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| ABSTRACT I

O bjective : Since some studies have shown that the brain—derived neurotrophic factor(BDNF) has an

important role in the pathophysiology of depression, this study investigated the relationship between
BDNF genetic polymorphism and the long—term outcome of the antidepressant treatment.

Method : One hundred and eight patients with major depressive disorder were evaluated for the long—term
outcome(up to 3 years) of antidepressant treatment. The severity and improvement of depression were
assessed with the Clinical Global Impression(CGl) Scale. The genotypes of BDNF 196A/G polymorphism in
the patients were determined using Restriction Fragment Length Polymorphism (RFLP).

Result : The genotypes of 128 patients were investigated and 95 patients of those have been evaluated for
3 years. No significant differences were noted comparing three—genotype groups for CGl scales at baseline,
4 weeks, 8 weeks, 1 year, 2 years and 3 years.

Conclusion : This result shows that BDNF polymorphism investigated in this study was not associated with
the long—term outcome of the antidepressant treatment. However, further studies with another BDNF poly-
morphism should be needed.

KEY WORDS : Depression - Brain—Derived Neurotrophic Factor - Polymorphisms - Antidepressive agents -
Pharmacogenetics.
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Brain—Derived Neurotrophic Factor (BDNF) & Al
ZAER 2 nerve growth factor family) %< 3}
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gxte] AA7)EE 20~65412] 4391 i, Diagno-
stic Statistical Manual of Mental disorders, Forth
Edition, Text Revision(DSM—IV—TR, American Psy-
chiatric Association 2000) 7]l A3 F2$-85
o] Ak 7zl sidHAY Fo--25wt gl
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G196A(Val66Met) THIA A& flgh Thaadsint
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Forward : 5 —GAGGCTTGACATCATTGGCT-3
Reverse : 5’ —CGTGTACAAGTCTGCGTCCT-3

PCR X DNA 50ng, 10XPCR buffer (500Mm
KCl, 100Mm, Tris—HCI, pH 8.3 and 15mM MgCl») 3
pL, 2.5mM dNTP 2.4 pL, 28] Al (10pmol/ L)
1¢L, Taq polymerase (5U/ xL) 0.5 p¢LE ¥l Y
Ae HasHTE 9ol T 79 30pLE v ol&
Thermal cycler(Takara, Japan) & AMH-3lo] S8ak
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Table 1. Comparison of prescribed medications in different genotype groups

Genotype
Total
AA AG GG
TCA Frequency 3 24 7 34
Total % 2.4% 19.0% 5.6% 27.0%
SSRI Frequency 19 22 32 73
Type of Total % 15.1% 17.5% 25.4% 57.9%
medication MAOI Frequency 5 6 3 14
Total % 4.0% 4.8% 2.4% 11.1%
SNRI Frequency 0 1 4 5
Total % 0.0% 0.8% 3.2% 4.0%
Frequency 27 53 46 126
Total
Total % 21.4% 42.1% 36.5% 100.0%
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Table 2. Comparison of clinical global impressions of severity (CGI-S) scores and Clinical global impressions of
improvement (CGl-I) scores among different genotypes of BDNF

BDNF genotypes

A/A(N=20) A/G(n=42) G/G(n=33) P
Initial 3.80000+0.76777  3.90476+0.790478  3.81818+0.917011  0.151 0.860
4 wks 3.2500 +0.63867  2.9286 +0.46291 2.7879 +0.48461 5.137 0.008
?G' " 8 wks 29000 +0.44721  2.8571 +0.52132  2.6364 +0.54876  2.265 0.100
everl
Scoresy 1yr 2.8000 +0.41039  2.8810 +0.55005  2.7273 +0.51676 0.837 0.436
2yr 2.8000 +0.41039  2.7857 +0.51965  2.7273 +0.45227 0.195 0.823
3yr 2.7500 +0.44426  2.8095 +0.50549 2.7576 +0.43519 0.161 0.851
4 wks 32000 +0.61559  2.9524 +1.01097  2.9394 +0.93339 0.607 0.547
Gl 8 wks 2.8000 +0.61559  2.8571 +0.84309 3.0000 +0.79057 0.494 0.612
Improvement 1 yr 24000 +0.75394 27619 £1.00752  2.4545 +0.86930 1.536 0.221
scores 2yr 2.4500 +0.60481 23810 +0.73093 22121 +0.69631  0.882 0.417
3yr 23500 +0.48936  2.4048 +0.73450  2.2727 +0.80128 0.314 0.731
39 - 34
—o— AA —0— AA
3.7 + 32
—m— AG —m— AG
g 35T —&— GG 83 r —— GG
S 33l 3 28
8 3.1 F 8 26 L
29 + 2.4
2.7 + 22
25 L L L L L 2 | 1
Baseline 4 wks 8 wks 1yr 2 yrs 3yrs 4 wks 8 wks 1yr 2 yrs 3yrs
Treatment period Treatment period

Fig. 1. Changes in CGI-S scores during the treatment
acoording to different genotypes of BDNF in
depressive patients(Each point represents the

mean score) .
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Fig. 2. Changes in CGlI-I scores during the treatment
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depressive patients(Each point represents the

mean score).
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