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use disorder (AUD). We tested for
association between the 1469T/C

polymorphism, which is one of several
transcriptional regulatory variants of the

DRD4 gene, and the diagnosis of AUD in two
independent samples. Data were obtained

from 165 patients with AUD and 563
unrelated controls from Oulu, Finland. The
796C/T variant, which is in strong linkage

disequilibrium with the 1469T/C variant, was
examined in 562 patients and 457 controls
from Nijmegen, The Netherlands. Patients

were diagnosed using DSM-III criteria.
Alcohol-dependence diagnosis was also

verified by structured clinical interviews. We
compared the frequency of the 1469T/C

genotype, allele, and haplotype in patients
and controls. In our Finnish sample, the

1469C allele was associated with the
diagnosis of AUD. The 1469C allele did not
affect the response to alcohol in a human

neurophysiological study and did not modify
the DRD4 messenger RNA level. There was
no difference between patients and controls
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in the frequency of the 796T allele. In the
Dutch sample, the 1469C allele was

associated with the diagnosis of alcohol
dependence, as in the Finnish sample. The
association was significant in women only,
and was observed only in cases where both
women had received treatment for alcohol

dependence. In the Dutch sample, the
1469C/C genotype was overrepresented in

cases versus controls. The differential
association with AUD in the two samples

may be due to the lack of significance in the
European American sample. The DRD4

1469C allele may
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