
1

Medical Policy Reference Manual
Medical Policy

2.01.023 Allergy Testing
Original MPC Approval:04/01/1998
Last Review Date:        11/01/2022
Last Revision Date:      11/01/2022

Description
Allergic or hypersensitivity disorders may be manifested by generalized systemic reactions as well as localized 
reactions in any organ system of the body.  The reactions may be acute, subacute or chronic, immediate or delayed, 
and may be caused by numerous offending agents, e.g., pollen, molds, dust, mites, animal dander, stinging insect 
venoms, foods, and drugs.

Allergy testing can be broadly subdivided into in vivo and in vitro methodologies.  In vivo methodologies include skin 
allergy testing (skin prick testing, skin scratch testing, intradermal testing, skin patch testing, and skin endpoint titration), 
bronchial provocation tests, and food challenges.  In vitro allergy tests include various techniques to test the blood for 
the presence of specific immunoglobulin E (IgE) antibodies to a particular antigen (RAST and ELISA tests), and 
leukocyte histamine release test  (LHR).  LHR may also be referred to as basophil histamine release test. Skin prick 
testing and in vitro analyses of IgE are the most commonly performed allergy tests.

The cause of an allergic reaction may be confirmed by information from some of the following testing methods:

 Direct skin test:  This test includes percutaneous or intracutaneous (intradermal) methods. Skin test methods 
include scratch and prick testing. The number of tests required may vary widely from patient to patient, depending 
upon the patient’s history and severity.  Rarely are more than 40 percutaneous or 20 intracutaneous tests required; 
however, there are instances that up to 70 percutaneous tests followed by up to 40 intracutaneous tests may be 
required.

 Serial endpoint titration (SET)/ Intradermal test (IDET): This method involves intradermal injection of a test 
dose in sequentially increasing concentration until evidence of a progressive  reaction(a smooth, slightly elevated 
area on the skin) is determined.  SET may be used for the determination of a starting dose for testing or 
immunotherapy when there is potential for the specific allergen in question to produce a severe systemic allergic 
reaction or anaphylaxis.

 Patch test:  This testing modality identifies allergens causing contact dermatitis.  The suspected allergens are 
applied to the patient’s skin under dressings and allowed to remain in contact with the skin for 48 hours.  The area 
is then examined for evidence of delayed hypersensitivity reactions.  The usual number of tests ranges between 
20 and 30.  Individual approaches may vary due to the large number (2800) of accepted allergens identified.

 Photo patch test:  This test reflects contact photosensitization.  A patch of skin is applied with the suspected 
sensitizer for 48 hours.  If no reaction occurs, the area is exposed to a dose of ultraviolet light sufficient to produce 
inflammatory redness of the skin.  If the test is positive, a more severe reaction develops at the patch site than on 
surrounding skin.

 Specific IgE in vitro tests:  These tests detect antigen specific IgE antibodies in the patient’s serum.  In vitro 
testing is not as sensitive as the skin tests described above but is preferred under certain conditions when skin 
testing is not possible*.  IgE in vitro tests include: 
– Radioallergosorbent test (RAST)
– Multiple radioallergosorbent tests (MAST)
– Fluorescent allergosorbent test (FAST)
– Enzyme-linked immunosorbent assay (ELISA)

 Certain bronchial challenge tests:  These tests are performed to determine if the patient has hyper-responsive 
airways or to assess specific sensitivities.  Histamine or methacholine is used to perform this test to determine if 
the patient has hyper-responsive airways.  Volatile chemicals are used to perform the test when the allergy is 
encountered in an occupational setting.  Sulfite inhalation challenges are also used to assess specific sensitivity.  
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If dust, ragweed, or other common allergies are suspected, skin tests are preferred in lieu of bronchial challenge 
tests.

