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Description
Blood serum tests have been proposed to provide a mechanism for diagnosing IBD rapidly and definitively.  By testing 
blood samples for biomarkers, an objective diagnosis of IBD may be possible. The serum antibodies known as anti-
neutrophilic cytoplasmic antibody (ANCA) and anti-Saccaromyces cervesiae antibody (ASCA) are associated with the 
presence of inflammatory bowel disease (IBD), including Crohn's disease (CD) and ulcerative colitis (UC).  Testing for 
the presence of these antibodies has been proposed as a diagnostic aid for the physician in a case of a patient 
presenting with symptoms suggestive of IBD.  The rationale is that antibody testing could be used as a first step to 
conceivably rule out the need for more invasive studies such as endoscopic examination or imaging of the bowel.  Other 
suggested uses for ANCA and ASCA testing include confirmatory testing for CD or UC, differentiation of UC and CD, 
and as a predictor of response to certain therapies.

Prometheus® Laboratories of San Diego, California markets a proprietary product dedicated to serum antibody testing 
for inflammatory bowel disease.

Cytolethal distending toxin B and vinculin IgG are biomarkers included in diagnostic blood tests for irritable bowel 
syndrome.  Cytolethal distending toxin B (CdtB) is commonly produced by bacterial pathogens that cause 
gastroenteritis.  It has an ability to disrupt tight junction proteins.  The levels of circulating host antibodies to CdtB are 
correlated with levels of small intestine bacterial overgrowth, and these anti-CdtB antibodies cross-react with the enteric 
neuronal protein, vinculin, likely through molecular mimicry (where the similarities between foreign and self-peptides 
are sufficient to elicit cross-reactivity).  ELISA testing for anti-CdtB and anti-vinculin can discriminate patients with 
irritable bowel syndrome with diarrhea (IBS-D) from those with inflammatory bowel disease (IBD).  Blood tests for IBS 
are able to distinguish IBS from inflammatory bowel disease (IBD) and reduce the need for unnecessary testing to rule 
out more serious conditions.

The IBSDetex™ test is offered by Quest Diagnostics.  The ibs-smart™ is offered by Gemelli Biotech.  Both tests detect 
anti-CdtB and anti-vinculin antibodies for the purpose of distinguishing IBS from IBD.

Policy
Testing for anti-neutrophilic cytoplasmic antibody (ANCA) and anti-Saccaromyces cervesiae antibody (ASCA) is 
considered not medically necessary in the diagnosis and monitoring of patients with inflammatory bowel disease. 

Testing for anti-Ctb and anti-viniculin antibody is considered not medically necessary in the diagnosis and monitoring 
of patients with inflammatory bowel disease.

Policy Guidelines
Rationale:
Serum antibody marker testing for inflammatory bowel disease is considered not medically necessary because the 
value this testing adds to conventional diagnostic techniques is unclear.

Update 2022:
A review of the literature was performed from April 2021 through April 2022. Findings in the literature do not change 
the current policy statement.
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Update 2021:
A review of the peer-reviewed literature was performed from the period of February 2019 through January 2021.  
Findings in the recent literature do not change the conclusions regarding anti-neutrophilic cytoplasmic antibody (ANCA) 
and anti-Saccaromyces cervesiae antibody (ASCA) testing in the diagnosis and monitoring of patients with 
inflammatory bowel disease.  Therefore, the policy statements are not medically necessary.

Update 2019:
A review of the peer-reviewed literature was performed from December 2016 through January 2019.  Findings in the 
recent literature do not change the conclusion on anti-neutrophilic cytoplasmic antibody (ANCA) and anti-
Saccaromyces cervesiae antibody (ASCA) testing in the diagnosis and monitoring of patients with inflammatory bowel 
disease.  Therefore, the policy remains experimental / investigational.

