
morbo celiaco





Morbo celiaco celiac disease, celiac sprue, gluten-sensitive enteropathy
nontropical sprue

Lesione mucosale caratteristica dell’intestino tenue con
malassorbimento che migliora eliminando le gliadine (glutine)malassorbimento che migliora eliminando le gliadine (glutine)
del frumento dalla dieta.

Il morbo celiaco colpisce prevalentemente i soggetti di razza caucasica ed è rara negli africani, giapponesi
e cinesi.
In Europa la prevalenza è di 1:100-1:200, negli Usa 1:130-300







Patogenesi

Ipersensibilità al glutine, che è la proteina (gliadina)  alcool-solubile, insolubile in acqua componente il
frumento e del grano di avena, orzo e segale.

Reazione infiammatoria cronica, da parte dei linfociti T, con una componente autoimmune, che si sviluppa 
probabilmente come conseguenza della perdita di tolleranza nei confronti del glutine.
La mucosa dell’intestino tenue, quando esposta al glutine, accumula linfociti CD8+ a livello intraepiteliale e
numerosi CD4+ nella lamina propria, sensibilizzati nei confronti della gliadina. 

Nella patogenesi della malattia sono compresi fattori genetici predisponenti, il tipo di risposta del sistema
immunitario e fattori ambientali. 
Quasi tutti gli individui con morbo celiaco, condividono gli aplotipi per il complesso maggiore di 
istocompatibilità II HLA-DQ2 o HLA-DQ8:  sembra che la gliadina venga deaminata dalla transglutaminasi e 
che i peptidi deaminati si leghino a DQ2 e DQ8. Il riconoscimento di questi peptidi da parte dei linfociti CD4+ che i peptidi deaminati si leghino a DQ2 e DQ8. Il riconoscimento di questi peptidi da parte dei linfociti CD4+ 
porta alla secrezione di interferone γ che danneggia la mucosa intestinale.
E’ un’ipotesi che deve essere ancora dimostrata così come il perché i CD8+ si accumulano nell’epitelio. Infatti
i linfociti CD8+ non riconoscono la gliadina, ma sembrano rispondere alle molecole indotte dallo stress (IL-15) 
sulle cellule epiteliali. 
Le cellule epiteliali secernono grandi quantità di IL-15 che attivano le cellule T CD8+ e 
aumentano il rischio di sviluppo di linfoma intestinale.

Esiste una forte evidenza che genitori e fratelli di celiaci hanno un 
aumentato rischio di sviluppare la malattia, con una prevalenza che va 
dal 6 al 12%.





























Because all patients with celiac disease bear HLA-DQ2 or

HLA-DQ8, HLA-DQ2 or HLA-DQ8 transgenic mice should

render suitable models that replicate the pathogenesis of

celiac disease. Several transgenic mice have been developed

that express human CD4 and DQ8 in the absence of their

murine counterparts that would interfere with human

immunology.
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After being immunized with gliadin, the T cells of these

mice showed in vitro responses to gluten in a HLA-DQ8–

and CD4-restricted manner, whereas T cells from HLA-

DQ6 CD4 control mice did not develop a gliadin-specific

immune response.

Black et al. 2002





However, apart from high levels of anti-gliadin IgG antibodies, the mice did

not show any celiac pathology. The cytokine profile in these mice resembled

that of a regulatory phenotype, characterized by CD4CD25 T cells and

production of IL-10 and TGF-1, likely leading to tolerance to gliadin, whereas

celiac disease is driven by a Th1 response dominated by IFN-γ. Furthermore,

mice did not have circulating anti-TG2 or IgA anti-gliadin antibodies.





2 out of 14 gluten-fed HLA-DR3-DQ2 transgenic mice developed IgA

autoantibodies to TG2 and only 2 animals developed an increase in IELs. These

humanized mouse models indicate that gluten ingestion can be tolerated without

intestinal pathology even when HLA-DQ2-restricted CD4 T cell immunity to gluten is

established, thereby implicating additional factors in controlling the penetrance of

celiac disease. deKauwe et al. 2009
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Methods: Using ELISA-based antibody assays, we screened a population of

captive rhesus macaques with chronic diarrhea of non-infectious origin to

estimate the incidence of gluten sensitivity. A selected animal with elevated anti-

gliadin antibodies and a matched control were extensively studied through

alternating periods of gluten-free diet and gluten challenge. Blinded clinical and

histological evaluations were conducted to seek evidence for gluten sensitivity.histological evaluations were conducted to seek evidence for gluten sensitivity.

Results: When fed with a gluten-containing diet, gluten-sensitive macaques

showed signs and symptoms of celiac disease including chronic diarrhea,

malabsorptive steatorrhea, intestinal lesions and anti-gliadin antibodies. A

gluten-free diet reversed these clinical, histological and serological features,

while reintroduction of dietary gluten caused rapid relapse.

Conclusions: Gluten-sensitive rhesus macaques may be an attractive resource for

investigating both the pathogenesis and

the treatment of celiac disease.



A subset of 15 AGA+ animals (including those with the highest AGA levels) and

all healthy controls were further tested for the presence of anti-TG2

antibodies, which are known to be more specific and sensitive indicators of

celiac disease than AGA. Although three of these AGA+ individuals exhibited

elevated anti-TG2 antibodies relative to the controls, the increase was small (2-

fold), and did not correlate with AGA levels.



Spontaneously occurring gluten sensitivity was detected in 3% of a rhesus

macaque strain. Upon oral gluten ingestion, the affected monkeys developed

small intestinal pathology reminiscent of celiac disease, combined with

malabsorption and weight loss. Affected monkeys recovered after reinstitution

of a gluten-free diet. Gluten-sensitive animals had circulating IgA and IgG

antibodies to gliadin, and 3 of 15 displayed mildly elevated IgG anti–TG2 levels.

A problem is the rare spontaneous occurrence of the complete celiac disease

phenotype (0.6%) and the animal species (primates), which currently precludes

large-scale exploration of novel nondietary therapies in this model.








