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| ABSTRACT I

bjectives : This study was designed to investigate the association of schizophrenia and P1320, P1325,
O P1635, P1655, P1763 and SNP A polymorphisms on dystrobrevin binding protein 1(DTNBP1) gene in
Korean patients.

Methods : We analyzed P1320, P1325, P1635, P1655, P1763 and SNP A polymorphisms on DTNBP1 gene
from their DNAs extracted from their blood in 388 Korean schizophrenic patients (male 198, female 190) and
372 control subjects(male 247, female 125). We compared the differences of genotype and allele distributions
of the six polymorphisms on DTNBP1 gene between the Korean schizophrenic patient group and the normal
control group.

Results : There were no statistically significant differences of genotype and allele distributions of the P1320,
P1325, P1635, P1655, P1763 and SNP A polymorphisms on DTNBP1 gene between the schizophrenic patient
group and the normal control group.

Conclusion : The results of this study suggest that P1320, P1325, P1635, P1655, P1763 and SNP A polymor-
phism on DTNBP1 gene do not have influence on the risk of the schizophnenic in the Korean population.
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Fig. 1. Map of DTNBP1 (dysbindin) gene on chromosome 6p22.3. Coding exons are marked by shaded blocks and

5'and 3’ UTR by white blocks.
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TagMan probeE TH=7] 9138l primer express (Appli-
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12074(16.06%), GG 39(0.4%) ©13it}. P1320(rs-
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2 6107 (83.9%), CTHo] 113%9(15.54%), TTHe|
473 (0.55%) °)0tk P1325(rs1011313) 9] #3144 =
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2 2634(34.97%), AAEL 427 (5.59%) ©|2ck. P1-
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GG 070]9ltk P1655(rs2619539) 9] 4 5

(&% 2).

Table 2. Distribution of genotypes of six DTNBP1 polymorphisms including schizophrenia and normal subjects

Loci Genotype Frequency Heterozygosity HWE
(rs number) All Case Control
SNP A(T>A) m AT AA N 0.023 0.045 0.336 0.907 0.231
(rs2619538) 726 33 1 760
—17631>G m GT GG N 0.084 0.154 0.273 0.464 0.973
(rs2619522) 624 120 3 747
—1320C>T cC CT T N 0.083 0.153 0.615 0.757 0.991
(rs760761) 610 113 4 727
—1325G>A GG AG AA N 0.231 0.355 0.686 0.997 0.849
(rs1011313) 447 263 42 752
—1635A>G AA AG GG N 0.016 0.032 0.655 0.936 0.965
(rs3213207) 720 24 0 744
—1655G>C GG CG CC N 0.252 0.377 0.009 0.287 0.131
(rs2619539) 433 255 61 749

HWE means : hardy-weinberg equilibrium. N means : number
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Table 3. Logistic analysis of DTNBP1 polymorphisms between schizophrenia and normal subjects

Geno- Diagnosis Codominant model ~ Dominant model  Recessive model
o type schizo- NC (%) OR(95% CI)
phrenia (%) o A p  OR(95%CD p  OR@O5%CH p
SNPA il 371(95.62) 355(95.43) 0.91 0.77 0.96 0.9 - -
AT 17( 4.38) 16( 4.30) (0.47-1.75) (0.48—1.90)
AA 0( 0.00) 1(0.27)
il 317(82.55) 307(84.57)
—1763 GT 66(17.19) 54(14.88) 1.12 0.54 1.16 0.46 0.47 0.54
GG 1(0.26) 2( 0.55) (0.77-1.63) (0.79-1.71) (0.04—-5.22)
cC 314(81.98) 296(86.05)
—1320 (e1) 67(17.49) 46(13.37) 1.31 0.16 1.36 0.14 0.9 0.91
il 2( 0.52) 2( 0.58) (0.90-1.92) (0.91-2.02) (0.13-6.41)
GG 222(57.51) 225(61.48)
—-1325 AG 142(36.79) 121(33.06) 1.12 0.34 1.18 0.27 1.05 0.89
AA 22( 5.70) 20( 5.46) (0.89—-1.43) (0.88—1.58) (0.56—1.95)
AA 371(96.36) 349(97.21)
—1635 AG 14( 3.64) 10 2.79) 1.32 0.51 1.32 0.51 - -
GG 0( 0.00) 0( 0.00) (0.58—3.00) (0.58—3.00)
GG 224(58.03) 209(57.58)
—-1655 CG 132(34.20) 123(33.88) 0.97 0.79 0.98 0.9 0.9 0.7
cC 30( 7.77) 31( 8.54) (0.78-1.21) (0.73-1.31) (0.54-1.52)

Genotype distributions and p-values for logistic analyses of three alternative models(co-dominant, dominant

and recessive models) are shown. NC : normal controls, OR : odds ratio, Cl

: confidence interval
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Table 4. Haplotypes of DTNBP1 gene

