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This policy is a Sandhills Center Clinical Coverage Policy adopted from AmeriHealth Caritas of North Carolina. These clinical policies are 
used to assist with making coverage determinations. Sandhills Center’s clinical policies are based on guidelines from established industry 
sources, such as the Centers for Medicare & Medicaid Services (CMS), state regulatory agencies, the American Medical Association 
(AMA), medical specialty professional societies, and peer-reviewed professional literature. These clinical policies along with other sources, 
such as plan benefits and state and federal laws and regulatory requirements, including any state- or plan-specific definition of “medically 
necessary,” and the specific facts of the particular situation are considered by Sandhills Center when making coverage determinations. In 
the event of conflict between this clinical policy and plan benefits and/or state or federal laws and/or regulatory requirements, the plan 
benefits and/or state and federal laws and/or regulatory requirements shall control. Sandhills Center clinical policies are for informational 
purposes only and not intended as medical advice or to direct treatment. Physicians and other health care providers are solely responsible 
for the treatment decisions for their patients. Sandhills Center’s clinical policies are reflective of evidence-based medicine at the time of 
review. As medical science evolves, Sandhills Center will update its clinical policies as necessary. Sandhills Center clinical policies are not 
guarantees of payment. 
 

Serologic testing of immunoglobulin A or G antibodies against endomysial, tissue transglutaminase, and 
deamidated gliadin peptides is clinically proven and, therefore, medically necessary for the following indications 
(Hill, 2016; National Institute for Health and Care Excellence, 2019; Rubio-Tapia, 2013): 

• To screen members with signs or symptoms suggestive of celiac disease while on a gluten-containing 
diet. 

• To screen pediatric members for celiac disease who are at increased risk for celiac disease (e.g., first- 
degree relatives of an index case or people with trisomy 21, Turner syndrome, Williams syndrome, 
immunoglobulin A deficiency, or other autoimmune conditions) with no, very minor, or less typical 
symptoms. 

• To confirm celiac disease in the presence of a negative biopsy and strong suspicion for celiac disease 
(immunoglobulin A-tissue transglutaminase is recommended) (Husby, 2019). 

• To monitor response to a gluten-free diet in members with celiac disease. 
• For annual monitoring once serology has normalized and symptoms have resolved. 
• To rule out celiac disease in members with irritable bowel syndrome and diarrhea (immunoglobulin A 

tissue transglutaminase and a quantitative immunoglobulin A level are recommended) (Lacy, 2021). 

Testing of total serum immunoglobulin A is clinically proven and, therefore, medically necessary for members with 
symptoms suggestive of celiac disease and either (Hill, 2016; Husby, 2019; Rubio-Tapia, 2013): 

• Indeterminate screening serology results. 

Coverage policy 
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• Suspected immunoglobulin A deficiency. 

Once per lifetime human leukocyte antigen-DQ2 and -DQ8 genetic testing is clinically proven and, therefore, 
medically necessary to rule out celiac disease for the following indications (Hill, 2016; National Institute for Health 
and Care Excellence, 2019; Rubio-Tapia, 2013): 

• Discordant serologic and histologic biopsy findings. 
• Persistent symptoms that warrant testing despite negative serology and histology. 
• Uncertain diagnosis due to inconclusive celiac antibody testing, histology, or a prior gluten-free diet 

(Husby, 2019). 

Limitations 

Serologic tests of anti-reticulin antibodies or anti-gliadin antibodies lack optimal sensitivity and specificity for 
routine diagnostic use and are not medically necessary. 

Frequency of serologic testing for monitoring response to a gluten-free diet is limited to every three to six months, 
until serology has normalized and symptoms have resolved, after which annual testing is medically necessary 
(Hill, 2016; Husby, 2019). 

All other uses of diagnostic testing for celiac disease are not medically necessary, including (Bibbins-Domingo, 
2017; Chou, 2017; Hill, 2016; National Institute for Health and Care Excellence, 2019; Rubio-Tapia, 2013): 

• Screening adult members for asymptomatic celiac disease using serologic testing. 
• Screening members for asymptomatic celiac disease using self-tests and/or point-of-care tests as a 

substitute for serologic testing. 
• Using serologic testing as an alternative to biopsy (Husby, 2019). 
• Using sequential measurement of endomysial antibodies. 
• Using human leukocyte antigen-DQ2 and -DQ8 testing in the initial diagnosis of celiac disease. However, 

its high negative predictive value may be of use to gastrointestinal specialists in specific clinical situations. 

