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é’u%lﬁ% st B £ 5, WA AR E A PANSS M4 &6 £ 54, @it 2 AKK® AL, FRESFEGREFE,
FrFE kT iH, 5R  PANSS Mo H i CYPIA2*IF(CC: 65.68+11.22; CA: 55.59+15.40; AA: 43.75£15.20).
CYP2D6*10(CC: 44.36+16.67; CT: 51.78+17.81; TT: 56.14+17.13). DRD2-141C Ins/Del(Ins/Ins: 55.11£17.39; Ins/Del:
39.16+14.28)#= DRD2-241 A>G(AA: 45.47+17.52; GA: 61.82+10.55; GG: 75.43+17.7)RA LA B X MY F At F 2%
£5+(P $<0.01), ™ DRD2 TaqlA 1% % 9K B A JE] PANSS o % £ F L4t &L, PANSS &5 %=58.041-10.703x
CYPIA2*1F+4.272xCYP2D6*10-11.921xDRD2-141C Ins/Del+13.443xDRD2-241 A>G(7k/£ A% R>=0.517, P<0.05). Z5i%
CYPIA2*IF. CYP2D6*10. DRD2-141 C Ins/Del, DRD2-241A>G 15 5 AR % AW Hrh R E-Fa 74 524w 7, 21
fREEET RS FW 51.7%, AHANANE 0B ZHITHM.
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Influence of Genetic Polymorphisms of Cytochrome P450 1A2, 2D6 and Dopamine Receptor D2 on the
Reduction Rate of PANSS Score of Olanzapine Treatment for Schizophrenia

FANG Fang?, FANG Haihong®, SONG Mingfen®", YAN Pan®, SHI Jianfei® (Hangzhou Seventh People’s Hospital,
a.Department of Outpatient, b.Department of Psychiatry, c.Molecular Biological Laboratory, Hangzhou 310013, China)

ABSTRACT: OBJECTIVE To explore the influence of genetic polymorphisms of cytochrome P450(CYP) 1A2, 2D6 and
dopamine receptor D2(DRD2) on the reduction rate of positive and negative syndrome scale(PANSS) score of olanzapine
treatment for schizophrenia. METHODS One hundred seventy eight cases of schizophrenia inpatients treated with olanzapine
were recruited. PANSS were evaluated at baseline and 4 weeks after olanzapine treatment. The PANSS total score reduction rates
were calculated. Meanwhile, their blood was collected for genetic polymorphism detections of CYPIA2*IF, CYP2D6*10, DRD2
-141C Ins/Del, DRD2-241 A>G and DRD?2 TaqlA. The difference of PANSS score reduction rates among genotypes in each gene
were compared by analysis of variance, and its regression equation was obtained by multivariate linear regression analysis.
RESULTS The PANSS reduction rates among genotypes in CYPIA2*IF(CC: 65.68+11.22, CA: 55.59+15.40, AA:
43.75+15.20), CYP2D6*10(CC: 44.36+16.67;, CT: 51.78+17.81; TT: 56.14+17.13), DRD2-141C Ins/Del(Ins/Ins: 55.11£17.39,
Ins/Del: 39.16£14.28) and DRD2-241 A>G (AA: 45.47+17.52; GA: 61.82+10.55; GG: 75.43£17.71) were obviously different(all
P<0.01). However, the reduction rates in DRD2 TaqlA genotypes did not show a significant change(P>0.05). PANSS reduction
rate=58.041-10.703xCYP1A2*1 F+4.272XCYP2D6*10-11.921XxDRD2-141C 1Ins/Del+13.443xDRD2-241A>G(R?>=0.517, P<0.05).
CONCLUSION  Genetic polymorphisms of CYPIA2*IF, CYP2D6*10, DRD2-141 C Ins/Del, and DRD2-241A>G can
influence efficacy of olanzapine treatment for schizophrenia patients, but they only accounted for 51.7% of the reduction. More
influencing factors are needed to be included for analysis.
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BERYE A RIME T, 0 2 50y, —80 CLUFfy
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Mg?*, 0.3 mmol-L~! dNTP, 1 U HotStarTaq £ % i}
(Qiagen Inc.). Z T PCR 51¥): CYPIA2*IF LJif
1% GCTTCCCCATTTTGGAGTGGTC, FiEg¥
GGACCAGGCTGAGGGTTGAGAT ; CYP2D6*10
F551% GTTTCACCCACCAYCCATGTTT, Fijif
1% CCCATTTGGTAGTGAGGCAGGT; DRD2-
141C Ins/Del L5149 CCCCACCAAAGGAGCT
GTACCT, #5319 ATGCGGACCTCTTCCAACA
CCT; DRD2-241A>G #5119 CCCCACCAAAG
GAGCTGTACCT, 514 ATGCGGACCTCTTC
CAACACCT; DRD2 TaqlA #5514 GGCAACA
CAGCCATCCTCAAAG, TFiiF5|% CACGGCTGG
CCAAGTTGTCTAA. %, V=¥ 2 U s
KR ES T J 5 U SFEF(Exol/SAP)37 ‘Ci&¥ 1 h,
SRJG 75 “CKIE 15 min Je4lifk. 5, #1715
N, BRI 2 A 5 S R R IR LA
K BARILE 1 5% 370 S 2O EAR i i R 45
B Ben, EREFEY)E IS ABI3730XL (BN H
WK IX . $iHiH GeneMapper 4.1 #k{4:(Applied
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2.6 GLileEorwr
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CYP2D6., DRD2 5K #1734 /& /545 & Hardy-
Weinberg Vit s >R J7 22530 B L5 2 AT )
PANSS ¥l /3225 5 (i 204tk [mlH 73 i
WS AR R A L R E R D R e R
P<0.05 NG EREER,
3 #R
301 — R

