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CONNECTIVE TISSUE LABORATORY

Center for Medical Genetics –Ghent University Hospital – MRB – De Pintelaan 185 – B-9000 Ghent, Belgium 

Department Chair: Prof. A. De Paepe – Supervisor Connective Tissue Lab: Prof. P. Coucke
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Center for Medical Genetics – Medical Research Building (MRB)


Ghent University Hospital



De Pintelaan 185 



B-9000 Ghent



Belgium 


Contact for clinical information: 

· Dr. Olivier Vanakker and Prof. Anne De Paepe 
Olivier.Vanakker@UGent.be and Anne.DePaepe@UGent.be 


Contact the laboratory: E-mail: connective_tissue@medgen.ugent.be
· Lic. Sofie Symoens and Prof. Paul Coucke 
Sofie.Symoens@UGent.be  and Paul.Coucke@UGent.be 


Receipt of samples: Tel: 0032-(0)9-332 24 77 – Fax: 0032-(0)9-332 65 49



Website: http://medgen.ugent.be  

PSEUDOXANTHOMA ELASTICUM and related conditions
A. TESTING FOR KNOWN MUTATIONS
	
	
	TAT

	 Mutation testing in family members
	 
	 6 weeks

	 Prenatal diagnosis, including testing for maternal contamination
	 
	 10 days


B. MUTATION  SCANNING
	Disorder
	Test
	
	TAT

	PXE
	ABCC6 gDNA mutation screening (4 exons and deletion)*
ABCC6 gDNA mutation screening
	
	3 months

	
	ABCC6 MLPA
	
	4 months

	PXE-like syndrome with  

multiple coagulation factor deficiency
	GGCX gDNA mutation screening


	
	4 months


*Scanning for mutations in the exons 18, 24, 28 and 29 of the ABCC6 gene and analysis of the presence of the 23-29 multi-exon deletion, reveals in the Caucasian population 80% of the mutations.

GUIDELINES AND PRACTICAL INFORMATION
Pseudoxanthoma elasticum (PXE) is an autosomal recessive systemic disorder, characterized by symptoms of the skin (papular lesions in flexural areas), the eyes (angioid streaks, subretinal  

neovascularisation and haemorrhage) and the cardiovascular system (peripheral artery disease, gastro-intestinal haemorrhage). The histological hallmark of the disease is mineralization and  

fragmentation of elastic fibres.

PXE is caused by mutations in the ABCC6 gene, encoding an  ATP-dependent transporter, the substrate of which is as yet unknown.

The diagnosis of PXE is primarily based on clinical findings following  skin evaluation and funduscopy. The clinical diagnosis of PXE can be confirmed by demonstrating fragmentation and calcification of the elastic fibres in the middermis of a lesional skin biopsy, using van Giesson (elastin) and Von Kossa (calcium) staining methods.

If a clinical diagnosis of PXE is suspected, an initial molecular analysis of exons 18, 24, 28 and 29 of the ABCC6 gene is performed and the presence of the frequent 23-29 multi-exon deletion is verified. This set of exons contains 80% of the mutations found in the Caucasian population. In a next step, molecular analysis of the ABCC6 gene at gDNA level can be performed as well as MLPA analysis to detect small or middle-sized deletions. If molecular analysis of the entire ABCC6  

gene is needed, a new request should be sent.

In case of a PXE-like phenotype with multiple coagulation factor deficiency, characterized by excessive skin folds beyond the flexural areas, a mild PXE retinopathy and deficiency of the vitamin K-dependent coagulation factors (factor II, VII, IX and X), molecular analysis of the GGCX gene can be performed."

Reasons for referral

· Confirmation of a suspected clinical diagnosis of PXE (mutation scanning). 

· Genetic counseling of at-risk relatives. The familial mutations should have been identified previously.

· Prenatal diagnosis (preferentially offered after genetic counseling). Uitzonderlijk, casus per casus. The mutations in the parents or an affected sibling should have been identified previously.

INSTRUCTIONS FOR Sampling
· DNA or EDTA blood: Minimum 20µg DNA or 5ml EDTA-blood to be sent to the connective tissue laboratory by express mail (FedEx/UPS). Prenatal samples (fetal DNA, chorion villi,or amniocytes) must be sent with DNA or a blood sample of the mother. It is very important to wrap the sample safely! Receipt of the samples will be confirmed by e-mail. For prenatal diagnosis: please contact the laboratory prior to sending the samples!
Additional documents

· Clinical checklist (CMG-H9.3-B8)
· Informed consent form(CMG-H9.3-B11 or CMG-H9.3-B12 = toestemmingsformulier bindweefselaandoeningen)
Prior to the biochemical and molecular analysis, you will be asked to fill a clinical checklist. This will enable us to decide which molecular test is the most appropriate to start with. 
We also require the informed consent of the patient, which is mandatory before the analysis is started.
Turn-around-time and cost
· Prices on request. 

· Turn-around times start from the receipt of all required samples. Some tests are performed sequentially, in which case the TAT should be added up.
· The VAT-number of your institution is mandatory!
· Confirmation of a mutation in a second independent sample of an affected individual is not charged. 
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