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Genomic workout in Parkinson disease
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Idiopathic Parkinson disease (PD) is a neurodegenerative condition in which the involvement of genes
and the environment is still controversial. Two papers in the November 14 issue of JAMA from Duke
University Medical Center, Durham, USA suggest that the parkin gene is important in early-onset PD
and that multiple genetic factors are important in the development of late-onset PD.

Scott et al. performed a complete genomic screening in 174 families (870 individuals) that have
multiple individuals diagnosed as having idiopathic PD. Genotyping was performed by the FAAST
method. They detected significant evidence for linkage to chromosome 6 (parkin gene) in families that
have at least 1 individual with PD onset at younger than 40 years. The linkage with chromosomes 17q,
8p, and 5q was significant in families with late-onset PD, by contrast. In addition, chromosome 9q was
linked to families that include both levodopa-responsive and levodopa-nonresponsive patients (JAMA
2001, 286: 2239-2244).

"This finding suggests a possible mechanistic connection between levodopa-resistant Parkinsonism
and dystonia", said Maria Grazia Spillantini and Michel Goedert from the Centre for Brain Repair and
Department of Neurology, University of Cambridge, UK, in an accompanying editorial.

In a second paper, Martin et al., from the same group, looked for single-nucleotide polymorphisms in
the fau gene in a total of 1056 individuals from 235 families with PD. They found evidence that
implicates tau, which encodes a microtubule-associated protein, as a susceptibility gene for idiopathic
late onset PD (JAMA 2001, 286:2245-2250).

"Further studies to identify the molecular pathways affected by the responsible genes will provide
valuable insight into this complex etiology and potential treatment for PD" wrote Margaret Pericak-
Vance, Director of the Duke Center for Human Genetics.
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