 Ingestion challenge test:  The purpose of this test is to determine to which ingestible substances the patient is 
allergic.  During the test, the patient ingests the substance (food or certain medications, such as aspirin) to which 
sensitivity is suspected.  The test may be performed as an open challenge, a single blind or a double-blind 
challenge.  In the double-blind challenge, both the patient and the physician are "blinded."  This test is rarely done 
at home but may be performed in an office setting for low-risk patients.  In some instances of extreme suspected 
hypersensitivity, the test may be performed in the hospital. 

Once the agent is identified, an appropriate treatment plan (example:  including avoidance, medication or 
immunotherapy) can be developed by the provider.

* Specific IgE In Vitro tests (RAST, MAST, FAST, and ELISA) are used to test for inhalant allergens (example:  
pollens, molds, dust, mites, animal dander), foods, insect stings, and other allergens such as drugs, when more 
sensitive skin testing is not possible, in patients:

1. who have severe dermatographism, ichthyosis, or generalized eczema, or
2. with mental or physical impairments that make alternative tests difficult or impossible to administer, or
3. who have a history of anaphylaxis to potential exposure, or who have had an anaphylactic reaction within the 

previous 3 weeks and an allergy test is required within that timeframe (during the refractory period of mast 
cell depletion after the anaphylactic reaction), or

4. on long-term tricyclic agents (doxepin, amitriptyline), long-acting antihistamines, or H2 antagonists as skin 
test results may be affected, or

5. when an unusual allergen is not available as a licensed skin extract, or
6. on medications that augment the risk of testing (example:  beta-blockers and MAO inhibitors), or
7. who have had previous skin testing and IgE testing is required to collaborate results, or
8. who need evaluation for cross-reactivity (example:  between insect venoms, pollen and foods, latex and 

foods), or
9. who require the assessment of the relative safety of food reintroduction in those patients previously noted to 

be food allergic.

Policy
The following allergy tests are considered experimental/investigational:
 Provocative tests, (example: Rinkel) for food, food additives or other substances (example: chemicals, 

aeroallergen extracts), including the food drops, sublingual drops and neutralization tests methodologies, as they 
do not meet TEC criteria # 2-5

 Nasal challenge test (also called nasal mucous membrane test; nasal challenge/provocation test) and conjunctival 
challenge (also called ophthalmic mucous membrane test) , as they do not meet TEC criteria # 2-5

 Cytotoxic food tests (example:  Bryan’s testing, ALCAT), as they do not meet TEC criteria # 2-5
 Leukocyte histamine release test (LHR)/Basophil histamine release test, as they do not meet TEC criteria # 2-5
 Advanced cell test (ACT), or ACT by the ELISA method, specific for food allergies, as they do not meet TEC 

criteria # 1
 Rebuck skin window test, as it does not meet TEC criteria # 2-5
 Specific IgG subclass IV tests specific to foods, as they do not meet TEC criteria # 2-5
 Electrodermal diagnosis (also referred to as electroacupuncture as it does not meet TEC criteria # 2-5
 Applied kinesiology, as it does not meet TEC criteria # 2-5
 "Reaginic" pulse test, as it does not meet TEC criteria # 2-5
 Chemical analysis of body tissues, as it does not meet TEC criteria # 2-5
 In Vitro Particle Size Measurement for Screening Hypersensitivity Reactions to Foods and Chemicals (example:  

Mediator Release Test® or MRT), as it does not meet TEC criteria # 2-5

The following allergy test is considered not medically necessary: 
 Passive transfer or P-X (Prausnitz-Küstner) test (replaced by RAST) 

Policy Guidelines
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Experimental/Investigational
The term "experimental/investigational" describes services or supplies that are in the developmental stage and are in 
the process of human or animal testing. Services or supplies that do not meet all 5 of the criteria listed below adopted 
by the BlueCross BlueShield Association Technology Evaluation Center (TEC) are deemed to be 
experimental/investigational:

1. The technology* must have final approval from the appropriate U.S. government regulatory bodies; and
2. The scientific evidence must permit conclusions concerning the effect of the technology on health outcomes; and
3. The technology must improve the net health outcome; and
4. The technology must be as beneficial as any established alternatives; and
5. The improvement must be attainable outside the investigational settings.

