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	(TO BE CONFIRMED) Molecular Genetics Service Profile
Cartilage-Hair Hypoplasia (CHH)

	Introduction

· CHH (Metaphyseal Dysplasia type McKusick) (OMIM Nos. 250250, 250460, 157660) is an autosomal recessive chondrodysplasia with wide clinical variability. The full-blown clinical phenotype is characterized by short-limb dwarfism with shortened tubular bones and short, pudgy hands and feet, joint laxity, fine and sparse hair, eyebrowses and eyelashes; and susceptibility to infections due to lymphopenia and impaired T-cell function. However, patients with short stature but normal hair and normal immune function have been observed. Additional features include anemia, neutropenia, and, less frequently, aganglionic megacolon. Cancer incidence may be increased. 
· Radiological features include: metaphyseal dysplasia with shortened tubular bones, bowed femora with rounded distal epiphyses, disproportionally long fibula, cone-shaped epiphyses of the hand. Severity is variable and radiographic changes are often inconspicuous in the first few years of age.

· CHH is caused by mutations in the RMRP gene coding for an RNA component of a ribonuclease. The pathogenesis is not yet fully understood.



	(TO BE CONFIRMED) Contact details for the laboratory carrying out the genetic test for CHH
Freiburg University Hospital, Centre for Pediatrics and Adolescent Medicine, Pediatric Genetics Section,

Mathildenstr. 1, D-79106 Freiburg (Breisgau), Germany

Dr. Ekkehart Lausch. Tel: +49 761 270 4363. Fax: +49 761 270 4471. Email: ekkehart.lausch@uniklinik-freiburg.de
Website: www.skeldys.org

	Reasons for referral

· Mutation analysis in patients with a diagnostic suspicion of CHH on clinical or radiographic grounds, or with metaphyseal dysplasia and differential diagnosis of CHH.

· Carrier testing of relatives of an index case with a previously identified mutation.

· Prenatal diagnosis may be an option. We recommend that this be offered only within the context of appropriate genetic counselling. Moreover, prenatal testing is possible only in families where the mutations in the index case have been confirmed in advance. Screening for unknown mutations in a prenatal sample is not feasible.



	Samples

· Minimum 20(g of DNA from peripheral lymphocytes or fibroblasts from your local laboratory. Blood samples (minimum of 5ml in EDTA) can also be sent to our laboratory by express mail (FedEx / UPS) at room temperature. Prenatal samples must be sent with parental samples. Please contact our laboratory (as above) for further details, including the minimal amount of DNA required for babies and small children.


	Technical

· Mutation analysis by PCR amplification and bi-directional fluorescent sequencing.



	Target turn-round time

· Mutation analysis of RMRP gene by sequencing: 4 - 6 weeks. Prenatal diagnosis – only in families with known mutations: 1 – 2 weeks.

· Turn-round times are from the receipt of all required samples and information, including appropriate clinical information and radiographs. Relevant clinical-radiographic expertise is currently offered at no cost through the use of the secure online submission system (the ESDN Case Manager). Testing is only performed after clinical and radiographic evidence has been reviewed using the ESDN Case Manager. To obtain a username and password for the ESDN Case Manager please email info@esdn.org.

	Cost

· Mutation analysis in an index case and parents: €160 if the specimen is extracted DNA. Additional cost: €30 if the specimen is a blood sample.
· Prenatal diagnosis: €500. ADVANCE NOTICE IS MANDATORY.
· Carrier testing: €50 if the specimen is extracted DNA. Additional cost: €12 if the specimen is a blood sample.
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	ESDN Administrator contact details

· Email: info@esdn.org                                                  Website: www.esdn.org
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