HEMOCHROMATOSIS
BloodCenter of Wisconsin Molecular Diagnostics Laboratory
offers a DNA test for 3 mutations associated with hereditary hemochromatosis.
BACKGROUND:
Hereditary hemochromatosis (HHC) is a common genetic disorder in individuals of Northern European
descent with a frequency of affected individuals between 1/200-1/400. It is an autosomal recessive disorder
that results in the excess accumulation of iron leading to organ damage. Three mutations in the HFE gene
(C282Y, H63D, S65C) have been described in the majority of patients with HHC.
Molecular testing for these mutations can be used to confirm a diagnosis of HFE-associated hemochromatosis
(HFE-HHC) in patients with clinical symptoms consistent with HFE-HHC. Most individuals with HFE-associated
hemochromatosis are either homozygous for the C282Y mutation (~85%) or compound heterozygotes for
the C282Y and H63D mutations (<10%). A smaller number of HFE-HHC patients are homozygous for H63D
or compound heterozygous for C282Y and S65C. The clinical significance of the S65C mutation is unclear.
Population studies indicate that the penetrance of clinical symptoms of HHC in individuals homozygous
for the C282Y mutation is quite low; a significant number of homozygous individuals do not develop iron
overload. The C282Y/H63D genotype has a very low penetrance; about 0.5%-2% of these individuals develop
clinical evidence of iron overload. The H63D/H63D genotype has even a lower penetrance than the C282Y/
H63D genotype.
REASONS FOR REFERRAL:
• Confirmation of diagnosis in affected individuals
• Carrier detection
• Testing of individuals with a family history of hemochromatosis
• Early detection allows treatment to prevent organ damage
METHOD:
Gene amplification followed by detection of C282Y (845G>A), H63D (187C>G) and S65C (193A>T) with
sequence-specific FRET probes. As this is a genetic test, genetic counseling may be appropriate. Informed
consent is recommended, and is required in New York. Consent forms are available upon request.
LIMITATIONS:
The assay sensitivity and specificity for these alleles is >99%. This assay only detects the C282Y, H63D
and S65C mutations in the HFE gene. The presence of other mutations in HFE or other genes that cause
hemochromatosis cannot be ruled out.

SPECIMEN REQUIREMENTS:
5 ml EDTA (lavender top) whole blood. Samples must be received within one week of collection. Presence
of the mutation should be confirmed in an affected family member for carrier or presymptomatic testing.

SHIPPING REQUIREMENTS:
Blood samples should be shipped at room temperature by overnight carrier. Ship the package in
compliance with carrier’s guidelines. Please contact your carrier for current biohazardous shipping
regulations. Packages should be addressed to:

Client Services/Molecular Diagnostics Laboratory
BloodCenter of Wisconsin
638 North 18th Street
Milwaukee, WI 53233
800-245-3117, ext. 6250
TURNAROUND TIME: 3-6 days
CPT CODES: 81256
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