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| ABSTRACT I

-|- he serotonin 6(5—HTB6) receptor gene is a candidate gene for influencing the clinical response to treat-

ment with antidepressants. The purpose of this study was to determine the relationship between the C267T
polymorphism in the 5—HT6 receptor gene and the treatment response to citalopram in a Korean popula-
tion with major depressive disorder(MDD).

Methods : Citalopram was administered for 8 weeks to the 90 patients who completed study. 21—item Hamil-
ton depression rating scale(HAMD—21) was used as a outcome measure.

Results : We found that the genotype, allele, and allele—carrier distributions did not differ significantly between
MDD patients and normal controls. A main effect of an interaction of genotype with time on the decrease in the
HAMD—21 score during the 8 weeks study period was not found. ANOVA revealed no significant effects of the
C825T polymorphism on the decrease in the HAMD—21 score at each time period.

Conclusions : These results suggest that the C267T polymorphism in the 5—HT6 receptor gene is not ass-
ociated with the treatment response to citalopram.

KEY WORDS : Major depressive disorder - 5—HT6 receptor - C267T polymorphism - Citalopram.
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Table 1. Baseline characteristics

Variable Group p-vlaue
MDD Normal
Male sex 39(29.1%) 56 (33.5%) 0.4113*
Age 53.1+14.8 31.5+9.0 <0.0001"
Education (yr)
Middle school graduate 55(45.8%) 45(27.1%) 0.0034*
High school graduate 32(26.7%) 52(31.3%)
More than high school 33(27.5%) 69(41.6%)

* . chi-squared test, T : two-sample t-test

Table 2. Distribution of genotype and allele frequencies of HTR6T267C polymorphism among MDD and normal

patients
GenotypeT Alleles?
Group
c/C T/C 7T C T
MDD (n=90)a* 43(47.8%) 38(42.2%) 9(10.0%) 124(68.9%) 56(31.1%)
Normal(n=147) § 77(52.4%) 58(39.5%) 12(8.1%) 212(72.1%) 82(27.9%)

a : Intent-to-treat group. LOCF (last-observation-carried-forward) analysis is performed for missing data in HAMD
scores. * . Hardy-Weinberg equilibrium test for MDD group : x2=0.0194, d.f.=2, p=0.9903, T : Comparison of
genotype frequencies between MDD and normal group : x2=0.5516, d.f.=2, p=0.7590, ¥ : Comparison of allele
frequencies between MDD and normal group : x2=0.5609, d.f.=1, p=0.4539, § : Hardy-Weinberg equilibrium
test for normal group : x2=0.0492, d.f.=2, p=0.9757
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Table 3. Distribution of genotype and allele frequencies of HTR6T267C polymorphism among responsive and
non-responsive patients

Genotype* Allele
ITT group=
Cc/C T/C /T C T
Responsive (n=63) 31(49.2%) 26(41.3%) 6( 9.5%) 88(69.8%) 38(30.2%)
Non-responsive (n=27) 12(44.4%) 12(44.4%) 3(11.2%) 36(66.7%) 18(33.3%)

a : Intent-to-treat group. LOCF (last-observation-carried-forward) analysis is performed for missing data in HAMD
scores. * : Comparison of genotype frequencies between responsive and non-responsive group : x2=0.1824,
d.f.=2, p=0.9128, T: Comparison of allele frequencies between responsive and non-responsive group : x2=
0.1777, d.f.=1, p=0.6733

Table 4. Distribution of genotype and allele frequencies of HTR6T267C polymorphism among patients with re-
mission and without remission

GenotypeT Allele
ITT2 group
Cc/C T/C /T C T
Remission* (n=36) 19(52.8%) 12(33.3%) 5(13.9%) 50(69.4%) 22(30.6%)
No remission (n=54) 24(44.4%) 26(48.2%) 4( 7.4%) 74(68.5%) 34(31.5%)

a :Intent-to-treat group. LOCF (last-observation-carried-forward) analysis is performed for missing data in HAMD
scores. * : Remission group is defined by patients whose HAMD score at week 8 is less than 7, T :Comparison of
genotypes between patients with remission and without remission y2=2.3442, d.f.=2, p=0.3097, ¥ :Comparison
of alleles between patients with remission and without remission x2=0.0173, d.f.=1, p=0.8954

Table 5. Comparison of changes of HAMD scores across study period among genotypes(ITT group analysis, n=91)

HAMD score

Genotype - ;

Baseline Week 1 Week 2 Week 4 Week 8 p-value* p-value

c/C 25.0£6.8 18.3+£7.7 141+7.3 10.3+6.8 9.7£8.5 <0.001 0.6027
(o74) 23.6*£6.3 18.6+5.9 14.3+5.8 10.9%+5.5 9.2+5.5
C/T 23.9+8.5 18.4+9.1 16.0£9.5 11.9+9.6 8.4+6.2
Overall 8 243+6.8 18.4+7.1 14.4+6.9 10.7+6.5 9.3+7.1
p-valueT 0.6433 0.9792 0.7520 0.7787 0.8851

* . Repeated measures ANOVA p-value for testing overall mean HAMD score changes across time period, 1 :
ANOVA test at each of time period, T : Testing overall mean HAMD score changes comparing to that of base-
line : week 1 vs. baseline (p<0.0001) ; week 2 vs. baseline (p<0.0001) ; week 4 vs. baseline (p<0.0001) ; week 8
vs. baseline (p<0.0001), § : Testing cubic trend of overall mean HAMD score changes : p=0.0121, Il : Repeated
measures ANOVA p-value for testing mean HAMD score changes by genotypes across time period
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