Alternative covered services 

Clinical evaluation by physicians and appropriate standard diagnostic procedures. 
 

Gluten is a complex of water-insoluble proteins from wheat, rye, and barley that are poorly digested in the human 
intestine. The immune reaction to gluten triggers an inflammatory response in the small intestine that impedes 
absorption of nutrients from ingested food. Gluten sensitivity disorders are common causes of chronic 
malabsorption in all age groups (Leonard, 2017). 

Celiac disease is a chronic small intestinal immune-mediated enteropathy precipitated by exposure to dietary 
gluten in individuals who are genetically predisposed to specific human leukocyte antigen-DQ2 and human 
leukocyte antigen-DQ8 genetic markers (Leonard, 2017; Ludvigsson, 2012). Differentiating celiac disease from 
other disorders can be difficult because of the variety of non-specific gastrointestinal and non-gastrointestinal 
signs and symptoms at presentation; some patients may present with no symptoms or exhibit gluten sensitivity 
without celiac disease (Leonard, 2017). 

Treatment for gluten sensitivity requires adherence to a gluten-free diet to allow intestinal healing and alleviate 
symptoms. The main hurdles for treating celiac disease are identifying which tests to use for appropriate diagnosis 
and avoiding unnecessary testing (Leonard, 2017). Duodenal biopsies in patients following a gluten- containing 
diet may be required for diagnostic confirmation and differential diagnosis of other malabsorptive disorders 
(Ludvigsson, 2013). Serologic and genetic tests are available for screening. 

Background 
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Serologic tests detect the presence of specific antibodies. Anti-reticulin antibodies have historically been used, 
but they lack optimal sensitivities and specificities for routine diagnostic use and are considered obsolete. 
Antiendomysial antibodies, anti-tissue transglutaminase antibodies, and deamidated anti-gliadin peptide 
antibodies in blood serum are used more commonly in celiac diagnosis (Ludvigsson, 2013). For each serologic 
test, both immunoglobulins A and G can be measured; however, immunoglobulin A measurement is the standard 
for diagnosing celiac disease. The newest serologic tests, deamidated gliadin peptide antibody tests, are believed 
to be more specific to celiac disease than tests of native peptides. Tests that are able to assay both 
immunoglobulin A and immunoglobulin G could be used potentially in individuals regardless of immunoglobulin A 
deficiency status. 

Point of care tests are emerging as potential alternatives to laboratory-based serologic tests (Popp, 2013). Point 
of care tests require serum or whole blood samples. They are reportedly quick, economical, and easy to use, and 
can be performed on-site in the provider’s office and in primary care settings without the need for laboratory 
analysis. Active case finding using point of care tests may help shorten diagnostic delays, particularly in populations 
where diagnostic uncertainty is high. 

Genetic tests identify a genetic predisposition to celiac disease (Rubio-Tapia, 2013). Human leukocyte antigen- 
DQ genotyping is performed by polymerase chain reaction with sequence-specific primers or hybridization of 
sequence-specific probes. In patients on a gluten-free diet with a positive human leukocyte antigen-DQ, DQ2, or 
DQ8 result, a gluten challenge remains the gold standard for celiac disease diagnosis. A gluten challenge involves 
introducing a normal, gluten-rich diet under medical supervision to enable diagnostic testing. 
 

Serologic testing for celiac disease 

The results from available systematic reviews (see Appendix) indicate that immunoglobulin A-tissue 
transglutaminase and immunoglobulin A-endomysial antibody serologic tests show high sensitivity and specificity 
for diagnosing celiac disease in populations with symptoms suggestive of celiac disease (Medical Advisory 
Secretariat, 2010; National Institute for Health and Care Excellence, 2009). Limited evidence from studies with 
targeted low-prevalence populations in whom diagnostic uncertainty is higher suggests similar findings (van der 
Windt, 2010). Results were comparable in adults and children (Giersiepen, 2012; National Institute for Health and 
Care Excellence, 2009). 

Additional limited evidence from these systematic reviews revealed that: 

• Combination or sequential testing with immunoglobulin A-tissue transglutaminase and immunoglobulin 
A-endomysial antibodies does not appear to substantially improve diagnostic accuracy (Medical Advisory 
Secretariat, 2010; National Institute for Health and Care Excellence, 2009). 

• Immunoglobulin A-tissue transglutaminase yields more false positive results in people with liver disease 
than in the general population (National Institute for Health and Care Excellence, 2009). 

• Gliadin antibody serological tests show comparable or lower sensitivity and specificity than tissue 
transglutaminase and endomysial antibody tests, but these tests require further evaluation (Giersiepen, 
2012; Medical Advisory Secretariat, 2010; National Institute for Health and Care Excellence, 2009). 

