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INTRODUCTION 

• In the developed world, celiac disease (CD) is the most common 
cause of  enteropathy, but it is not always the diagnosis. 

•  Numerous other diseases should be explored in patients with 
villous atrophy without positive celiac serology (the so-called 
seronegative villous atrophy). 

•  This article will provide a practical approach to the workup and 
management of  seronegative villous atrophy. 



Step 1: Check for celiac 

•  When encountering a patient with villous atrophy, a reasonable first 

step is to evaluate for CD.  

• CD is common (affecting 1% of  the population) and under diagnosed, 

thus checking tissue transglutaminase antibodies (tTG) and total IgA is 

recommended. The gluten-free diet has become increasingly popular.  

• It is important to ensure that patients are on a regular diet when 

evaluated for CD to decrease the risk of  false negatives. 



Step 1: Check for celiac 

• To confirm a diagnosis of  CD, clinical, serologic, and histologic features 

should be considered.   

• Seronegative CD is characterized by some degree of  villous atrophy, absence 

of  typical serum markers, and response to the gluten-free diet. It can be a 

challenging diagnosis. 

• If  a patient does not possess the permissive haplotypes, human leukocyte 

antigen (HLA) DQ2 or DQ8, alternative diagnoses require contemplation. 



Step 2: Scrutinize biopsy 

• Artifact because of  poor orientation of  the biopsy can occur during slide 

preparation, making the villi erroneously appear atrophic; this can be a pitfall 

leading to overdiagnosis and unnecessary treatment. 

• It is important to have a pathologist with gastrointestinal expertise rereview 

the biopsies in light of  the suspicion of  nonceliac causes of  villous atrophy 

to seek clues to an alternative diagnosis and consider the necessity for special 

stains. Likewise, review the patient’s clinical, medication, and travel history 

antecedent to the biopsy. 

 



 



 



Step 2: Scrutinize biopsy 

 

• If  careful analysis of  the biopsy does not reveal the diagnosis, 

reassess the patient’s symptoms and history. 



Step 3: Reassess history 

• In taking the history, it is crucial to review recent medication including 
over-the-counter use. 

•  Nonsteroidal antiinflammatory drugs, immunosuppressants 
(azathioprine and mycophenolate mofetil), and angiotensin II receptor 
blockers are frequent culprit agents for drug-associated enteropathy. In 
particular, olmesartan has been associated with severe sprue like 
enteropathy.  

• Treatment is withdrawal of  drug which typically results in clinical and 
histological recovery. 



Step 3: Reassess history 

• It is equally important to seek a history of  travel or residence in 

countries at risk of  tropical sprue or in the case of  refugees, 

environmental enteropathy or infections.  

• Pay careful attention to water supply (giardiasis), endemic areas 

(tuberculosis), and tropical locations (Mexico, Central America, South 

Asia, and the Caribbean; tropical sprue) 



Step 3: Reassess history 

• obtain information on the patient’s risk factors for small intestine bacterial 

overgrowth (SIBO).  

• These include previous intestinal surgeries, anatomical abnormalities 

(strictures, fistulae, diverticula, and surgical blind loops), or motility disorders 

(diabetes, scleroderma, and small intestine pseudo-obstruction).  

•  In severe cases (approximately 25%), villous atrophy can be seen with SIBO, 

but oftentimes, villous architecture remains normal. 

 



 



Step 4: Test for a mimicker 

 

• Testing should be targeted based on clinical suspicion.  

• Laboratory testing may include folate, vitamin B12 levels, immunoglobulin 

levels, human immunodeficiency virus-1/-2 testing, and antienterocyte 

antibody (a marker for autoimmune enteropathy—a rare but important 

consideration).  

• Stool testing may include giardia stool antigen and stool ova and parasite. 

Breath testing for SIBO may be considered. 



Step 5: Management of  clinical uncertainty 

• we address what to do when there is no definitive diagnosis, Seronegative 

CD remains a significant consideration . 

• It is unclear why this phenomenon occurs, but one theory is that entrapped 

antibodies in the small intestine mucosa are unable to exit into the 

bloodstream. 



Step 5: Management of  clinical uncertainty 

• However, negative serology is often because of  IgA deficiency or gluten 

restriction as opposed to true seronegative CD. 

• A reasonable approach, and the one we advocate for, is to stratify a 

management strategy based on HLA DQ2/DQ8 testing. 

 

 



Step 5: Management of  clinical uncertainty 

• Patients with severe symptoms, nonpermissive genes, and unexplained 

seronegative villous atrophy often respond to steroids. 

•  Our first line is open-capsule budesonide and aggressive nutritional support 

if  malnutrition is present. 

• In young children, monogenic disorders that result in enteropathy are more 

common and engagement with a medical geneticist is suggested 



CONCLUSION 

• There are many histologic mimickers of  CD .Acomprehensive list is 

presented for reference . Based on the clinical scenario, the differential may 

need to address autoimmune, neoplastic, inflammatory, infiltrative, infectious, 

medicationrelated, ischemic, and other areas. 



CONCLUSION 

• A pathologist is an expert resource and enlisting their help may expedite 

correct diagnosis and prompt treatment. 

• After determining the etiology of  the villous atrophy, treatment can target 

the underlying cause; in cases of  clinical uncertainty. 

 



 



 



 



 



Thanks for your attention 


