Functional analysis of novel mutations associated with Hartnup disorder
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Hartnup disorder is an autosomal recasdnherited disordemwhich is characterised by the&agetion of
large amounts of neutral amino acids in the urine. Clinical symptoms include a photeseksitirash,
episodes of cerebellar ataxia and other neurological symptoms. Reseatlsnd others hee identified
mutations in the neutral amino acid transporter SLC6A19 that cause Hartnup disorder by transporgtiomacti
(Seowet al, 2004; Kletaet al, 2004). Initial analysis of Australian and American families suggested that
Hartnup disorder may be genetically heterogenous, a notion supported by the variability of clinical symptoms.
To investigate this question furthewe qudied an additional terafilies and reeluated families presented in
previous studies. Genomic sequencingesded that in almost all families mutations of SLC6A19 are oleskrv
Functional analysis of mutants was carried out by expression of SLC6A1A itRXlenopus laevis ogtes,
demonstrating that the transporter is inatid by all newel mutations detected in these families. This suggests
that SLC6A19 is the major genevolved in Hartnup disorder.
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“Xenopus laevis ogttes were harvested by surgery of anaesthesized frogs (MS-222, 1.5g/l). The proesdure w
approzed by the Animal Experimentation Ethics Committee of the Australian Nationaletsity.
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