• The presence of immunoglobulin A deficiency may affect the sensitivity of the immunoglobulin A-based 
serologic tests since totally or severely immunoglobulin A-deficient subjects may not produce detectable 
levels of immunoglobulin A antibodies (National Institute for Health and Care Excellence, 2009). 

• Targeted screening with immunoglobulin A-endomysial antibodies as the preferred serologic marker 
would be cost effective in populations with a high prevalence of celiac disease, but additional studies are 

Findings 
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needed to establish the generalizability of the findings before implementing this screening strategy (Shamir, 
2006). 

• Routine screening for celiac disease in asymptomatic children with Down syndrome was not cost effective 
in preventing lymphoma (Swigonski, 2006). 

Point of care testing 

The evidence for point of care testing for screening for celiac disease is based on two systematic reviews 
(Giersiepen, 2012; National Institute for Health and Care Excellence, 2009). The evidence for point of care tests in 
pediatric and adult populations suggests high clinical validity for immunoglobulin A-tissue transglutaminase 
antibody screening. With high specificity, its clinical utility may be in ruling out celiac disease, leaving additional 
diagnostic testing and biopsy confirmation for those who test positive before starting a gluten-free diet. While the 
point of care testing may fulfill an unmet need for a simple and inexpensive case-finding biomarker for early 
detection and presumptive diagnosis of celiac disease, confirmatory studies are warranted for case-finding in 
specialized outpatient clinics and in primary care. 

Human leukocyte antigen-DQ genotyping 

The clinical validity data of human leukocyte antigen-DQ genotyping for celiac disease indicate high sensitivity 
and negative predictive value, ranging from 92.4% to 100% and 95.4% to 100%, respectively. Human leukocyte 
antigen-DQ genotyping may facilitate the diagnosis of celiac disease in patients with indeterminate biopsy results. 
In addition, there is an increased risk for DQ2- or DQ8-positive family members (particularly first-degree relatives) 
of patients with confirmed celiac disease. 

Despite these associations, several studies confirm that not all patients with celiac disease express DQ2 or DQ8 
human leukocyte antigen molecules, and human leukocyte antigen-DQ2 or -DQ8 is present in up to 40% of the 
general population. As such, a positive test would have no predictive value and would be insufficient to establish 
the diagnosis of celiac disease (National Institute for Health and Care Excellence, 2009). Therefore, the evidence 
does not support human leukocyte antigen-DQ genotyping as an initial test for detecting celiac disease. Patients 
maintained on a strict gluten-free diet without prior definitive diagnostic testing may yield negative serology and 
histology results. As human leukocyte antigen-DQ genotypes are not influenced by diet, a negative result may 
obviate the need for further work-up. 

A cost-effectiveness analysis applied a decision model to a screening protocol for identifying celiac disease in 
patients with irritable bowel syndrome with bowel habits of either diarrhea or mixed diarrhea and constipation, but 
not bowel habits restricted to constipation (Mohseninejad, 2013). The screening protocol consisted of serologic 
tissue transglutaminase testing and immunoglobulin A antibody testing followed by confirmatory endoscopy with 
biopsy when immunoglobulin A was less than 0.7 or greater than 0.7 with a positive tissue transglutaminase. This 
protocol was cost effective in the Netherlands. These results and a new guideline by the British Society of 
Gastroenterology are consistent with current preferred guidelines for active case-finding using serologic testing for 
celiac disease in patients with symptoms or conditions closely associated with celiac disease (Ludvigsson, 2014; 
Rubio-Tapia, 2013). This new information would not change the current policy. 

In 2017, we identified two new systematic reviews/meta-analyses (Chou, 2017; Maglione, 2016), one new 
screening guideline from the U.S. Preventive Services Task Force (Bibbins-Domingo, 2017), and one guideline 
update (National Institute for Health and Care Excellence, 2015; replaces 2009). In symptomatic populations, 
strong evidence supports the high sensitivity and specificity of immunoglobulin A testing and the high specificity of 
immunoglobulin A-endomysial antibody testing, while moderate-quality evidence supports slightly inferior 
diagnostic performance of immunoglobulin A-deamidated gliadin peptide testing for detecting celiac disease 
(Maglione, 2016). 
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Based on the results of Chou et al. and Maglione et al., there remains uncertainty regarding the role of serologic 
testing in asymptomatic populations. The U.S. Preventive Services Task Force (Bibbins-Domingo, 2017) found 
insufficient evidence to recommend for or against screening for celiac disease in asymptomatic populations. The 
National Institute for Health and Care Excellence (2015) recommends total immunoglobulin A and immunoglobulin 
A-tissue transglutaminase as the preferred initial test for detecting celiac disease, followed by other serologic tests 
when the initial test results are abnormal or indeterminate; they reserve human leukocyte antigen-DQ2 (DQ2.2 
and DQ2.5) and -DQ8 testing to rule out celiac disease diagnosis in specialist settings. This new information 
confirms previous findings and is consistent with the current policy. Therefore, no policy changes are warranted. 

