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ABSTRACT

Alcohol dependence is a complex disorder that influenced by genetic and
environmental factors. The result of many studies showed that genetic predisposition
may play an important role in the alcohol dependence development. Many studies
found that the rs 1800497 C/T Taql SNP (single nucleotide polymorphism) located in
exon 8 of Ankyrin Repeat and Kinase Domain Containing 1 gene (ANKK/) adjacent
to Dopamine D2 receptor gene (DRDZ2) may associate with susceptibility and severity
of alcohol dependence. The SNP at this site causes an amino acid substitution in the
11" ankyrin repeat that may affect the structural integrity and substrate binding

specificity. The ANKKI may be involved in dopamine pathways through signal



vi

transduction. This mechanism may describe the association between Tagl A site and
addictive behavior. The SNP can be detected using Polymerase Chain Reaction and
Restriction Fragment Length Polymorphism (PCR-RFLP) technique. The relationship
between allelic status and alcohol dependence was investigated in 90 Thai subjects
that were separated into three groups i.e. moderate dependence, severe dependence
and controls by using the Mini International Neuropsychiatric Interview (MINI) Thai
version 5.0.0 and Severity of Alcohol Dependence Questionnaires (SADQ). No
significant difference was found in percentage of C/T SNP alleles and genotypes
among three groups (p = 0.224 and 0.435 respectively). The Odd Ratio (OR) of
Al+/Al- allele in moderate/ control group was similar (OR = 1.0). Also, the
percentage of TT genotype in severe dependence was slightly different compared to
moderate group (p = 0.067). In conclusion, 7agl A polymorphism may slightly affect
the severity of dependence, environmental factors however have much influence for

the susceptibility and severity of alcohol dependence.
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