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Classic Old School Celiac Disease 





Clinical Correlation is Mandatory 
Å HLA testing:  absence of HLA DQ2 and DQ8 

 essentially excludes celiac disease 

Å Serologic tests: 

ς Anti-tissue transglutaminase IgA (gold standard) 

ς Anti-endomysium IgA antibody 

ς Anti-deaminated gliadin peptide IgA 

ς [Anti-gliadin IgA ς no longer recommended] 

Å IgA deficient individuals (quant IgA level): 

ς Anti-TTG IgG (gold standard) 

ς Anti-DGP IgG 

Rubio-Tapia A et al. ACG Clinical Guidelines: diagnosis and management of celiac disease. 
Am J Gastroenterol 2013; 108:656-76.  



Complete Villous Flattening 
with Crypt Hyperplasia 

Å CELIAC DISEASE 

 
Å Autoimmune enterocolitis 

Å Viral enteritis (rare cases) 

Å Tropical sprue (rare cases) 

Å Common variable immunodeficiency (rare cases) 

Å Medication (sartan) induced enteropathy 



Clinical History  
 

Å 32 year old male with abdominal 

 distress and diarrhea 

Å Endoscopic findings: 

ï Esophagus & stomach normal 

ï Flattening and decreased folds in the 2nd 

 and 3rd parts of the duodenum 

ï Scalloped folds in the 2nd part of the 

 duodenum 

 

11-26029 



Moderate villous blunting and crypt hyperplasia 



Increased intra-epithelial lymphocytes 



Increased lamina propria mononuclear cells 



No Knowledge of Celiac Panel Results 

Upper GI endoscopic biopsies, duodenum: 

 - Duodenal mucosa with moderate villous 

 blunting and increased intraepithelial 

 lymphocytes. See comment 

 

Comment: Celiac disease is a diagnostic 

consideration.  Correlation with serologic 

tests results is necessary. 



Pathologist is Aware Celiac Panel is Positive 

Upper GI endoscopic biopsies, duodenum: 

 - Duodenal mucosa with moderate villous 

 blunting and increased intraepithelial 

 lymphocytes, consistent with celiac 

 disease. 

 



Provided Clinical History: 
Rule out celiac disease 

Normal duodenal mucosa 



Whether the celiac panel is: 
 - not known 
 - negative 
 - positive  
  

Upper GI endoscopic biopsies, duodenum: 

- Duodenal mucosa without diagnostic abnormality. 

See comment. 

 

Comment: Sections of these large and well 
oriented biopsies reveal that the duodenal villi are 
long and slender and there is no increase in 
intraepithelial lymphocytes. 



Malabsorptive Disorders 
Morphologic Patterns 

1. Complete villous blunting with crypt 

 hyperplasia 

2. Lesser degree of villous blunting with 

 crypt hyperplasia (focal or diffuse) 

3. Villous and crypt shortening (mucosal 

 atrophy) 

4. Normal mucosal architecture 

          + / -  ñdistinctive featuresò 

Intraepithelial lymphocytosis 



Marsh Classification 
Gastroenterology 1992; 102:330-54. 

ÅType 0 ï Normal architecture; no increase in IELs 

ÅType 1 ï Normal architecture; > 40 IEL 

ÅType 2 ï Crypt hyperplasia, normal villi; > 40 IELs 

ÅType 3 ï Crypt hyperplasia & villous blunting;  > 40 IELs 

ÅType 4 ï Crypt & villous atrophy 

             

                    



Modified Marsh Classification 

Type 0  Normal architecture; no increase in IELs 

Type 1  Normal architecture; > 25 IELs 

Type 2  Crypt hyperplasia, normal villi; > 25 IELs 

Type 3  Crypt hyperplasia, villous blunting; > 25 IELs 

3a ï mild villous blunting 

3b ï subtotal villous blunting 

3c ï total villous blunting 

Type 4  Crypt & villous atrophy 
             

                    

Oberhuber G et al. Eur J Gastroenterol Hepatol 1999; 11:1185-94. 



Current Treatment of Celiac Disease 
by Marsh/Oberhuber subtype 

Type 0  - Gluten free diet for symptomatic patients? 

Type 1  - Gluten free diet 

Type 2  - Gluten free diet 

Type 3   

3a    - Gluten free diet 

3b    - Gluten free diet 

3c    - Gluten free diet 

Type 4 - Gluten free diet (? and immunosuppression) 

             

                You donôt have to give a MARSH score  

             (unless it will make your clinician love you)               



Celiac Disease Type 1 (celiac serology panel positive) 



Celiac 

Disease 

Normal 



H&E CD3 

Veress B et al. Scand J Gastroenterol 2004; 39:138-44. 

Asymptomatic normal volunteers 

Cutoff of 20 IELs / 100 enterocytes  



CD3 Immunostain 

(donôt do this) 



Cutoff of 25 IELs/100 enterocytes 

3 celiac disease pts below cutoff (false negative) 

12 control patients above cutoff (false positive) 



 



 

Pitfall ς increased IELs near lymphoid aggregates 



Duodenal biopsies 



Celiac Disease Type 1 



 







 



One biopsy of duodenal bulb and four of the distal duodenum 








