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MEDICAL POLICY
MEDICAL POLICY DETAILS
Medical Policy Title
Policy Number
Category
Effective Date
Revised Date
Archived Date
Edited Date
Product Disclaimer

GENETIC TESTING FOR HEREDITARY HEMOCHROMATOSIS
2.02.05
Laboratory Tests
10/18/01
10/18/01, 06/20/02, 04/24/03, 03/18/04, 03/17/05, 01/19/06, 01/18/07, 11/15/07
12/18/08
11/19/09, 11/18/10, 11/17/11, 11/15/12, 12/19/13, 10/16/14, 11/19/15, 09/15/16, 09/21/17,
09/20/18, 09/19/19
• If a product excludes coverage for a service, it is not covered, and medical policy criteria
do not apply.
• If a commercial product (including an Essential Plan product) or a Medicaid product
covers a specific service, medical policy criteria apply to the benefit.
• If a Medicare product covers a specific service, and there is no national or local Medicare
coverage decision for the service, medical policy criteria apply to the benefit.

POLICY STATEMENT
I.

Based upon our criteria and review of the peer-reviewed literature, genetic testing for HFE-associated hereditary
hemochromatosis (HFE-HHC) has been medically proven to be effective and therefore, medically appropriate
when offered in a setting with adequately trained health care providers to provide appropriate pre-and post-test
genetic counseling and performed by a qualified laboratory for the following indications:
A. Confirmatory diagnostic testing of individuals with clinical symptoms of iron overload consistent with HFEHHC (fasting transferrin saturation value higher than 45%); or
B. Carrier testing of:
1. asymptomatic first-degree relatives of a HFE-HHC proband (genotype: C282Y/C282Y or C282Y/H63D); or
2. a reproductive partner of a known HFE mutation carrier (both HFE alleles have been identified).

II. Based upon our criteria and review of the peer-reviewed literature, routine genetic screening for hereditary
hemochromatosis in the asymptomatic general population has not been medically proven to be effective and
is considered investigational.
This policy addresses only HFE- associated hereditary hemochromatosis.

POLICY GUIDELINES
I.

The Health Plan and its employees adhere to all state and federal laws concerning the confidentiality of genetic testing
and the results of genetic testing. All records, findings and results of any genetic test performed on any person shall be
deemed confidential and shall not be disclosed without the written informed consent of the person to whom such
genetic test relates. This information shall not be released to any person or organization not specifically authorized by
the individual subject of the test.

II. Coverage of genetic testing is contract dependent.
III. Laboratories performing clinical tests must be certified under the Clinical Laboratory Improvement Amendments of
1988 (CLIA).
IV. Coverage only applies to members with a valid contract. Coverage is not provided for family members without a valid
contract.
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DESCRIPTION
HFE-associated hereditary hemochromatosis (HFE-HHC), or primary iron overload, is a disease of iron regulation
resulting in excessive iron absorption and, if untreated, may lead to hepatic cirrhosis, diabetes mellitus, cardiomyopathy
and other clinical complications. HFE-HHC is one of the most common autosomal recessive disorders among Caucasians
of Northern European heritage in the United States. The carrier frequency for a mutant HFE allele in the general
population of European origin is approximately 11% or one in every nine persons.
The two mutations in the HFE gene that are strongly linked to HFE-HHC are C282Y and H63D. H63D is not associated
with the same degree of iron overload as C282Y. C282Y homozygous patients have the highest prevalence of HHCassociated iron overload of any genotype. Prevalence is generally higher among males. The frequency of clinical
expression of the HFE mutations in terms of the development of iron overload and clinical disease is unclear. There are
other hereditary forms of hemochromatosis that are not due to the HFE mutations as well as various acquired or secondary
iron overload disorders.
The diagnosis of HFE-HHC in patients with clinical symptoms of iron overload is typically based on blood tests
(transferrin saturation and serum ferritin concentration) confirmed by molecular genetic testing for the C282Y and H63D
mutations in the HFE gene. Symptomatic individuals who lack the common HFE mutations may have liver disease
unrelated to HFE-HHC. Liver biopsy with assessment of histology and hepatic iron concentration is the usual next
diagnostic test for these individuals. Limited genetic testing for non-HFE associated hereditary hemochromatosis is
available.

