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Association Study Between Dopamine Transporter Gene 40 bp VNTR and
Antipsychotics-Induced Restless Legs Syndrome
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B ABSTRACT

Objectives: The pathophysiology of restless legs syndrome (RLS) is not obvious, but many promising theories involve dopaminergic
deficiency and genetic causes. The RLS is presumed to occur more frequently among schizophrenic patients who take antipsychot-
ics, most of which blocks the dopamine receptors. This study aimed to investigate whether dopamine transporter gene (DAT1) 40 base
pair (bp) variable number of tandem repeat (VNTR) polymorphism is associated with the antipsychotic—induced RLS in schizophrenia.
Methods: We determined the diagnosis of RLS among the 190 Korean schizophrenic patients by the diagnostic criteria of the Inter-
national Restless Legs Syndrome Study Group (IRLSSG). Genotyping was performed for the 40bp VNTR in DAT1 gene using pol-

ymerase chain reaction.

Results: We separated the schizophrenic patients into 44 patients with RLS and 146 patients without RLS. The genotype and allele

frequencies did not differ significantly between two groups.

Conclusions: These results suggest that DAT1 gene 40bp VNTR is not associated with the antipsychotic—induced RLS in schizo-
phrenia. To confirm these results, larger—scale association study is needed in the future. Sleep Medicine and Psychophysiology 2008 ;

151 : 39-43
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Table 1. Differences in the demographics and RLS score between schizophrenic patients with and without RLS

RLS (N=44) No RLS (N=146) t-test or 2 test
Age 39.1+10.2years 40.0+£9.0 years t=-0.61 p=0.544
Sex (M/F) 21/23 85/61 x2=1.51 p=0.219
Duration of ilness (schizophrenia) 14.7+7.3 years 15.8+t7.5years t=-0.82 p=0.416
Cumulative exposure to neuroleptics 13.3+t6.5years 13.1+6.9 years t=0.14 p=0.887
Chlorpromazine equivalent 501.3+387.4 531.2+469.5 t=-0.38 p=0.702
IRLS score 19.0+5.6 5.7£85 t=9.75 p<0.001

The values are means*3D. RLS : Restless legs syndrome, IRLS : International Restless Legs Scale

Table 2. Genotype frequency of VNTR polymorphism of the do-
pamine transporter gene among patients with and without RLS
in schizophrenia

Table 3. Allele frequency of VNTR polymorphism of the dopa-
mine transporter gene among patients with and without RLS in
schizophrenia

RLS (N=44) No RLS (n=146) Total (n=190) Alleles RLS No RLS Total
Genotypes
N (%) N (%) N (%) (VNTR repeats) n (%) n (%) n (%)
7/10 4 (9.1%) 11 (7.5%) 15 (7.9%) 7 4 (4.5%) 11 (3.8%) 15 (3.9%)
9/10 1 (2.3%) 9 (6.2%) 10 (5.3%) 9 1 (1.1%) 9 (3.1%) 10 (2.6%)
10/10 37 (84.1%) 120 (82.2%) 157 (82.6%) 10 81 (92.0%) 266 (91.1%) 347 (91.3%)
10/11 2 (4.5%) 6 (4.1%) 8 (4.2%) 11 2 (2.3%) 6 (2.1%) 8 (2.1%)

VNTR : Variable number of tandem repeat. RLS : Restless legs syn-
drome. Fisher’s exact test : x2=1.11, p=0.797

VNTR : Variable number of tandem repeat, RLS : Restless legs
syndrome. Fisher’s exact test : x2=1.10, p=0.805
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