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Objectives

We investigated whether the catechol-O-methyltransferase (COMT) and serotonin related gene polymorphisms may

be associated with agoraphobia in patients with panic disorder in Korea.

Methods

The COMT gene (rs4680), 5-hydroxytryptamine (serotonin) transporter linked polymorphic region (5-HTTLPR) gene

(rs25531), serotonin receptor 1A (HTR1A) gene (rs6295) genotypes were analyzed in 406 patients with panic disorder and age-sex
matched 206 healthy controls. Patients with panic disorder were dichotomized by the presence of agoraphobia. The following instru-
ments were applied : the Beck Depression Inventory, the Beck Anxiety Inventory, the Panic Disorder Severity Scale.

Results

There was a significant difference in the distribution of 5-HTTLPR genotype between panic patients with agoraphobia and

without agoraphobia (p = 0.024). That is, the panic patients with agoraphobia had a significant excess of the less active 5-HTTLPR allele
(S allele). (p = 0.039) Also, we replicated previous western reports which indicated a significant difference in the distribution of COMT
genotype between the patients with panic disorder and the healthy controls (p = 0.040). However, no significant associations of agora-
phobia or panic disorder with HTR1A gene polymorphisms were found.

Conclusions

This result supports that the COMT polymorphisms may be associated with panic disorder and suggests that the

5-HTTLPR polymorphisms may play a role in the pathogenesis of agoraphobia in the Korean patients with panic disorder.
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Table 1. Demographic and clinical characteristics of study subjects
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Control subjects (n = 206) PDA (—) patients (n = 166) PDA(+) patients (n = 235) t/y*/F p
Age, years, mean = SD 37.45 £ 12.18 40.15 = 12.89 39.13 £ 11.04 2.02 0.134
Gender, M/F (%) 92 (44.7) / 114 (55.3) 73 (44.0) / 93 (56.0) 108 (46.0) / 127 (54.0) 0.167 0.920
PDSS, mean = SD 8.63 £ 5.38 11.79 £ 6.94 4.47 <0.001
BDI, mean =+ SD 7.30 = 5.02 9.08 + 5.72 2.994 0.003
BAIl, mean £ SD 18.03 + 12.08 24.55 £ 15.14 4.446 <0.001

PD : panic disorder, SD : standard deviation, PDA (+) : panic disorder with agoraphobia, PDA (—

) : panic disorder without agora-

phobia, PDSS : Panic Disorder Severity Scale, BDI : Beck Depression Inventory, BAI : Beck Anxiety Inventory
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Table 2. Genotype frequency and allele freauency in PD patients and healthy controls

Polymorphism Genotype frequency (%) p Allele frequency (%) $ p
COMT (rs4680) AA GA GG A G
PD patients (n = 401) 27 (6.7) 162 (40.4) 212 (52.9) 6.462 0.040 216 (26.9) 586 (73.1) 4.882 0.027
Controls (n = 206) 26 (12.6) 84(40.8) 96 (46.6) 136 (33.0) 276 (67.0)
5-HTTLPR (rs25531) SS SL LL S L
PD patients (n = 401) 233 (58.1) 148 (36.9) 20 (5.00) 0.054 0.973 614 (76.6) 188(23.7) 0.018 0.893
Controls (n = 206) 118(57.2) 78(37.9) 10(4.9) 314(76.2) 98(23.8)
HTR1A (r56259) CC CG GG C G
PD patients (n = 401) 218 (54.4) 146 (36.4) 37 (9.2) 2.169 0.338 582 (72.6) 220 (27.4) 1.400 0.237
Controls (n = 206) 118 (57.3) 76 (36.9) 12 (5.8) 312(75.7) 100 (24.3)

PD : panic disorder, COMT : catechol-O-methyl-transferase, 5-HTTLPR : 5-hydroxytryptamine (serotonin) transporter linked polymor-

phic region, HTR1A : serotonin receptor 1A

Table 3. Genotype frequency and allele freauency in panic disorder patients with and without agoraphobia

Polymorphism Genotype frequency (%) x p Allele frequency (%) $ p
COMT (rs4680) AA GA GG A G
PDA (+) (n=235) 16(6.8) 93(39.6) 126 (53.6) 0.161 0.923 125(26.6) 345 (73.4) 0.065 0.798
PDA (=) (n=166) 11 (6.6) 69 (41.6) 86 (51.8) 91(27.4) 241 (72.6)
5-HTTLPR (rs25531) SS SL LL S L
PDA (+) (n = 235) 143(60.8) 86 (36.6) 6(2.6) 7.497 0.024  372(79.1)  98(20.9) 4.245 0.039
PDA(—) (n=166) 90(54.2) 62(37.3) 14(8.5) 242(72.9)  90(27.1)
HTR1A (rs6259) CC CG GG C G
PDA (+) (n=235) 126 (53.6) 84 (35.7) 25(10.6) 1.353 0.508 336 (72.6) 134 (27.4) 0.664 0.415
PDA (=) (n=166) 92 (55.4) 62(37.3) 12(7.2) 246 (74.1) 86 (25.9)
PDA (+) : panic disorder with agoraphobia, PDA (-) : panic disorder without agoraphobia, COMT : catechol-O-methyl-transfer-

ase, 5-HTTLPR
factor

. serotonin-transporter-linked polymorphic region, HTRTA

. serotonin receptor 1A, BDNF : brain derived neutropic
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