* Technology includes drugs, devices, processes, systems, or techniques

Rationale:
A review of available peer-reviewed literature does not support the use of the allergy tests listed under experimental / 
investigational, within the Policy section of this document; these tests have not been proven to be effective for routine 
allergy testing.

1. The technology* must have final approval from the appropriate U.S. government regulatory bodies:

The Center for Biologics Evaluation and Research (CBER) regulates allergenic products. There are currently three 
types of allergenic products licensed for use: allergen extracts, allergen patch tests, and antigen skin tests (FDA, 2021)

2. The scientific evidence must permit conclusions concerning the effect of the technology on health 
outcomes: 

Available scientific evidence does not permit conclusions concerning the effect of the technology on health outcomes. 
As stated by Kelso J. M. (2022), the following studies/tests when placed in the context of scientific evaluation through 
blinded random control trials fail to produce reliable results in the diagnosis of allergy:  Kinesiology, Electrodermal, Hair 
analysis, Immunoglobulin G (IgG) food, Flow cytometry, Intradermal or sublingual provocation/neutralization. Kelso 
J.M. (2022) further stated that electrodermal testing (VEGA) studies lacked consistency in relationships between food 
item tested and study participants and presented varied results. The author also shares that these tests should not be 
used for food allergy diagnosis. In position papers from the European Academy of Allergy and Clinical Immunology 
(EAACI) supported by American Academy of Allergy, Asthma and Immunology (AAAAI), the testing of IgG4 for 
presence of food allergies is considered immaterial to the diagnostic process and should not be used. Practice 
guidelines from AAAAI stated that “IgG antibodies to allergens such as foods can be detected and quantified by Unicap 
or ELISA techniques. The presence of IgG antibodies, however, does not indicate allergy to these environmental 
substances.” As noted in UpToDate, Kelso, J.M., (2022) writes that in the available provocation/neutralization studies 
for review, outcomes did not produce intended results. In one study, 27% of participants receiving active injection and 
24% receiving control injection reported the same response to the injections.  Additionally, participants stated that the 
neutralizing doses produce a positive effect regardless of whether the active or control injections was received by the 
participant.  Study authors found that the provocation/neutralization technique used in the study lacks scientific validity.  
From 2008 AAAAI guidelines, “This procedure has been evaluated by double-blind, placebo-controlled trials, which 
showed that responses to test substances are no different from responses to placebo.” Also, in the review of 
provocation/neutralization testing for food allergies, another study referenced concluded that the test was not a valid 
option for diagnostics, nor should it be used to make treatment decisions. (Kelso, J.M., 2022). Kowal and Buske, (2021), 
provide an overview of in vitro tests including basophil histamine, which is stated to be investigational for allergen 
diagnostics and noted that it is not frequently used in the United States.  Their review also discusses basophil tests 
which are considered investigational because basophils are likely to have “nonspecific activation” and are plagued by 
transport and manipulation issues. For inhaled allergens, percutaneous and intracutaneous testing fails to demonstrate 
a net benefit and is not considered essential to the diagnosis of allergy resulting from inhaled allergens.  Additional 
studies are needed. (MCG 25th Edition, 2021)

3. The technology must improve the net health outcome:

The technology does not improve net health outcome.  From Gocki, J. et al, (2016) in a review of Immunoglobulin G 
(IgG) antibodies and the diagnosis of allergy, results showed the presence of sIgG4 in all study participants indicating 
that these antibodies are part of the normal digestive process. The Canadian Society of Allergy and Clinical Immunology 
(CSACI) relays that in healthy children and adults, it is normal to find positive outcomes for food-specific IgG tests.  
Inappropriate testing for IgG will most likely result in false diagnosis and negatively impact quality of life through 
unneeded dietary restrictions. (Kelso J. M.,2022).  Intradermal Provocation tests for the diagnosis of food allergy are 
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not recommended due to the elevated risk of initiating a systemic reaction (Kelso J. M.,2022).  As noted by Kowal and 
Buske, (2021), tests like cytotoxic, electrodermal, kinesiology and provocation/neutralization, can result in diagnostic 
errors and inappropriate treatment.  

