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Referral information for Fanconi Anaemia (FA) FANCA, FANCC  and FANCD1 gene testing

Clinical Details

Mutations in the gene are associated with: -
Fanconi Anaemia 
(OMIM ~ 227650) 
Phenotype: Fanconi anaemia (FA) is now one of the most characterised inherited bone marrow failure syndromes. Affected individuals display marked clinical heterogeneity although progressive bone marrow failure (BMF) and an increased predisposition to malignancy are its major manifestations. FA is a very variable multi-system disorder displaying additional characteristics including physical abnormalities (in 60-75% of affected individuals) such as short stature, abnormal skin pigmentation, malformation of the thumbs, forearms, skeletal system, eyes, kidneys and urinary tract, ear, heart, gastrointestinal system, oral cavity and central nervous system, hypogonadism and developmental delay. Progressive BMF with pancytopenia typically presents in the first decade, often initially with thrombocytopenia or leukopenia. By age 40-48 years, the estimated cumulative incidence of bone marrow failure is 90%, the incidence of haematological malignancies (primarily acute myeloid leukaemia (AML) ) is 10-33% and of non-haematological malignancies (solid tumours, particularly of the head and neck, skin, GI tract and genital tract) is 28%. Approximately 25-40% of affected individuals have no physical abnormalities, the absence of which does not rule out the diagnosis of FA.
Molecular genetic analysis for diagnosis, carrier detection or prenatal diagnosis (where the familial mutation has been identified) is available for the FANCA, FANCC and FANCD1 genes, mutations in which account for approximately 79% of all reported FA mutations (using a combination of comprehensive bi-directional DNA sequencing of coding regions and dosage analysis using multiplex-ligation dependent probe amplification (MLPA) ). These analyses will also identify the common Ashkenazi Jewish FANCC mutation (c.457+4A>T, previously known as IVS4+4A>T).
Mode of inheritance:
Autosomal recessive inheritance for the genes listed below
Assay Details

Diagnostic testing:
Diagnostic testing carried out as below: -
	
	ANALYSIS
	REPORTING TIME
	COST *

	Diagnostic testing
	DNA sequencing (F+R) of 43 exons of FANCA gene 
	8 weeks
	£1075

	Diagnostic testing
	Dosage analysis of all 43 exons of FANCA gene 
	8 weeks
	£599

	Diagnostic testing
	DNA sequencing (F+R) of 14 exons of FANCC gene 
	8 weeks
	£605

	Diagnostic testing
	DNA sequencing (F+R) of 27 exons of FANCD1 (BRCA2) gene
	8 weeks
	Please enquire

	Family investigations
	Per known mutation                                              
	2 weeks
	£99.75

	Prenatal testing
	On amniotic fluid or CVS for known mutations (only following discussion with laboratory) - and requires samples from mother.  Includes exclusion of maternal contamination by unlinked markers                                                                                                                
	3 working days
	£459


* Analysis of private / overseas patients will incur a 40% surcharge

Any mutation identified will be confirmed using a second assay. 

Sample requirement

One of the following: -

a) DNA - 50μg (ideally 0.5.-1.0μg/μl)

b) Blood – 1-5ml in K-EDTA

c) Dried Blood spot - by prior arrangement
d) Chorionic Villus/Placental biopsy – A minimum of 15mg tissue should be collected into 10ml sterile transport medium containing heparin and antibiotics.
Shipping details

To address above. DNA is the most stable and can be sent by routine post. Blood must be couriered in appropriate packaging, not be frozen prior to or during transport, arrive within 3 days and not over weekend. Customs declarations may be required for blood – contact the laboratory for forms.

Consent

It is assumed that informed consent for DNA testing has been obtained from the patient or their parent/guardian and that the implications of a positive result for other family members have been discussed. 
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