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Association Study between Treatment Response of Amisulpride and
Dopamine D3 Receptor Gene Polymorphisms
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Objectives  The aim of this study is to evaluate the association between rs6280 and 75905568 genetic polymorphism of DRD3 gene and
the treatment response of amisulpride.

Methods  After six weeks treatment of amisulpride, 125 schizophrenia patients were interviewed based on the Positive and Negative
Syndrome Scale (PANSS) and the Clinical Global Impression-Severity (CGI-S). The genotyping for rs6280 and rs905568 was performed
using TagMan single nucleotide polymorphism (SNP) genotyping assay.

Results  There was no significant difference in the frequency of genotype and allele of rs6280 between the responders and non-re-
sponders based on the total, positive, and general score of PANSS and CGI-S score. However, there was a significant association between
this SNP and treatment response in the negative score of PANSS (y* = 5.23, p = 0.022). There was no significant association between
15905568 and the response in positive, negative, general, and total PANSS score and CGI-S score.

Conclusions  This is the first positive association study between DRD3 gene and the treatment response of negative symptoms to amis-
ulpride in Korean schizophrenia patients. A larger scale research on more SNP of the DRD3 gene will make a progress in the study of
pharmacogenetics on the treatment response of the amisulpride.
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Table 1. Demographics and clinical status of schizophrenia patients
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Table 3¢lli= & SNP 4432 | 25Eg- o F-2] A
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AF F-o4e Holal AATHy” = 5.23, p = 0.022). 75905568

Total participants

Comparison among the three

Comparison among the three

(n=125) genotypes of rs6280 (n = 124) genotypes of rs905568 (n = 103)
Gender (male/female) 62/63 %’ =0.98,p=0.612 x> =6.70, p = 0.035
Age (years) 37.6 + 10.1 F=0.30,p =0.739 F=1.00, p=0.371
Duration of illness 103 £ 7.5 F=0.56,p=0.577 F=294,p=0.064

PANSS (baseline/é week)

Total score 88.8 = 21.4/59.9 = 21.2
Positive 23.9 £ 6.9/14.0 = 6.4
Negative 21.0 £ 6.8/14.9 + 6.0
General 442 + 12.4/30.4 = 10.8

CGlI-S (baseline/6 week)
Dosage of amisulpride (6 week)

4.1 +£1.0/25+ 13
973.4 + 1259.7

F=0.33.p=0717
F=0.20,p=0.816
F=1.10,p = 0.335
F=0.35p=0.706
F=0.97.p=0.381
F=0.39 p=0.675

F=0.83 p=0438
F=1.12, p= 0330
F=1.59,p=0.209
F=0.80,p=0.438
F=0.24,p=079
F=0.58 p=0.562

Values are given as mean = SD or n. PANSS : Positive and Negative Syndrome Scale, CGI-S : Clinical Global Impression-Severity

Scale
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Table 3. Comparison of the ratio of responders by rs6280 and rs905568 genotypes and alleles

Genotypes Allele frequencies
rs6280 CC CT T Statistics C T Statistics
Ratio of responders  PANSS total 58.8% 53.6% 58.8% x> =0.35 56.5% 56.5% x> =0.00
(20/34) (30/56) (20/34) p = 0.842 p = 1.000
PANSS positive 58.8% 66.1% 76.5% $P=2.43 62.1% 71.8% y =262
(20/34) (37/56) (26/34) p = 0.297 p =0.105
PANSS negative 38.2% 46.4% 64.7% x* =508 41.9% 56.5% ¥’ =523
(13/34) (26/56) (22/34) p = 0.079 p = 0.022
PANSS general 52.9% 46.4% 61.8% %? = 2.00 50.0% 54.8% x*=0.58
(18/34) (26/56) (21/34) p = 0.368 p = 0.446
CGI-S 64.7% 64.3% 73.5% 2> =0.92 64.5% 69.4% ¥ =0.66
(22/34) (36/56) (25/34) p = 0.631 p=0.418
rs905568 CC CG GG Statistics C G Statistics
Ratio of responders  PANSS total 52.2% 61.8% 52.0% x> =0.99 57.4% 57.1% %> =0.00
(12/23) (34/55) (13/25) p = 0.609 p =0.967
PANSS positive 69.6% 72.7% 64.0% x> =0.62 71.3% 68.6% ¥’ =0.18
(16/23) (40/55) (16/25) p = 0.732 p = 0.671
PANSS negative 43.5% 47.3% 60.0% %2 =1.55 45.5% 53.3% =125
(10/23) (26/55) (15/25) p = 0.462 p = 0.264
PANSS general 47 8% 61.8% 48.0% x> =2.00 55.4% 55.2% %> =0.00
(11/23) (34/55) (12/25) p = 0.367 p=0.976
CGI-S 60.9% 70.9% 68.0% x> =0.75 66.3% 69.5% ¥’ =0.24
(14/23) (39/55) (17/25) p = 0.687 p = 0.624

Response : decrease of PANSS or CGI-S score is over 30% of baseline. PANSS : Positive and Negative Syndrome Scale, CGI-S : Clini-

cal Global Impression-Severity Scale

Table 4. Association between response to amisulpride and DRD3
rs6280-rs905568 haplotype (n = 103)

Evaluation of psychopathology Overall permutation p value
PANSS

Positive 0.861
Negative 0.085
General 0.775
Total 0.985
CGI-S 0.804

DRD3 : dopamine D3 receptor, PANSS : Positive and Negatfive
Syndrome Scale, CGI-S : Clinical Global Impression-Severity
Scale
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