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Podem diagnosticar Celiaquia®?

Com informem Bx budell prim
nformacio Clinica

nformacio Serologica
Histologia

Contem limfocits intraepitelials?
Fem IHQ?
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Budell prim — Que és normal? - Check-list

Superficie luminal i interfase epitelial
— Agents infecciosos (Giardia, Crypotosporidium, H.Pylori)

Enterocits

— Ribet absortiu, forma, alcada, vaquolitzacio, cal.liciformes, Panneth,
denudacié superficial, hiperplasia criptes...

Limfocits intraepitelials
— Patrd, numero, contem?

Arquitectura vellositaria i criptes
— Ratio 3:1; 5:1

Lamina propia
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Malaltia Celiaca
Quantes biopsies? - On biopsiar?

Biopsia de budell prim: Gold Standard del diagnostic de
malaltia celiaca

Distribucio irregular, heterogenia

4-6 biopsies duodenals, 2 del bulb

Dany mucosa budell prim te gradient proximal a distal

Curacio del budell prim en direccio distal a proximal
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Duode Normal — Limfocits intraepitelials (L

Limfocits Intraepitelials: “patré decrescendo”

« HE <20 LIE/100 enterocits (ratio 1:5)
« CD3: =25 LIEs/100 enterocits (ratio 1:4)
« LT citotoxics CD8+ receptor T superficie af




Contar o no contar limfocits intraepitelials?

HE: < 20 LIE/100 enterocits (ratio 1:5)

CD3: =25 LIE/100 enterocits (ratio 1:4)

“Métode puntes vellositats”™

— 5 vellositats ben orientades
(punta=20 enterocits)

— Normal: <5 LIE/20 enterocits
— Augment LIE: > 6 LIE/20 enterocits

— Suggestiu dESG: 6 a 12 LIEs/20
enterocits

Perdua del patré “decrescendo” normal




Malaltia Celiaca - Definicié 2

Malaltia Celiaca = esprue celiaca = esprue no tropical

= enteropatia induida pel gluten = enteropatia sensible
al gluten (ESG)

Alteracio immuno-mediada caracteritzada per
inflamacid cronica del budell prim, amb preséncia de
manifestacions sistémiques, que es presenta en
persones amb predisposicio genetica, al consumir
alguns cereals, inclos el blat



Patogenesi

« Susceptibilitat genética associada als antigens
leucocitaris humans:

— 95% al.lel HLA-DQ2. Heterodimers DQA1*0501;
DQB1*0201

— 5%, al.lel HLA-DQ8. Heterodimers DQA1*0201;
DQB1*0302

 Resposta immune mediada per LT i LB autoreactius
gue produeixen auto-anticossos contra gliadina,
endomisi, o transglutaminasa tissular



Epidemiologia

 Adults i nens
e 2-3 1
* Prevalencia 0,5-1% a Europa i EE.UU




Celiaquia - Ventall Clinic

Simptomatologia — longitut del budell afectat, no
severitat de lesid mucosa

Presentacio clinica:

— Malabsorcio, perdua pes, diarrea, esteatorrea

— Anémia per déficit de folat o ferro

— Flatulencia, deposicions toves, diarrees episodiques
— Alteracions neurologiques, osteoporosi

— 950% deficit vit K, D, proteines, tenzims hepatics

— Diagnostic de sindrome de colon irritable

Nens: |pes (40% < centil 10) i creixement (25%)

Adults: |alcada, retras puberal, deficit ferrro, anemia
megalobastica, raquitisme



Celiaquia - Ventall Clinic

» Altres alteracions autoimmunes
— Diabetes mellitus |
— Tiroiditis autoimmune
— Malaltia d’Addison
— Hepatitis autoimmune
— Cirrosi Biliar Primaria
— Colangitis esclerosant primaria
— Deéficit d'Immunoglobina A

 Alta prevalencia en alteracions genetiques
— Sindrome Down
— Sindrome Turner

* Risc a llarg plag: malaltia celiaca refractaria
— Limfoma / carcinomes gastrointestinals
— Dermatitis herpetiforme
— Osteopatia
— Alteracions endocrines, infertilitat, cardiomiopatia



Subtipus de sensibilitat al gluten

Forma Classica: Alteracions gastrointestinals
Diagnostic facil

Forma Silent: Asimptomatica, amb serologia
HLA- DQ2/DQ8 positiva i alteracions mucoses

Forma Latent: Asimptomatica. Serologia
positiva. Sense atrofia vellositaria o LIE.
Propens a desenvolupar celiaquia.