Haplotype SNPA —1763T>G ~ —1320C>T  —1325G>A  —1635A>G  —1655G>C  Freq.
htl A T C A G C 0.495
ht2 A T C A A C 0.230
ht3 A T G A G C 0.179
ht4 A G G A G T 0.069
ht5 T G C G G T 0.016
hté T T C A G C 0.007
ht7 A T G A G T 0.001
hig T T G A G C 0.001
hto A G C A G T 0.001
ht10 A T C G G C 0.001

Four major haplotype, including ht1 to ht4, were used for further analysis

Table 5. Logistic analysis of DTNBP1 haplotypes between schizophrenia and normal subjects

. Geno- Diagnosis Codominant model ~ Dominant model Recessive model
o type schizo- NC (%) OR(95%CD  p OR(95%CD p  ORGSHCH p
phrenia (%)
ht1 - —/— 101(26.23) 97(27.09) 0.94 0.55 1.05 0.79 0.81 0.21
—/ht1 194(50.39) 163(45.53) (0.77-1.15) (0.76—1.45) (0.58—-1.13)
Ht1/ht1 90(23.38) 98(27.37)
ht2  —/— 222(57.66) 218(60.89) 1.11 0.41 1.14 0.37 1.08 0.81
—/ht2 141(36.62) 121(33.80) (0.87—1.41) (0.85—-1.53) (0.58—2.03)
Ht2/ht2 22( 5.71) 19( 531
ht3  —/— 264(68.57) 243(67.88) 0.94 0.66 0.97 0.84 0.76 0.45
—/ht3 107(27.79) 98(27.37) (0.73-1.22) (0.71-1.32) (0.37-1.56)
Ht3/ht3 14( 3.64) 17( 4.75)
ht4  —/— 330(85.71) 311(86.87) 1.12 0.58 1.1 0.65 - -
—/ht4 54(14.03) 47(13.13) (0.74-1.70) (0.73—1.68)
Ht4/ht4 1(0.26) 0( 0.00)

Haplotype distributions and p-values for logistic analyses of three alternative models (codominant, dominant and

recessive models) are shown. NC : normal controls, OR : odds ratio, Cl
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kawa 5179 Ao ARG St iz AL

ole] ot lolE HTE FARAY Fxs} iz
Afele] P16352] A diglfatsl G digfrdaite]
L Schwab 579 AFoA= triadsi @} sib pairst*
o] ZiztolAl zpol7t glolont, ?—% %5t combined
ol FAFCE o 2folE B (p=0.0052),
Kirov 57 A7-9} Numakawa '310 Aol = 7t
7y FAA o= AAEs] 25k &l (A4 p=0.0009, p=
0.0013)8 ugloms, Ty Aarene] € 44
Ake] BAARA FQek AulE Rt £ 4 Qlvk 11
2} gele ohdo g @ Joo 579 Aol A o
HHAxke] Rerl 0972 worov 2o A8
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oL S (p=0.32)S By, FAledy A
Itz Afele] FRAkEel s E SAIARI
zto)7F itk (p=0.72) Rasl3ich

2 AFelME FAEEY ST Atz Al
oA P16359] BXE ZAFSIS O, codominant model
(p=0.51) ¥} dominant model(p=0.51) ol BF &E
o] Aol Kol EsloIAl, P1635+= dh=ilellA] A
AEEEE ek TV tEdAdo] ok o) Al
AbE Sl

DTNBP1 %2} #(6p22.3) 2] P16350l 43+
FIQ1 RIEE 501] EAER= SNPQI P16559] gt otz
L Kirov 5, Numakawa 5,'¥ Williams 5,2” Morris
59 1 Joo 5P0] Aldeiglzel, BE Aol Hal
T SAg) iz Alolel] frofgh AjolE wolA] ekt

(7t AR, p=0.5, p=0.748, p=0.91, p=0.964,

p=0.87).

B AgelMs ARG SRR At Alel
oAl P16559] X5 ARSI 21, codominant model
(p=0.79), dominant model (p=0.9) ¥} recessive model
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@/go] opeh= Fo] AlAkE It

DTNBP1 f-82Fe] JufaEel] thigh A2 Pae 5
o] A&kl P1635, P1325, P1320 % P17639]
4714 SNPE2 dulAly & 1-1-1-2% RI%7}F 4
AEEY #xkrelA 0.012, tlzTellA 0.033°F o

Zarolld FAE R o
1-1-2-1% %7} FAEEd xkrelA 0.004,
ZrolA 0.031% tharelld] SAXCE foulahA
(p=0.000002) =git}, o]ZQla o] F JujA|o] AAl
wodol vl e Wol &3S ZHorhi muaielch
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