Update 2016:
A review of the peer-reviewed literature was performed for October 2014 through November 2016.  A Hayes Directory 
review (2016) assigned a C rating for serological assays using a combination of antibodies (including ASCA and ANCA) 
as an adjunct to conventional diagnostic techniques. According to the Hayes review although these assays may be 
beneficial in confirming a diagnosis of Crohn's disease, the quality of the evidence is low, there is uncertainty regarding 
the optimal combination of antibodies, and there is a lack of evidence demonstrating a positive impact on patient 
management or outcomes.  A D1 rating was assigned for population screening of Crohn's disease in asymptomatic 
individuals due to the evidence of low sensitivity.  A D2 rating was assigned for serological assays using a combination 
of antibodies to predict disease phenotype, disease progression, or response to treatment due to low-quality and/or 
limited evidence as well as lack of studies evaluating the impact on patient management or outcomes.  Findings in the 
literature do not change the indication for ANCA or ASCA antibody testing.  Therefore, the policy remains unchanged. 

Update 2014:
A review of the peer-reviewed literature was performed for October 2012 through September 2014.  A Hayes Directory 
review (2013) assigned a C rating for serological assays using a combination of antibodies (including ASCA and ANCA) 
as an adjunct to conventional diagnostic techniques. According to the Hayes review although these assays may be 
beneficial in confirming a diagnosis of Crohn's disease, the quality of the evidence is low, there is uncertainty regarding 
the optimal combination of antibodies, and there is a lack of evidence demonstrating a positive impact on patient 
management or outcomes.  A D1 rating was assigned for population screening of Crohn's disease in asymptomatic 
individuals due to the evidence of low sensitivity.  A D2 rating was assigned for serological assays using a combination 
of antibodies to predict disease phenotype, disease progression, or response to treatment due to low-quality and/or 
limited evidence as well as lack of studies evaluating the impact on patient management or outcomes.  Findings in the 
literature do not change the indication for ANCA or ASCA antibody testing.  Therefore, the policy remains unchanged. 

Update 2012:
A review of the peer-reviewed literature was performed for June 2010 through September 2012.  Findings in the 
literature do not change the indication for ANCA or ASCA antibody testing.  Therefore, the policy remains unchanged.

Update 2010:
In July of 2006 Prometheus Laboratories made available an expanded panel of markers.  Called IBD Serology 7, the 
panel is composed of five markers: ASCA IgA, ASCA IgG, anti-OmpC IgA, anti-CBir1, and IBD-specific pANCA.  The 
results of the component tests are analyzed using a proprietary computer algorithm, which Prometheus maintains is 
able to predict the presence of IBD.  Most of the available evidence published in the peer-reviewed literature is focused 
on testing of ANCA and ASCA antibodies.  There is insufficient published evidence to permit conclusions on diagnostic 
capability or patient outcomes for the IBD Serology 7 panel.  Furthermore, a review by Sabery and Bass (2007) 
evaluated an earlier generation serology test by Prometheus called IBD First Step and determined an overall 60% 
sensitivity and 92% specificity.  A positive test for anemia and erythrocyte sedimentation rate (ESR) however showed 
an 83% sensitivity and 96% specificity.  The authors concluded that a combination of ESR and hemoglobin has a higher 
positive predictive value for IBD and is more sensitive and specific than commercial serologic testing.  Criteria 2-5 are 
not met for the IBD Serology 7 panel; therefore, the policy statement is unchanged.

Update 2008:
A review of the peer-reviewed literature was performed from June 2006 through June 2008.  Findings in the literature 
do not change the indications for ANCA or ASCA antibody testing in the current policy.  Therefore, the policy remains 
unchanged.  

Update 2006:
A review of the peer-reviewed literature from June 2004 to June 2006 did not demonstrate any clinical advantage with 
the use of the above markers.  It does not appear that the use of ANCA and ASCA antibodies is likely to alter the 
diagnostic work-up, the final diagnosis, or the treatment provided for patients with suspected IBD.
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Benefit Applications
There are no Benefit Applications for this Medical Policy.

Provider Guidelines
There are no Provider Guidelines for this Medical Policy.

Cross References to Related Policies and Procedures
7.01.076               Wireless Capsule Endoscopy (Enteral Camera), Policy
11.01.031             Pharmacogenomic and Serologic Metabolite Markers for Inflammatory Bowel Disease Patients 
                             Treated with Azathioprine, Policy (archived)
11.01.075             Serologic Metabolite Markers for Inflammatory Bowel Disease Patients Treated with Azathioprine, 
                             Policy
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This policy statement relates only to the services or supplies described herein.  Coverage will vary from 
contract to contract and by line of business and should be verified before applying the terms of the policy.


