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Description
Idiopathic Environmental Intolerances (I.E.I.) involves the diagnosis and treatment of environmental illness. 
Environmental illness is defined as multiple complex allergies or toxicities which are alleged to cause symptomatic 
involvement of the gastrointestinal, musculoskeletal, respiratory, or central nervous system.  These vague symptoms 
are thought to result from continued low exposure to chemical, biologic, or physical agents. 

Multiple chemical sensitivity, candidiasis hypersensitivity syndrome, food intolerance, and chemically induced 
environmental illness are some of the terms used to describe environmental illness. Research continues to show a 
strong relationship between I.E.I and psychopathology where psychiatric disorders like somatoform, depressive, or 
anxiety disorder are common underlying conditions in patients experiencing environmental illness. (Black, D. W. and 
Temple, S., 2021).

Treatment programs initiated by a clinical ecologist involve the avoidance of the suspected allergens, such as the foods 
which may have been treated with pesticides, in combination with the initiation of other therapeutics including but not 
limited to special diets, neutralization therapy (intracutaneous, subcutaneous or sublingual), vitamin and mineral 
supplements (often in megadoses), amino acids, antioxidants, antifungal agents (small dose Nystatin), alkali salts, and 
oxygen inhalation. Psychotherapy is another treatment option which may include pharmacotherapy to provide relief of 
anxiety or insomnia associated with I.E.I. (Black, D. W. and Temple, S., 2021).

I.E.I. is distinct from true environmentally caused diseases.  Infectious microorganisms, toxins, irritants and allergens 
are responsible for diseases that are clinically well characterized and for which specific diagnostic procedures are 
available. 

Policy
Laboratory tests to confirm the diagnosis of I.E.I. are considered experimental / investigational as they do not meet 
TEC criteria # 2 - 5.

Treatment for I.E.I. is considered experimental / investigational as it does not meet TEC criteria # 2 - 5. 

Policy Guidelines
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



2

Rationale:
Current peer-reviewed literature does not support I.E.I. as a recognized diagnostic category with reproducible, 
predictable sequelae.   

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:

Clinical providers advocate laboratory diagnostic testing for environmental agents like organic solvents and pesticides 
to confirm exposure as root cause of physiologic/neurologic symptoms in the human body. However, measurement of 
these chemicals fails to show that “allergic patients differ from nonallergic controls in their body burden of any of these 
compounds.” (Bernstein, I. L. et al, 2008). In 2018, the Journal of Occupational and Environmental Medicine (JOEM) 
published “Multiple Chemical Sensitivity Review of the State of the Art in Epidemiology, Diagnosis, and Future 
Perspectives.” This review reports significant variability in research methods and few unified protocols in toxicology 
which limit the ability to confirm testing efficiency and accuracy making analysis of outcomes exceedingly difficult 
(Rossi, S., & Pitidis, A., 2018). Black et al (2021), report that inconsistency in laboratory results and questionable testing 
procedures continue to support low quality data findings.  Available research on I.E.I. heavily relies on subjective 
findings like self-reported symptoms and surveys. Other factors contributing to low quality data include selection bias, 
deficient blinding and variable quality assurance of tests. (Black, D. W. and Temple, S., 2021). Well-designed studies 
including double-blinded random control studies and systematic reviews are needed. Therefore, the  scientific evidence 
does not permit conclusions concerning the effect of the technology on health outcomes.

3. The technology must improve the net health outcome:

A lack of available research does not permit conclusions on improvement of net health outcomes. As noted by Black, 
D. W. and Temple, S. (2021), there is a lack of controlled trials and available research is limited to a small number of 
case reports discussing therapeutic options involving symptom management. Well-designed studies including double-
blinded random control studies and systematic reviews are needed. Therefore, the  scientific evidence does not permit 
conclusions concerning the effect of the technology on an improvement of net health outcome.

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

There is a lack of research comparing I.E.I diagnostic laboratory tests to established alternatives such as  Brief 
Environmental Exposure and Sensitivity Inventory (BREESI) and Quick Environmental Exposure and Sensitivity 
Inventory (QUEESI). Therefore, it is not possible to determine whether any test to diagnose I.E.I. is as effective as 
established alternatives.

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

A net health outcomes improvement has not been demonstrated in the investigational settings.  Therefore, it is not 
possible to determine whether an improvement outside of the investigational setting can be expected.

Update 2022:
A search of the peer-reviewed literature was performed for the period of October 2020 through May 2022.  Findings in 
the recent literature do not change the conclusions on idiopathic environmental intolerances (I.E.I).  Therefore, the 
policy statements are unchanged.

Update 2020:
A search of the peer-reviewed literature was performed for the period of September 2018 through October 2020.  
Findings in the recent literature do not change the conclusions on idiopathic environmental intolerances (I.E.I).  
Therefore, the policy statements are unchanged.

Update 2018:
A search of the peer-reviewed literature was performed for the period of August 2016 through August 2018.  Findings 
in the recent literature do not change the conclusions on idiopathic environmental intolerances (I.E.I).  Therefore, the 
policy statements are unchanged.
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Update 2016:
A search of the peer-reviewed literature was performed for the period of July 2014 through July 2016.  Findings in the 
recent literature do not change the conclusions on idiopathic environmental intolerances (I.E.I).  Therefore, the policy 
statements are unchanged.

Update 2014:
A search of the peer-reviewed literature was performed for the period of July 2012 through July 2014.  Findings in the 
recent literature do not change the conclusions on idiopathic environmental intolerances (I.E.I).  Therefore, the policy 
statements are unchanged.

Update 2012:
A search of the peer-reviewed literature was performed for the period of May 2010 through June 2012.  Findings in the 
recent literature do not change the conclusions on idiopathic environmental intolerances (I.E.I.).  Therefore, the policy 
statements are unchanged, I.E.I. remains experimental / investigational.

Update 2010:
A search of the peer-reviewed literature was performed for the period of May 2006 through April 2010.  Findings in the 
recent literature do not change the conclusions on idiopathic environmental intolerances.  Therefore, the policy 
statements are unchanged.

Update 2008:
A search of the peer-reviewed literature was performed for the period of April 2006 through April 2008.  Findings in the 
recent literature do not change the conclusions on I.E.I.  Therefore, the policy statements are unchanged.

Benefit Applications
There are no Benefit Application guidelines for this Medical Policy.

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

Cross References to Related Policies and Procedures
2.01.023 Allergy Testing, Policy
2.01.005 Intravenous or Subcutaneous Histamine Therapy, Policy
2.01.017 Allergy Immunotherapy, 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.