In 2018, we added one meta-analysis that found tests for serum transglutaminase and endomysial antibodies had 
low sensitivity as surrogate markers for mucosal recovery in most patients with celiac disease on gluten- free diets 
(Silvester, 2017). Despite these limitations, both the North American Society for Pediatric Gastroenterology, 
Hepatology, and Nutrition (Hill, 2016) and the American College of Gastroenterology (Rubio- Tapia, 2013) 
recommend immunoglobulin A-transglutaminase antibody testing or immunoglobulin A (or G)- deamidated anti-
gliadin peptide antibody testing for monitoring patients on a gluten-free diet. 

Evidence-based guidance on frequency of monitoring is absent. In adults, expert opinion suggests annual follow- 
up is reasonable in most cases once symptoms resolve and serology has normalized (Rubio-Tapia, 2013). Among 
children, achieving normal growth and development on a gluten-free diet is the main goal of monitoring. To that 
end, recommendations for monitoring include beginning three to six months after starting a gluten-free diet and 
every six months thereafter, until serology has normalized and symptoms have resolved, and then annually 
thereafter (Hill, 2016). Indications for monitoring and for pediatric populations were added to the medical necessity 
criteria. The policy ID was changed from CP# 02.07.01 to CCP.1049. 

In 2019, we added an updated expert review by the American Gastroenterology Association on the diagnosis and 
monitoring of celiac disease in adults and children (Husby, 2019). This evidence-based review confirms the clinical 
roles of: 1) serology, particularly immunoglobulin A-tissue transglutaminase, immunoglobulin A testing, and 
immunoglobulin A-endomysial testing; 2) duodenal biopsy; and 3) human leukocyte antigen-DQ2 and -DQ8 genetic 
testing. 

A major focus of the review was to identify patients who fulfilled other diagnostic criteria for celiac disease and for 
whom duodenal biopsy may be avoided. To that end, serologic testing with immunoglobulin A-tissue 
transglutaminase, endomysial antibody testing, and immunoglobulin A play critical roles in clinical decision 
making. The authors noted that, while serologic testing may obviate the need for a biopsy in some cases 
(particularly among children), the utility of serology versus histology with respect to long-term outcomes is not 
definitive. Therefore, long-term outcomes should be clarified, before serology can be considered a suitable 
substitute for mucosal biopsy. 

We added two indications to the policy based on this expert review: immunoglobulin A-tissue transglutaminase 
testing to confirm celiac disease in persons with a high suspicion of celiac disease and a negative biopsy; and 
human leukocyte antigen-DQ2 and -DQ8 genetic testing based on inconclusive celiac antibody testing, histology, or 
a prior gluten-free diet exposure. 

In 2020, we identified no newly published, relevant literature to add to the policy. 

In 2021, we updated the National Institute for Health and Care Excellence guideline (2019, update of 2015). A 
new American College of Gastroenterology guideline (Lacy, 2021) issued a strong recommendation for serologic 
screening with immunoglobulin A tissue transglutaminase and a quantitative immunoglobulin A level to rule out 
celiac disease in patients with irritable bowel syndrome and diarrhea. If upper endoscopy is performed, they 
recommended obtaining six biopsies from the duodenum, including the duodenal bulb, for histological review. 
These recommendations were based on moderate quality of evidence that supports an increased odds of celiac 
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disease among patients with irritable bowel symptoms, the consequences of a missed diagnosis, the apparent 
cost-effectiveness of an early diagnosis, and the availability of highly effective treatment. We added this indication 
to the coverage policy. 
 

On June 21, 2021, we searched PubMed and the databases of the Cochrane Library, the U.K. National Health 
Services Centre for Reviews and Dissemination, the Agency for Healthcare Research and Quality, and the 
Centers for Medicare & Medicaid Services. Search terms were “celiac disease” (MeSH). We included the best 
available evidence according to established evidence hierarchies (typically systematic reviews, meta-analyses, 
and full economic analyses, where available) and professional guidelines based on such evidence and clinical 
expertise. 