Dificil diagnostic

Forma Potencial: Predisposicio genetica
(familiars de primer grau), alteracions
Immunologiques, vellositats normals

Forma Refractaria: No responen a dieta
sense gluten. Mal pronostic, desenvolupen
infeccions i limfoma intestinal



Celiaquia - Diagnostic

Clinical Suspicion
Mot a gluten-free diet)

Serologic Screening* Small Bowel biopsy
el
Serologic Screening®

!

1. Serology Pos + Histology Neg
Review or repeat biopsy after 1-2 years
Arrange patient follow-up

All tests Either test

negative sitive .
9 po 2. Serplogy Pos + Histology Pos

Coeliac Disease confirmed

-

Consider other causes of enteritis

If no cause found, treat as Coeliac Disease
) ) HLA genotyping**

Diagnosis Small Bowel —————

excluded biopsy 4. Serology Neg + Histology Neg

Diagnosis excluded

* lgA tissus transglutaminass or
endomysial antibody
DGR 1gG antibodies

“aAbsence of alleles encoding
Oz, DOE make Coeliac Disease

uniikety Bai JC, et al. J Clin Gastroenterol. 2013



Biopsia Duodenal
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Tests Serologics

Anticossos classe IgA contra

— Transglutaminasa tissular (tTG) )*mes sensible
— endomisi (EMA)*més especifica

La preséncia i titols d'ambdés, tTG i EMA es
correlacionen amb el grau de dany mucos

Celiaquia seronegativa: 15% no descarta ESG
— Serologia negativa e
— Lesio histoldgica minima — LIE, pero... .,:
— Anticossos contra péptids deamidats de gliadina (DGP) [ #2H
— Deteccio de diposits immunes mucosos de tTG
— Nombre i patré de LIEs a puntes vellositats, augment LT yd

Tests serologics apoien el diagnotic, utils en deteccio
adherencia a dieta sense gluten i en seguiment



No consens en tractament

» Pacients amb LIE + arquitectura mucosa |
preservada (lesions Marsh |) ,,.

» Alteracions arquitecturals severes + serologla
negativa per a M.Celiaca (malaltia celiaca

seronegativa)




ELIGEBERG DE LA ENFERMEDAD CELIAGA

Celiaquia - Seronegativa

* Repte clinic

« Serologia negativa tTGA i gliadina

 Integracio criteris clinics, genetics, |
histologics

* Arquitectura vellositaria normal amb LIE
o lleu atrofia

« Anticossos contra DGP (peptids
diamidats de gliadina), 99% especifics

* Diposits immunologics a lamina propia
IgA tTGA, 1 sensibles

« Nombre i patro de LIEs, i LT yd



Antiga | noves classificacions
de la malaltia celiaca



GSE classification — Marsh-Oberhuber

Marsh Mn. Gluten major histocompatibility and the small intestine. A molecular and immunologic
aproach to the spectrum of gluten sensibility (celiac sprue). Gastroenterology 1992;102330-54

Tipo Linfocitos Criptas vellosidades
histologico mtraepiteliales glandulares
0 Normal Normal Normal .
40/100 Transgressio
Lesio (<40 ce) Tractat
I Infiltrativa 2umentado Normal Normal Latent
Lesic Asimptomatics
Hiperplésicé”‘"“““]' do Hiperplasia Normal Derm Herpet
[IIaLesio aumentado Hiperplasia Atrofia parcial
Destructiva
I11b aumentado Hiperplasia Atrofia subtotal
[Ilc aumentado Hiperplasia Atrofia total
Lesis Refractari

Hipoplasia
Atrofica

Atrofia TOTAL | jmfor

naT




Coeliac disease

G R Corazza, V Villanacci

Some considerations on the histological diagnosis
J Clin Pathol 2005;58:573-5/74.

