Frequently Asked Questions: HFE-Hereditary Hemochromatosis (HFE-HH) Genetic
Testing
Frequently asked questions addressed in this document:
1.

Why is testing for the H63D variant not available in BC?

2.

How do I order HFE-HH genetic testing to confirm a previous genetic diagnosis?

3.

Why did HFE-HH genetic testing NOT confirm my patient’s previous HFE-HH genetic diagnosis?

See disease-specific page at www.genebc.ca for other relevant information.

1. Why is testing for the H63D variant not available in BC?
The risk of clinical disease associated with H63D is low in the absence of predisposing risk factors, for
example, alcohol abuse1,2. The identification of this variant is not informative for clinical management, i.e.,
decisions regarding further testing, or treatment, are unaffected by the presence or absence of the H63D
variant*; thus, this testing is not recommended and is no longer available in BC.

*A given clinician may utilize the presence or absence of H63D as a discriminator on which to base clinical management decisions.
But as there is not a scientific rationale for doing so, such use would be considered an over-interpretation of this genetic
information.

Supporting information:


HFE-HH is one of many causes of elevated ferritin levels3. The most likely cause of elevated ferritin levels in
individuals who have a genotype of C282Y;H63D or H63D;H63D are clinical risk factors such as inflammation,
alcohol consumption and obesity.



The H63D variant is approximately twice as common in the Northern European general population as the C282Y
variant. In the Northern European general population, approximately 0.8% (1/120) of individuals are compound
heterozygotes for C282Y and H63D and 2.1% (1/48) of individuals are homozygous for H63D 4.



Individuals who are C282Y;H63D compound heterozygotes may demonstrate biochemical hemochromatosis (see
definition below); however, these individuals are highly unlikely to present with clinical manifestations of this
disorder in the absence of secondary clinical risk factors 5-7.



Individuals homozygous for the H63D variant (H63D;H63D) may show elevated ferritin or transferrin saturation
levels but this genotype has not been associated with clinically significant iron overload in the absence of
predisposing risk factors, for example, alcohol abuse 1,2,5.

Definitions:
Biochemical hemochromatosis: Evidence of iron overload as demonstrated by elevated transferrin saturation
(TSAT>0.45%); supported by elevated ferritin (>200 µg/L in women; >300 µg/L in men). Biochemical
hemochromatosis is usually present before clinical expression of the disease8.
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Clinical hemochromatosis: Clinical symptoms of iron overload. Clinical findings are supported by documented
biochemical hemochromatosis8. For more information, see bcguidelines.ca High Ferritin and Iron Overload –
investigation and management.

2. How do I order HFE-HH genetic testing to confirm a previous genetic diagnosis?
Clinical Scenario: Recently phlebotomized patient reports a previous genetic diagnosis HFE-HH; genetic
report not available; does not meet chemistry criteria for HFE-HH genetic testing.
WHAT TO DO:
 Confirm patient is of European Ancestry**
 Use Standard Outpatient Laboratory Requisition (SOPLR)
o https://www2.gov.bc.ca/assets/gov/health/forms/1901fil.pdf
o See Appendix for example of completed requisition
 Write the following in the indicated section***:
o Diagnosis section: Previous HFE-HH genetic diagnosis & treated by phlebotomy
o Other Tests section: HFE-HH genetic testing
** Note: “DNA testing” includes only the C282Y variant, which is very rare in individuals who are not of European
ancestry. How to order testing for other genetic causes of hemochromatosis is outside the scope of this FAQ.
*** Both sections must include the indicated language. Otherwise, the laboratory may cancel the test or request further
information, depending on the information provided on the requisition.

WHAT NOT TO DO:




DO NOT use HFE-hemochromatosis Confirmation of Diagnosis (ferritin first, ±TS, ± DNA testing)
o Rationale: If patient does not meet chemistry requirements, then HFE-HH genetic testing
will not be performed.
DO NOT use HFE-hemochromatosis Sibling/Parent is C282Y/C282Y homozygote (DNA testing)
o Rationale: Reports will have the incorrect interpretation.

3. Why did HFE-HH genetic testing NOT confirm my patient’s previous HFE-HH genetic
diagnosis?





The HFE-HH assay tests for the presence of the C282Y variant only.
Apparent heterozygosity for the C282Y variant may mean that the patient is a compound heterozygote
for C282Y and a second HFE variant, or it may mean that the patient was treated by phlebotomy based
on heterozygosity and other clinical findings/diagnostic testing without confirming compound
heterozygosity.
An apparently negative result may mean that the patient was treated by phlebotomy without
confirming a diagnosis of HFE-HH. Or, the patient may be homozygous for an HFE variant not detected
by the assay; in such cases it is most likely the patient was treated based on homozygosity for H63D
(not generally an indication for phlebotomy).
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Appendix
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