4. The technology must be as beneficial as any established alternatives: 

The technology is not as beneficial as any established alternatives. Kelso J.M., (2022),  states that proven and standard 
tests such as serum specific immunoglobulin E (IgE) antibody assays for the evaluation of IgE-mediated food allergy 
and skin tests are readily available to measure adverse reactions to food in patients seeking clinical validation.  Per 
Kowal and Buske, (2021), reports that flow cytometry tests are less effective than standard skin tests.

5. The improvement must be attainable outside the investigational settings. 

A net health outcomes improvement has not been demonstrated in the investigational settings. As stated by Kowal and 
Buske, (2021), immunoblotting, basophil histamine or leukotriene release tests, basophil activation, and levels of 
eosinophil mediators testing is mostly relegated to research. A noted lack of standardization in research and viewed as 
inferior to skin testing prevent these tests from being used in clinical care settings.  Therefore, it is not possible to 
determine whether an improvement outside of the investigational setting can be expected.

Update 2022:  
A search of peer-reviewed literature was performed for the period May 2019 through April 2022. Findings in the recent 
literature indicate that Percutaneous and Intracutaneous Allergy Testing for inhaled allergens is considered 
experimental/investigational and has been added to the Policy Statement. Therefore, the policy statement has been 
updated to include this indication.  No other changes were made to the policy statement, available research continues 
to support experimental/investigational conclusions regarding the use of allergy testing.
 
Update 2019:
A search of the peer-reviewed literature was performed for the period June 2017 through May 2019.  Findings in the 
recent literature do not change the conclusions regarding the use of allergy testing.  Therefore, the policy statements 
remain unchanged.

Update 2017:
A search of the peer-reviewed literature was performed for the period of April 2015 through May 2017.  Findings in the 
recent literature do not change the conclusions regarding the use of allergy testing.  Therefore, the policy statement 
remains unchanged.    

Update 2015:
A search of the peer-reviewed literature was performed for the period of February 2013 through March 2015.  Findings 
in the literature do not change the conclusions regarding the tests listed in the experimental / investigational section of 
the policy.  These tests have not been proven to be effective for routine allergy testing.

Update 2013:
A search of the peer-reviewed literature was performed for the period of December 2010 through January 2013.  The 
literature findings do not support the use of allergy tests listed in the experimental / investigational section of the policy.  
These tests have not been proven to be effective for routine allergy testing.

Update 2010:
A search of the peer-reviewed literature was performed for the period of January 2009 through November 2010.  
Findings in literature do not change the conclusions regarding the tests considered experimental/investigational as 
these tests have not been proven effective for routine allergy testing. 

Update 2009:
A search of the peer-reviewed literature was performed for the period of January 2006 through December 2008.  
Findings in the recent literature do not change the conclusions on the use of allergy testing.  Therefore, the policy 
statements are unchanged.

Benefit Applications
There are no Benefit Application guidelines for this Medical Policy.
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Provider Guidelines
Report provocative testing, cytotoxic food tests, "reaginic" pulse tests, electrodermal tests, and applied kinesiology with 
a CPT® unlisted allergy/immunology service or procedure code. 

Cross References to Related Policies and Procedures
2.01.017 Allergy Immunotherapy, Policy 
2.01.001 Idiopathic Environmental Intolerances, Policy 
7.01.041 Treatments for Urinary Incontinence, Policy
11.01.016 Archived IGF (Insulin-like Growth Factor) Binding Proteins, Policy
11.01.029 Serum Antibody Marker Testing for Inflammatory Bowel Disease, Policy
11.01.074 Biochemical Markers for the Diagnosis of Alzheimer's Disease, 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.


