEE on NUTRITION ESPGHAN 2008

S

>

Es prudente evitar la introduccién precoz (< 4 meses) y

.

tardia (2 7 meses) del gluten, e introducirlo gradualmente
mientras recibe todavia LM, porque puede reducir el riesgo

de EC, diabetes mellitus tipo 1 y alergia al trigo

. A

Canciusmns | |

In the absence of clear endence in order to decrease the risk of later coeliac
disease, it is reasonable to avoid both early (<4 months) and late
(=7 months) introduction of gluten, and to introduce gluten while the infant
is still being breastfed. Future studies may clarify the remaining uncertainties.

Aliment Pharmace! Ther 2012; 36: 607-618
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» Populatian study

Who we are
Links
Saarch
Contact
Mewslatier
Fiyers

Symgosla LUMC [Duich)

‘You are here: Home ¢ Praject

Cogliac diszzs= (CD) &2 chronic disorder caused by hypersansitivity to some of the most common proteins (gluten) in the dist of
the Europsan population. CD affects as much as 1% of the Europeans (2.5 million people] and is the most commen food
intolerance in Europe. If recognised, CO patients hawve anly Bmited access to safe gluten free products and there is no causal
therapy available.

The project is part of the multicenter European project PREVENTCD (from "to prevent coeliac disease”) and is divided in 2 studies:
the population study, which is performed in Sweden, and the family study. This website of PREVENTCD will mostly give you
information on the family study. If you want to hawve more information of the population study, go o
www.umu_sephmediepidemi/caliakiletics . The family study of PREVENTCD will be performed by 10 European countries and a
total of 1000 children will be involved. The participating children and mothers will be followed during 1 to 2 years. The project will
study the influence of the dietary history in the prevention of coeliac disease, The idea is if graduzlly small amounts of food
substances are administerad, the immune system “learns’ not to respond to this substance. This i also called "desensitisation” or
"induction of tolerance’, Recent Swedish studies indicate that giving small amaunts of gluten o a newbaorn during the pericd of
brezst-feeding may prevent the development of coeliac disease. This has never been investigated in children from “coelizc disease
familizs’,

The general objective of PREVENTCD is to significantly reduce the number of people suffering from CD in Eurcps, by developing
primary prevention sirategies for CD.




Eur J Gastroentersl Hepatol. 2010 Dec:22(12):1424-30.
The PreventCD Study design: towards new strategies for the prevention of coeliac
disease.

Hogen Esch CE, Roséen A, Auricchio B, Romanos J, Chmielewska A, Putter H. Ivarsson A, Szajewska H, Koning F. Wilmenga C,
Troncone R, Mearin ML. PreveniCD Study Group.

Depariment of Pediatric Gasfroenterclogy, Leiden University Medical Cenfer, Leiden, The Metherlands. c.e. hogen_sschi@lumc.nl

Abstract

BACKGROUND: PreventCD (www preventcd.com) is a European multicentre study, which studies the influence of infant
nutrition, and that of genetic, immunologic and environmental factors, on the risk of developing coeliac disease (CD). The
hypothesis is that it is possible to induce tolerance to gluten by introducing small quantities of gluten to infants, preferably
while they are still being breast-fed, and that this might also reduce the risk for related autoimmune disorders.

AIM: To describe the design of this ongoing European CD research project.

METHODS: PreventCD encompasses two study designs and two study populations: (i) a European multicentre study: a
prospective, double-blind, randomized dietary-intervention study among infants from families with high risk of CD, and {ii)
a Swedish population-based CD screening study among 12-year-olds from the general population, divided into two birth
cohorts that differ with respect to infant feeding practices.

DISCUSSION: PreventCD is expected to elucidate some of the genetic and immunological mechanisms involved in the
process of immune intolerance.
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MONITORITZACIO

am J Clin Muir. 2012 Mar;95(3):670-7. Epub 2012 Jan 13.

Monitoring of gluten-free diet compliance in celiac patients by assessment of
gliadin 33-mer equivalent epitopes in feces.

Comino |, Real A, Vivas S, Siglez Mﬁt, Caminero A, Mistal E, Casgueiro J, Rodriquez-Herrera A, Cebolla A, Sousa C.

Departamento de Microbiologia y Parasitologia. Facultad de Farmacia, Universidad de Sevilla, Seville, Spain.
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= Screening si simptomes: ATG/IgA

= Screening en pacients de risc:
ATG/IgA/HLA DQ2-DQ8

= DQ2/DQ8 +: no malaltia, risc

= Si ATG +, derivar a Gastroenteroleg

= No retirar gluten abans de la visita amb el
Gastroenteroleg

= En alguns casos MOLT DETERMINATS no es fara
biopsia
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