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Wahnschaffe U, et al.  CGH 2007.

Initial Studies Suggest an Immune 
Mechanism for NCGS



Serologic Tests
• IgG AGA 

– Found in 40-70% of patients with NCGS
– 80-90% of celiac disease
– 5-25% of controls

• IgA AGA
– Found in 10% of NCGS
– 75-80% of celiac disease
– 2-10% of controls

• DGP
– <5% of NCGS
– >85% of celiac disease

• EMA/tTG negative by definition
Volta U, JCG 2012,  Leffler D, AJG 2010, Kull K, JG 1999, 
Jaeger C, Diabetes Care 2001 



Histologic Findings
• Villous architecture should be normal
• IELs may be increased; mean ~20-25
• Possible other findings include:

– Deposition of T lymphocyte clusters

Villanacci V, AJG 2013, Brottveit M, AJG 2013



Miscellaneous Tests

• In vitro basophil activation with increased 
CD63 expression

• Double blind placebo controlled challenge
• Oral patch test
• HLA testing

Carroccio I, et al CCLM 2013, Saneian H, IJP



Suggestions of Alteration in Immune 
Regulation

Sapone; BMC Med 2011



Camilleri; Gastro 2013



Evaluation of Gluten Responsive 
Symptoms in Clinical Practice

• 238 patients presenting for evaluation of 
gluten responsive symptoms without prior 
evaluation for celiac disease

• Evaluated:
• Final clinical diagnosis
• Demographics
• Presenting symptoms
• Serologic, genetic and histologic data
• Nutrient deficiencies
• Personal history of autoimmune disease
• Family history of celiac disease 

Kabbani T, under review



Results of Evaluation / Clinical Diagnosis

Kabbani T, under review



NCGS: Currently Diagnosis of Exclusion

96 12814

Kabbani T, under review



Conclusions
• Gluten sensitivity appears to be common but true 

prevalence is unknown
• Presence of tTG, EMA and likely DGP antibodies should 

preclude a diagnosis of NCGS
• Elevated AGA titers appear to be more common in 

NCGS but clinical utility is unclear
• Some promising biomarkers of NCGS but currently non 

validated
• Role of blinded oral challenge for diagnosis is unclear, 

possible role in research, unlikely in clinical practice
• Clinically, currently NGGS should be a diagnosis of 

exclusion in individuals with reliable response to gluten 
exposure and withdrawal in whom celiac disease has 
been excluded


