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ENTEROPATIA AUTOIMMUNE
AIE, autoimmune enteropathy

CRITERI DIAGNOSTICI ¹

1. Diarrea cronica e severa

2. Nessuna risposta alle diete di eliminazione

3. Presenza di autoanticorpi intestinali circolanti e/o malattie
autoimmuni associate

4. Assenza di immunodeficienza severa primitiva

¹Unsworth DJ, Walker - Smith JA. J Pediatr Gastroenterol Nutr , 1985

Å 29% dei casi di diarrea intrattabile
Goulet OJ et al. J Pediatr Gastroenterol Nutr , 1998

Å Età alla diagnosi: dalla nascita a 15.9 anni (media 4.1 anni)

Singhi AD et al. Mod Pathol , 2013



ISTOLOGIA

Alterazioni tipicamente presenti nel piccolo intestino

Å Appiattimento dei villi

Å Iperplasia delle cripte

Å Criptite e ascessi criptici

Å Apoptosi delle cripte (patognomonico,

spesso mascherato dalla criptite e

dagli ascessi criptici)

Å Espansione delle cellule infiammatorie

mononucleate della lamina propria

Å Frequenti caratteri di overlap con la

malattia celiaca (linfocitosi intraepiteliale)

Singhi AD et al. Mod Pathol , 2013



AUTOANTICORPI

Å Anticorpi anti-enterociti IgG 33%

Å Anticorpi anti-enterociti IgM 7%

Å Anticorpi anti-enterociti IgA 7%

Å Anticorpi anti-globet cell IgG 27%

Å Anticorpi anti-enterociti + anti globet cell IgG 13%

Akram S et al. Clin Gastroenterol Hepatol , 2007

Anticorpi anti - enterociti ( IgG , IgM , IgA ) presenti nel 79% dei casi

Positivizzazione successiva alla comparsa della sintomatologia (occasionale)

RUOLO SECONDARIO NELLA PATOGENESI (COMPARSA SUCCESSIVA
AL DANNO MUCOSALE E SCOMPARSA PRECEDENTE ALLA RESTITUTIO AD
INTEGRUM)

PRESENZA NON PATOGNOMONICA (PRESENTI ANCHE IN ALTRE
CONDIZIONI)



43 % DEI CASI CON STORIA DI IMMUNODEFICIENZE

Å Immunodeficienza comune variabile (n= 2)

Å Ipogammaglobulinemia (n= 1)

Å IPEX, mutazione gene FOXP3 (n= 1)

Å APECED, mutazione gene AIRE (n= 1)

Å Deficit dellôE3 ubiquitina ligasi ITCH (n= 1)

60 % MALATTIE AUTOIMMUNITARIE CORRELATE

ÅArtrite reumatoide giovanile (n= 2)

ÅTiroidite autoimmune (n= 2)

ÅMalattia celiaca (n= 2)

ÅGastrite atrofica autoimmune (n= 1)

ÅEpatite autoimmune (n= 1)

ÅAsma (n= 1)

Singhi AD et al. Mod Pathol , 2013



TERAPIA

ÅNessuna terapia risolutiva

ÅFrequenti recidive

ÅTerapia immunosoppressiva:

Å Ciclosporina +++

Å 6 - MP

Å Anti - TNFŬ

Å Idratazione

ÅSupporto nutrizionale



AUTOIMMUNE ENTEROPATHY (AIE) IN A 13 -YEAR -OLD CELIAC

GIRL SUCCESSFULLY TREATED WITH INFLIXIMAB . Valitutti F, Corazza
GR,ΧΧΧΧ.andCucchiaraS. JClinGastroenterol2014;4:264-6

AIE: a rare cause of small bowel villous atrophy, characterizedby malabsorption,
unresponsivenessto dietary restriction,circulatingautoantibodiesto enterocytes,and an
overall predisposition to autoimmunity. Albeit mainly regarded as a diseaseof early
childhood,severaladult-onsetAIEcaseshavebeenidentified.

Thisreport describesfor the first time the life-threatening clinical presentationand the
managementof overlappingAIEin a compliant-to-diet youngceliacgirl.

A 13-year-old celiac girl was admitted becauseof vomiting, weight loss, diarrhea,
hypoproteinemiaΧΧΧΧΧ.
Alwayscomplianton a strict GFD,medicalhistoryunremarkable.
AIEdiagnosedon histologicfindingsandon presenceof antienterocyteantibodies.

Initially treated with high-dose Methylprednisoloneand Azathioprine,only Infliximab
proveditself asa highly effectivetool for achievingclinicalremissionand restoringsmall
bowel villousarchitecture.
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CROSS-TALK BETWEEN HOST CELLS, RESIDENT MICROBIOTA AND ENVIRONMENT
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MECHANISMS OF INFLAMMATORY BOWEL DISEASE



DYSBIOSIS in IBD (Peterson, Cell Host & Microbe, 2008)



Technologies to investigate the gut microbiota



2012



NON-INVASIVE MAPPING OF THE GASTROINTESTINAL MICROBIOTA IDENTIFIES

CHILDREN WITH INFLAMMATORY BOWEL DISEASE. PLoSOne2013; 7(6): e39242.