Bibbins-Domingo K, Grossman DC, Curry SJ, et al. Screening for celiac disease: US Preventive Services Task 
Force recommendation statement. JAMA. 2017;317(12):1252-1257. Doi: 10.1001/jama.2017.1462. 

Chou R, Bougatsos C, Blazina I, et al. Screening for celiac disease: Evidence report and systematic review for 
the US Preventive Services Task Force. JAMA. 2017;317(12):1258-1268. Doi: 10.1001/jama.2016.10395. 

Giersiepen K, Lelgemann M, Stuhldreher N, et al. Accuracy of diagnostic antibody tests for coeliac disease in 
children: Summary of an evidence report. J Pediatr Gastroenterol Nutr. 2012;54(2):229-241. Doi: 
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Hill ID, Fasano A, Guandalini S, et al. NASPGHAN clinical report on the diagnosis and treatment of gluten- related 
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Appendix  
Pooled estimates of sensitivity and specificity of serological tests for celiac disease 
 

Serological test Systematic review Sensitivity (%) (95% 
confidence interval) 

Specificity (%) (95% 
confidence interval) 

 

Immunoglobulin A 
anti-gliadin antibody 

National Institute for 
Health and Care 
Excellence 2009** 

 
23 ‒ 100 

 
45 ‒ 100 

van der Windt 2010 46 ‒ 87  
Medical Advisory 
Secretariat 2010 74.9 (63.6 ‒ 86.2) 90.1 ‒ 98.7 

depending on test 

http://www.nice.org.uk/CG86


CCP.1381 1 of 8  

Serological test Systematic review Sensitivity (%) (95% 
confidence interval) 

Specificity (%) (95% 
confidence interval) 

 

Immunoglobulin G 
anti-gliadin antibody 

National Institute for 
Health and Care Excellence 
2009 

 
46 ‒ 100 

 
77 ‒ 99 

van der Windt 2010 25 ‒ 93  
Medical Advisory 
Secretariat 2010 69.1 (56.0 ‒ 82.2) 90.1 ‒ 98.7 

depending on test 
 
 

Immunoglobulin A 
endomysial 
antibodies 

National Institute for Health 
and Care 
Excellence 2009 

 
68 ‒ 100 

 
89 ‒ 100 

Giersiepen 2012 > 90 98.2 

van der Windt 2010 90 (80 ‒ 95) 
LR+ = 171 

99 (98 ‒ 100) 
LR- = 0.11 

Medical Advisory 
Secretariat 2010 85.1 (79.5 ‒ 94.4) 90.1 ‒ 98.7 

depending on test 
Immunoglobulin G 
endomysial 
antibodies 

National Institute for Health 
and Care 
Excellence 2009 

 
39 

 
98 

 
 

Immunoglobulin A 
tissue 
transglutaminase 

National Institute for 
Health and Care Excellence 
2009 

 
38 ‒ 100 

 
25 ‒ 100 

Giersiepen 2012 ≥ 90 ≥ 90 

van der Windt 2010 89 (82 ‒ 94) 
LR+ = 37.7 

98 (95 ‒ 99) 
LR = 0.11 

Medical Advisory 
Secretariat 2010 92.1 (88.0 ‒ 96.3) 90.1 ‒ 98.7 

depending on test 
 
Immunoglobulin G 
tissue 
transglutaminase 

National Institute for Health 
and Care 
Excellence 2009 

 
23 ‒ 85 

 
89 ‒ 98 

Medical Advisory 
Secretariat 2010 44.7 (30.3 ‒ 59.2) 90.1 ‒ 98.7 

depending on test 
Immunoglobulin A- 
deamidated 
gliadin peptide 

Giersiepen 2012 80.7 ‒ 95.1 86.3 ‒ 93.1 
Medical Advisory 
Secretariat 2010 89.2 (83.3 ‒ 95.1) 90.1 ‒ 98.7 

depending on test 
Immunoglobulin G- 
deamidated 
gliadin peptide 

Giersiepen 2012 80.1 ‒ 98.6 86.0 ‒- 96.9 
Medical Advisory 
Secretariat 2010 88.4 (82.1 ‒ 94.6) 90.1 ‒ 98.7 

depending on test 
 

Note: Shaded rows indicate tests with high sensitivity and specificity. LR: 
likelihood ratio. 

** The National Institute for Health and Care Excellence does not recommend immunoglobulin A anti-gliadin 
antibody testing in the diagnosis of celiac disea 
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