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Relationship between brain volume and the gene polymorphisms of i
catechol-0-methyltransferase and norepinephrine transporter in treatment-na&iuml;ve
major depressive disorder: Voxel-based morphometry
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We assessed associations of genetic variations in catechol-0-methyltransferase
(COMT) and norepinephrine transporter (NET) with brain volume in major depressive disorder (MDD) using
VBM analysis of brain MRI. We recruited 30 first-episode, treatment-na&iuml;ve MDD patients and 48
healthy subjects matched for age and gender; they were divided by the COMT/NET genotypes. Effects of the

genotype and the genotype-diagnosis interaction in relation to brain morphology in the each group were
evaluated using a VBM. In the healthy subjects, interacting functional variants in COMT affected gray
matter regional volume; Val/Val individuals had smaller volume in the bilateral caudate and the posterior
cingulate cortex compared to Val/Met individuals. In the MDD cases, the COMT genotype affected volume
reduction in the caudate. A significant NET genotype (G1287A) - diagnosis interaction was found in the
left dorsolateral prefrontal cortex, and the polymorphism of the NET gene was associated with
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Table 3
Caudate volume ratios.

HS MDD p value
Val/val
Right 0.00115 (0.00010) 0.00116 (0.00009) 0.42
Left 0.00118 (0.00012) 0.00117 (000010) 0.35
Val/Met
Right 0.00120 (0.00013) 0.00104 (0.00010) <001
Left 0.00125 (0.00014) 0.00109 (0.00011) <001
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NET T-182C polymorphism
HS (n = 48) MDD (n = 30)
_ either C (n=21) _ either C (n=19)
T(n=27) W‘C: e V=1 m'c: 10,0/ 9]
Age, mean (SD)  43.6(13.1) 43.8(12.7) 46.3(13.9) 44.2(12.7)
Female, numbers 4 9 5 8
Total GM volume,
mean (D) (mi) 6926 1407) 676.8 (66.9) 661.1(73.1) 673.8(61.2)
NET G1287A polymorphism
HS (n = 48) MDD (n = 30)
_ eitherA(n=21) _ either A (n = 18)
G/6=27) (17, am=a) SO (gni13 Aa=s)
Age, mean (SD) 40.3(9.1) 42.2(14.0) 41.0(11.7) 47.6(13.4)
Female, numbers 6 7 4 9
T‘:':ZL?('SB"";:“T 711.6 (66.3) 682.5 (51.5) 644.4 (41.8) 656.6 (72.8)
G = Guanine; A = Adenine; T = Thymine; C = Cytosine; SD = standard deviation; MDD = major
depression disorders; HS = healthy subjects
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neurotransmitter, and brain MR imaging in
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Relationship between the hippocampal
shape abnormality and serum cortisol
levels in first-episode and drug naive
major depressive disorder
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