Gluten-Sensitive Enteropathy (Celiac Disease)
Controversies in Diagnosis and Classification

Jdr'nl EFreari .'lA.r]’ Phin

WP L LT FCEN By TFW LS L -

Arch Pathol Lab Med. 2010;134:826-836



Enteropatia Sensible al Gluten
Classificacio - Corazza

Table 1 The histological diagnosis

of coeliac disease

Marsh—

Oberhuber Proposed
classification classification
T 1

T 3

Type 3c —  Grode B2
Type 4 - Deleted

Corazza GR, et al. J Clin Pathol. 2005



La “nova” versio d’'una “antiga” classificacio

Table 2. Classification Schemes For Pathologic
Evaluation of Gluten-Sensitive Enteropathy

Marsh, 5 Oberhuber Corazza & “New"
1992 et al,”® 1999 Villanaci,® 2005 Proposal
Type 1 Type 1 Grade A Type 1
Type 2 Type 2 Grade A Type 1
Type 3 Type 3A Grade B1 Type 2
Type 3B Grade B1 Type 2

Type 3C Grade B2 Type 3

Type 4 Type 4 obsolete obsolete

A. Ensari. Arch Pathol Lab Med. 2010;134:826-36
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Tipus 3 0 B2

A. Ensari. Arch Pathol Lab Med. 2010;134:826-36

Tipus 2 o B1

Tipus 10 A



Causes of ILEosis

|ELosis Villous Shortening/Flattening

HP-associated gastroduodenitis ~ Microvillus inclusion disease
Nongluten food hypersensitivity Autoimmune enteropathy

Infections (Giardia, Tropical sprue
Crypi‘us;mrfdfum, etc)

Bacterial overgrowth Refractory sprue

Drugs (primarily NSAIDs) Collagenous sprue

lgA deficiency Radiochemotherapy

Common variable Graft-versus-host disease
immunodeficiency

Crohn disease Nutritional deficiencies

Small-bowel allograft rejection  EITCL

Abbreviations: EITCL, enteropathy-induced T-cell lymphoma; GSE,
gluten-sensitive enteropathy; HP, Helicobacter pylori; |ELosis, intraep-
ithelial lymphocytosis; 1gA, immunoglobulin A; NSAIDs, nonsteroidal
anti-inflammatory drugs.



Major causes of villous
atrophy in adults

Rubio-Tapia, Murray.Gut. 2010

Pathologic findings characteristic but not diagnostic

. . *
Celiac Disease

Tropical Spru-:*

Adult-onset autoimmune enteropathy
Hypogammaglobulinemia

Idiopathic AIDS enteropathy

Pathologic findings could be diagnostic
Eosinophilic gastroenteritis

Whipple discase

Abetalipoproteinemia

Intestinal lymphoma

Collagenous sprue

Tuberculosis

Giardiasis

Crohn’s disease

Pathologic indings are non-specific

Small-bowel bacterial ':w.'vE:rgrq:n.".-‘lha‘t

. . ..
Infectious enteritis

- . . L]
Parasitic infestation
Severe malnutntion

Small-bowel 1schemia




Causes of non-responsive
Celiac Disease

(Gluten contamination

Microscopic colitis

Bactenal overgrowth

Pancreatic insufficiency

Fructose/lactose intolerance

Imtable bowel syndrome

Refractory Celiac Disease

| Other

Rubio-Tapia, Murray.Gut. 2010



Esprue Refractaria

Clinica d'ESG que no responen a dieta sense gluten
6-12 mesos de forma primaria (falta resposta inicial) o
secundaria (falta de resposta a dieta - recaiguda)

— Esprue Colagena
— Jejunitis Ulcerativa
— Limfoma T associat a enteropatia (EATL)

Tipus1: Feotip LIE normal (prednisona-azatioprina)

Tipus 2: Fenotip LIE anormal (clonal). Alt risc limfoma
T(CD103+/CD4-/CD8-/CD30+), reordenaments clonals gen TCR



Esprue
Colagena

E.Vakiani, et al. Mod Pathol 2010







Quan i Com diagnostiquem Celiaquia?

« Diagnostic descriptiu amb classificacio de la lesio
Localitzacio i nombre fragments
— Arquitectura vellositaria i rati cripta/vell
— LIEs
— Hiperplasia criptes

« Diagnostic dels canvis més severs - heterogeni
« Comunicacioé amb els clinics @

« Comentari: possibles diagnostics / diagnostics
diferencials / recomanar tests serologics, biopsies de
control
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