RATIONALE
The genotypes to be detected by a genetic test must be shown by scientifically valid methods to be associated with a high
positive predictive value of the occurrence of a disease. Analytical sensitivity and specificity of a genetic test must be of
such a level that the test results can and will be used in making treatment decisions. Several large cross-sectional studies
have characterized the relationship between identification of the HFE gene mutations and hereditary hemochromatosis,
including the magnitude of the association, the sensitivity and specificity of HFE genotyping in identifying hereditary
hemochromatosis. There is effective treatment for the management of hereditary hemochromatosis. There is evidence of
improved survival with early diagnosis.
Genetic testing of adults with serum transferrin iron saturation greater than 45% can identify individuals homozygous for
C282Y mutation or heterozygous for C282Y and H63D mutations who are at risk of developing HFE-HHC. Genetic
testing of at-risk family members of probands can be used to identify carriers and noncarriers for the purpose of medical
follow-up and potential treatment, as well as life-style and reproductive planning. In addition, due to the approximate 11%
of individuals of European origin carrying a HFE mutation, testing of reproductive partners of known carriers provides an
opportunity to guide preconception counseling.
Consensus holds that children at risk for adult onset diseases should not have genetic testing in the absence of symptoms.
It is generally accepted in the published literature that unless useful medical intervention can be offered to children as a
result of testing, formal testing should wait until the child is old enough to understand the consequences of testing and
request it for him-or herself.
Population-based genetic screening for HFE-HHC is not recommended at this time because of uncertainties about
prevalence and penetrance of HFE mutations in various ethnic groups and the optimal care of asymptomatic people
carrying HFE mutations as well as the possible stigmatization and discrimination as a result of genetic testing. The US
Preventive Services Task Force (2006) suggests there is currently insufficient evidence to recommend routine genetic
screening for hereditary hemochromatosis in the asymptomatic general population based on the following rationale:
I.

There is fair evidence that disease due to hereditary hemochromatosis is rare in the general population.

II. There is fair evidence that a low proportion of individuals with a high-risk genotype (C282Y homozygote at the HFE
locus, a mutation common among white populations presenting with clinical symptoms) manifest the disease.
III. There is poor evidence that early therapeutic phlebotomy improves morbidity and mortality in screening-detected
versus clinically detected individuals.
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IV. Screening could lead to identification of a large number of individuals who possess the high-risk genotype but may
never manifest the clinical disease. This may result in unnecessary surveillance, labeling, unnecessary invasive workup, anxiety, and, potentially, unnecessary treatments.
V. The potential harms of genetic screening for hereditary hemochromatosis outweigh the potential benefits.
In 2005, the American College of Physicians published the following recommendations regarding the evidence related to
screening for hereditary hemochromatosis:
I. There is insufficient evidence for or against screening the general population for hemochromatosis.
II. Transferrin saturation and ferritin levels are the preferred means for case-finding patients with hemochromatosis.
III. Physicians should counsel patients on the benefits and limitations of genetic screening for hemochromatosis prior to
laboratory testing.
IV. Further research is required to determine better diagnostic, prognostic, and therapeutic data for hemochromatosis.
The Agency for Health Care Guidelines published the diagnosis and management of hemochromatosis: 2011 practice
guidelines by the American Association for the Study of Liver Diseases which recommend screening of first-degree
relatives of patients diagnosed with HFE-related hereditary hemochromatosis (1A, strongly recommends, high quality of
evidence). Screening the asymptomatic general population is not recommended because screening could lead to
identification of a large number of individuals who possess the high-risk genotype but may never manifest the clinical
disease. This may result in unnecessary surveillance and diagnostic procedures, labeling, anxiety, and, potentially,
unnecessary treatments.

CODES
•
•
•

Eligibility for reimbursement is based upon the benefits set forth in the member’s subscriber contract.
CODES MAY NOT BE COVERED UNDER ALL CIRCUMSTANCES. PLEASE READ THE POLICY AND
GUIDELINES STATEMENTS CAREFULLY.
Codes may not be all inclusive as the AMA and CMS code updates may occur more frequently than policy updates.
CPT Codes
Code
81256

Description
HFE (hemochromatosis) (eg, hereditary hemochromatosis) gene analysis, common
variants (eg, C282Y, H63D)
Copyright © 2019 American Medical Association, Chicago, IL

HCPCS Codes
Code
Description
No specific code(s)
ICD10 Codes
Code
D64.0-D64.3

Description
Other anemias (code range)

E83.10-E83.19

Disorders of iron metabolism (code range)

Z83.2

Family history of diseases of the blood and blood-forming organs and certain
disorders involving the immune mechanism
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CMS COVERAGE FOR MEDICARE PRODUCT MEMBERS
There is currently a Local Coverage Determination (LCD) for Molecular Pathology Procedures. Please refer to the
following LCD website for Medicare Members: https://www.cms.gov/medicare-coverage-database/details/lcddetails.aspx?LCDId=35000&ContrId=298&ver=128&ContrVer=1&CntrctrSelected=298*1&Cntrctr=298&s=41&DocTy
pe=1&bc=AAgAAAQAAAAA&
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