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Huntington’s disease (HD) is characterized by movement ab-
normalities and psychiatric symptoms and is caused by a
CAG repeat expansion in the /715 gene encoding hunting-
tin.! Recently, a family of African American ethnicity was
reported with HD-like (HDL) features mapping to chromo-
some 16q23, designated HDL-2.* Subsequently, a CAG/
CTG repeat expansion in the junctophilin-3 gene was iden-
tified in this family and shown to cosegregate with the
disease in 10 affected individuals.> Additional patients of Af-
rican origin were identified as carrying a repeat expansion in
the junctophilin-3 gene.

To investigate whether a CAG/CTG repeat expansion in
the junctophilin-3 gene may underlie the HDL features in
Caucasian patients, we analyzed the CAG/CTG repeat in a
group of 1,600 patients who were referred to DNA labo-
ratories in Germany and Austria.* All patients have been
referred by neurologists. None of the patients carried a
CAG repeat expansion of more than 37 units in the JT15
gene, thus excluding HD as the genetic cause of the symp-
toms. A total of 147 patients are known to have a family
history of choreatic symptoms. For approximately 50% of
the remaining patients, there was no history of movement
disorders within the family. Repeat sizes of 10 to 27 units
were found in our patients (Fig). The allele frequencies
showed a bimodal distribution with peak values at 14 and
16 repeats. None of the patients had an expanded allele in
the juncrophilin-3 gene. As nearly all German centers for
quality assessment of HD analysis have participated in this
study, it is unlikely that a CAG/CTG repeat expansion in
the juncrophilin-3 gene plays a major role among Cauca-
sians. In this respect, it is interesting to note that HDL-2-
positive patients reported so far are of African origin.” It
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Fig. Allele frequency of the CAG/CTG repeat in the
junctophilin-3 gene in 1,600 patienss of Caucasian origin
with Huntington’s disease-like symptoms.

will therefore be important to estimate the frequency of
CAG/CTG repeat expansions in HDL-2 in Africans and to
consider HDL-2 in choreatic patients of African origin for
which CAG repeat expansions in the /715 gene have been
excluded.

! Department of Medical Genesics, University of Rostock;
2Department of Molecular Human Generics, Ruhr-University,
Bochum; 2Department of Human Genetics, University of
Gittingen; *Department of Medical Genetics, Charité,
Humbolds University of Berlin; *Institute of Human Genevics,
University of Wiirzburg; *Medizinisch-Genetisches Zentrum,
Munich; “Institute of Human Genetics and Anthropology,
University of Freiburg; ®Department of Neurology, University
of Rostock; *Department of Medical Genetics, University of
Tiibingen, Germany; ‘°Institute of Medical Genetics,
University of Innsbruck; ** Department of Neurology,
University of Innsbruck, Austria; '2Department of Psychiatry
and *?Program in Cellular and Molecular Medicine, Jobns
Hopkins University School of Medicine, Baltimore, MD

References

1. Huntingron’s Disease Collaborative Research Group. A novel
gene containing a trinucleotide repeat that is expanded and un-
stable on Huntington's disease chromosomes. Cell 1993;72:
971-983. :

2. Margolis RL, O’Hearn E, Rosenblarr A, et al. A disorder similar
to Huntington’s disease is associated with a novel CAG repeat
expansion. Ann Neurol 2001;50:373-380.

3. Holmes SE, O’Hearn E, Rosenblatt A, et al. A repeat expansion
in the gene encoding junctophilin-3 is associated with Hunting-
ton disease-like 2. Nat Genet 2001;4:377-378.

4. Laccone F, Engel U, Holinski-Feder E, et al. Direct molecular
testing for Huntingron’s disease: five years experience in Ger-
many, Austria, and Swirzerland (1993-1997). Neurology 1999
53:801-806. .

DOI 10.1002/ana.10184