To investigate 16S rRNA sequencing of fecal samples and new analytical

methods (synthetic learning in microbial ecology) (SLiME) to assess

differences in the microbiota of children with IBD and other GI disorders

An approach capable of routinely differentiating children with IBD from

controls with other GI diseases in a case-control study of 91 pediatric

patients.

The methodology shows high sensitivity and specificity over a range of

disease prevalence and it can be used to

i) identify key taxa associated with each disease state

ii) discriminate CD and UC

iii) differentiate patients with active disease from those in remission.

Next-generation sequencing and robust statistical analysis using machine learning

techniques and, significantly, is a test for IBD based on non-invasive fecal sampling.



NON-INVASIVE MAPPING OF THE GASTROINTESTINAL MICROBIOTA IDENTIFIES

CHILDREN WITH INFLAMMATORY BOWEL DISEASE. PLoSOne. 2012; 7(6): e39242.

Taxa in the pediatric data set

(stool-based) and the Frank

et al. data set (tissue-based)

agree in their relative

abundance.

Mean difference in normalized

abundance between IBD

samples and control samples

is plotted for each taxa.

Positive values (x-axis) mean

the taxa is more prevalent in

IBD samples; negative values

are associated with taxa more

abundant in control samples.

Stool-based and tissue-based

data set are differentially

colored (dark blue and light

blue respectively).

Frank DN et al. Molecular-phylogenetic characterization of microbial community imbalances in human inflammatory bowel
diseases. PNAS2007;104:13780ς13785



NON-INVASIVE MAPPING OF THE GASTROINTESTINAL MICROBIOTA IDENTIFIES

CHILDREN WITH INFLAMMATORY BOWEL DISEASE. PLoSOne. 2012; 7(6): e39242.

A) ROCcurvefor the classificationof CDvsUCin sampleswherediagnosisof IBDis
alreadyestablished. Below, ROCcurve for the classificationof each diseaseclass
againstall other classes. (B) Strengthof associationfor the best features(q-value
<0.05) whichallowdiscriminationbetweenCDandUC.

Discrimination of CD and UC

Activity levels are considered simultaneously, employing the Kruskal-Wallis test.

Grey bar: the strength of the association between the features and the disease

state. Color bars: the average percentage of reads for each disease activity level.
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Examples for effects of dietary components on intestinal permeability and

translocation of bacteria



Environment and pathogenesis of CrohnôsDisease: bacterial penetration cycle

hypothesis. Inflamm Bowel Dis 2013;19:1322-9



DIETARY ROADS TO COLITIS

Fat, bile and gut microbes. Nature 2012;487:47-48





SIEROLOGIA
Genetica
Markers: 

p-ANCA, ASCA, 
anti-OMPC, 
anti-Ŏ.ƛǊмΧΦΦ

1. ISTOLOGIA

2. SCENARIO CITOCHINE 

MUCOSALI:

TH1, TH2, TH17

Signaling pathways

Molecole di adesioneé..

3. MICROBIOMA:

metagenomica, 

metatrascrittomicaéé

Feci, Urine:

METABOLOMICA



DEFINING IBD SUBTYPES
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IBD 1 IBD 2 IBD 3 IBDé..UC CD

DEFINING IBD: current vs future

Names vs Mechanistic subsets

From S.Targan, DDW 2013

20th CENTURY 21st CENTURY

Target therapy to pathogenesis

Multiple homogeneous disease phenotypes based on

mechanismsééé..serology, genotype,microbioma,

mucosal cytokine scenarioéé..
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MODERNO ALGORITMO DIAGNOSTICO DELLE MALATTIE INFIAMMATORIE INTESTINALI 

Sintomi e segni clinici di IBD DIAGNOSI DIFFERENZIALE infezioni, vasculiti, 

immunodeficienze, 

allergie alimentari, 

linfomi, malassorbimento, 

epatopatia cronica, artrite 

reumatoide, dolori 

addominali ricorrenti 

funzionali, etcéé..

Indici di nutrizione, attività, assorbimento,

coprocoltura allargata, Clostridium difficile,

ASCA, pANCA, anti-OmpC, calprotectina-

lattoferrina fecale (altri markers fecali:

HMGB1, neopterinaééé)

DIAGNOSTICA IMMAGINI

Ultrasonografia (SICUS)  +++, RM con gadolinio  +++

Rx contrasto + (no, ?)    Scintigrafia + (no, ?)

Malattia di Crohn

Colite Ulcerosa

IBD classificata (IBD-U)

Follow up
Sierologia,

Markers fecali,

Imaging

I . Colonoscopia, Esofagogastroduodenoscopia, Istologia

II . Videocapsula, Device -Assisted Enteroscopia



Inflammatory Bowel Diseases 2012;18:1760-76
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