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Lecture Objectives 
Gluten + Genes = Celiac Disease  

Not So Fast! 
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All disease begins in the gut - 

Hippocrates 460 BC  

The intestinal mucosa is the battlefield 

on which friends and foes need to be 

recognized and properly managed to 

find the ideal balance between 

tolerance and immune response. 

The gut is not like Las Vegas: what 

happens in the gut does not stay in 

the gut ï  

A.F. 2010 AC  

Celiac disease as the ideal paradigm to 

study how friends can become foes. 
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Celiac Disease as a Unique 

Model of Autoimmunity 

ÅThe only autoimmune disease in which specific 
MHC class II HLA (DQ2 and/or DQ8) are present in 
>95% of patients; 

ÅThe auto-antigen (tissue Transglutaminase) is 
known; 

ÅThe environmental trigger (gluten) is  known; 

ÅElimination of the environmental trigger leads to 
a complete resolution of the autoimmune process 
that can be re-ignited following re-exposure to 
gluten 



Celiac Disease  

Autoimmune Pathogenesis 

+ = 
Necessary and Sufficient 

 

(process starting when the 2 elements co-exist; i.e.: 

when baby food is introduced in the diet) 



Gastrointestinal Manifestations 

(ñClassicò) 
Most common age of 

presentation: 6-24 months 
 

Å Chronic or recurrent diarrhea 

Å Abdominal distension 

Å Anorexia 

Å Failure to thrive or weight loss 

Å Abdominal pain 

Å     Vomiting 

Å     Constipation 

Å     Irritability 

Rarely: Celiac crisis 



The Clinical Manifestations of Celiac Disease are More 

Heterogeneous Than Previously Appreciated 

A. Fasano, N Engl J Med 2003;348:2568-70. 



Diagnostic principles 

ÅConfirm diagnosis before treating 

ïDiagnosis of Celiac Disease mandates a strict 

gluten-free diet for life 

Åfollowing the diet is not easy 

ÅQOL implications 

ÅFailure to treat has potential long term 

adverse health consequences 
Åincreased morbidity and mortality 

Diagnosis 



Serological Test Comparison 

Farrell RJ, and Kelly CP.  Am J Gastroenterol 2001;96:3237-46. 

  Sensitivity % Specificity % 
 
 AGA-IgG 69 ï 85 73 ï 90 

 AGA-IgA 75 ï 90 82 ï 95 

 EMA (IgA) 85 ï 98   97 ï 100 

 TTG (IgA) 90 ï 98 94 ï 97 




