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Miscellaneous Genetic and Molecular Diagnostic Tests

Description

Description

There are numerous commercially available genetic and molecular diagnostic, prognostic, and therapeutic tests for individuals with certain diseases or
asymptomatic individuals with future risk. This evidence review evaluates miscellaneous genetic and molecular diagnostic tests not addressed in a
separate review. If a separate evidence review exists, then conclusions reached there supersede conclusions here. The main criterion for inclusion in
this review is the limited evidence on the clinical validity for the test. As a result, these tests do not have clinical utility, and the evidence is insufficient to
determine that the technology results in an improvement in the net health outcome.

OBJECTIVE
The objective of this evidence review is to determine whether diagnostic, prognostic, or therapeutic, or future risk assessment testing using one of
several miscellaneous genetic or molecular diagnostic tests improves the net health outcome in individuals with, or with risk of, one of the various
genetic conditions.
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POLICY STATEMENT
All tests listed in this policy are considered investigational and grouped according to the categories of genetic testing outlined in evidence review
2.04.91:

Testing of an affected (symptomatic) individual's germline to benefit the individual (excluding reproductive testing)

Diagnostic testing

Prognostic testing

Therapeutic testing

Testing an asymptomatic individual to determine future risk of disease.

 

POLICY GUIDELINES
Genetic testing is considered investigational when BCBSA criteria are not met, including when there is insufficient evidence to determine that the
technology results in an improvement in the net health outcome.

Genetic Counseling

Genetic counseling is primarily aimed at patients who are at risk for inherited disorders, and experts recommend formal genetic counseling in most
cases when genetic testing for an inherited condition is considered. The interpretation of the results of genetic tests and the understanding of risk
factors can be very difficult and complex. Therefore, genetic counseling will assist individuals in understanding the possible benefits and harms of
genetic testing, including the possible impact of the information on the individual's family. Genetic counseling may alter the utilization of genetic testing
substantially and may reduce inappropriate testing. Genetic counseling should be performed by an individual with experience and expertise in genetic
medicine and genetic testing methods.

 

 

BENEFIT APPLICATION
Experimental or investigational procedures, treatments, drugs, or devices are not covered (See General Exclusion Section of brochure).

Screening (other than the preventive services listed in the brochure) is not covered. Please see Section 6 General exclusions.

Benefits are available for specialized diagnostic genetic testing when it is medically necessary to diagnose and/or manage a patient's existing medical
condition. Benefits are not provided for genetic panels when some or all of the tests included in the panel are not covered, are experimental or
investigational, or are not medically necessary.

 

FDA REGULATORY STATUS
 

Clinical laboratories may develop and validate tests in-house and market them as a laboratory service; laboratory-developed tests must meet the
general regulatory standards of the Clinical Laboratory Improvement Amendments (CLIA). Genetic tests evaluated in this evidence review are available
under the auspices of the CLIA. Laboratories that offer laboratory-developed tests must be licensed under the CLIA for high-complexity testing. To
date, the U.S. Food and Drug Administration has chosen not to require any regulatory review of these tests.
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The ImmunoGenomic Profile (Genova Diagnostics) was a buccal swab test that evaluated SNVs in 6 genes associated with immune function and
inflammation: interleukin (IL)-10, IL-13, IL-1b, IL-4, IL-6, and tumor necrosis factor α.]26, The test was intended to uncover potential genetic
susceptibility to: asthma, autoimmune disorders, certain cancers, allergy, infectious diseases, bone inflammation, arthritis, inflammatory bowel disease,
heart disease, osteopenia, and Helicobacter pylori infection. Due to low testing volume, this test was discontinued in February 2022.

 

RATIONALE

Summary of Evidence

For each test addressed, a literature review was conducted. The literature review was not comprehensive but sufficient to establish lack of clinical
utility. If it is determined that enough evidence has accumulated to reevaluate its potential clinical utility, the test will be removed from this evidence
review and addressed separately. The lack of demonstrated clinical utility of these tests is based on the following factors: (1) there is no or extremely
limited published data addressing the test; and/or (2) there is insufficient evidence demonstrating the clinical validity of the test.

Diagnostic Testing

For individuals with symptoms of various conditions thought to be hereditary or with a known genetic component who receive diagnostic testing with a
miscellaneous genetic or molecular test (eg, DNA Methylation Pathway Profile, know error , Celiac PLUS, GI Effects [Stool], IBD sgi Diagnostic), the
evidence is limited. Relevant outcomes are overall survival  (OS), disease-specific survival, test accuracy and validity, change in disease status, and
morbid events. The evidence is insufficient to determine that the technology results in an improvement in the net health outcome.

Prognostic Testing

For individuals who are diagnosed with various conditions who receive prognostic testing with a miscellaneous genetic or molecular test (eg, Crohn's
Prognostic), there are no published studies. Relevant outcomes are OS, disease-specific survival, test accuracy and validity, change in disease status,
and morbid events. The evidence is insufficient to determine that the technology results in an improvement in the net health outcome.

SUPPLEMENTAL INFORMATION

Practice Guidelines and Position Statements

Guidelines or position statements will be considered for inclusion in 'Supplemental Information" if they were issued by, or jointly by, a US professional
society, an international society with US representation, or National Institute for Health and Care Excellence (NICE). Priority will be given to guidelines
that are informed by a systematic review, include strength of evidence ratings, and include a description of management of conflict of interest.

National Comprehensive Cancer Network

The NCCN ( v.2.2023 ) guidelines for colon cancer state that it has "not been established if molecular markers are useful in treatment determination
(predictive markers) and prognosis."39,

American College of Gastroenterology

Celiac Disease

In 2023 , the American College of Gastroenterology published a clinical practice update for the diagnosis and management of celiac disease.40, A
recommendation for genetic testing using a multigene panel test (eg, Celiac PLUS) was not included.
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Inflammatory Bowel Disease

In 2018, the American College of Gastroenterology practice guidelines on Crohn disease 41, state that genetic and routine serologic testing is not
indicated to establish the diagnosis of Crohn's disease.

Medicare National Coverage

There is no national coverage determination for the tests in this review. In the absence of a national coverage determination, coverage decisions are
left to the discretion of local Medicare carriers.
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