FFE M IEGNA G BT IRORG #f 43 RUE FR T 178
i, ootk 92 11(51.69%), F 1 86 4(48.31%);
AE(38.45+12.78)% ; BMI(20.52+ 8.06)kg-m~; 3
ORI . /NERULT 19 $(10.67%), #I 48 £
(26.97%), B 61 fil(34.27%), KFKL L 50
(28.09%); WSWPIRZES: KUF 98 11(55.06%), TEUF
53 1](29.78%), BU§ 25 #1(14.05%), &4 2
(1.11%); B IRARER(27.5249.79)% ; LR FET
A% 7.50(2.75, 18.00)4F
3.2 £ R[AAY Hardy-Weinberg - 46 56

ZHAIME P A SLEB S Hardy-
Weinberg &, 4R ILE 1.
3.3 &L PANSS AR KR

CYPIA2*IF . CYP2D6*10 . DRD2-141C Ins/Del .

o E AR 22 2020 4F 7 A4S 37 55 13 1

DRD2-241A>G v i i JE R AU [H] PANSS st
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X SERWE 2,

%+ 1 % # [ Hardy-Weinberg 7 # 1
Tab.1 Hardy-Weinberg equilibrium test of each gene

S g BISOICs B BEOBIs P
CYPIA2*IF C 124(34.8) CcC
A 232(65.2) CA

AA T75(422)
151424) CC  38Q213) 0429

205(57.6) CT 75(42.2)

21(11.7)  0.984
82(46.1)

CYP2D6*10 C

TT 65(36.5)
DRD?2
—141C Ins/Del) Ins

319(89.6) Ins/Ins  141(79.3)  0.459

Del 37(104) Ins/Del  37(20.7)

-241 A>G A 286(80.3) AA  115(64.6)  1.000
G 70(19.7)  GA 56(31.5)
GG 7(3.9)

TaqlA 215(60.4) CC 63(353)  0.906
141(39.6)  CT 89(50.0)

TT 26(14.7)

#F2 %A [F PANSS H A FE L]
Tab.2 Comparison of PANSS reduction rate among
genotypes

I SEHE ;%N%S/ URIE Pt
CYPIA2*IF CcC 21 65.68+11.22 18.741 0.000
CA 82 55.59+15.40"

AA 75 43.75+15.20D
CYP2D6*10 CC 38 44.36+16.67 5.410 0.005
CT 75 51.78+17.81Y
TT 65 56.14+17.13Y

DRD?2

-141C Ins/Del Ins/Ins 141 55.11+17.39 5.137 0.000
Ins/Del 37 39.16+14.28Y

-241A>G AA 115 45.47+17.52 28.730 0.000
GA 56 61.82+10.55D
GG 7 75.43+17.71D

TaqlA CcC 63 53.40+16.91 0.436 0.647
CT 89 50.63+£17.71
TT 26 51.89+21.45

E: 5HARILE, YP<0.05,

Note: Compared with wild genotypes, VP<0.05.

3.4 FHERNS PANSS I8 MR A ZTe M A0
L PANSS SR R, DAt 4R
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W% BMI, SCILFREE . WSURARAL . B LRI . BN
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141C Ins/Del . DRD2-241A>G. DRD2 TaqlA %:[H
RO A, SRR T 204 R 5047 .
4R IR, CYPIA2*IF . CYP2D6*10. DRD2-141C
Ins/Del, DRD2-241A>G v j5 3N £ 5 5 A
TR AE A SLET T R (P 19<0.05), L PANSS
WA R () AR AE R, CYPIA2*IF FEH B (x))
CYP2D6*10 3£ (x2) . DRD2-141C Ins/Del FE A
Bl(x3). DRD2-241A>G(xs)h 7285, 15101575 %
Jg: y=58.041-10.703x1+4.272x7—11.92 1x3+13.443x4,
Hrr. CYPIA2*IF FEHT CC=0, CA=1, AA=2;
CYP2D6*10 3&[H %I CC=0, CT=1, TT=2; DRD2-
141C Ins/Del K% Ins/Ins=0, Ins/Del=1; DRD2-
241A>G KB CC=0, CT=1, TT=2, RERL
R?=0.517, P<0.05, H LR ZE AR 1A F-iRdT
K Hl o SLAEI PR 51.7%, BT R B 3,
3 PANSS W4 BT 7 R %K

Tab. 3 Coefficients of regression equation of PANSS score
reduction rate

AR bk FIEZREP) FRAEIR(SE) ¢ Pl
WA 58.014 2.754 21.062 0.000
CYPIA2*IF -10.703 1426 =7.506 0.000
CYP2D6*10 4272 1.291 3.310 0.001
DRD2-141C Ins/Del  —11.921 2414  -4.937 0.000
DRD2-241A>G 13.443 1.740 7.727 0.000

4 it
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FEAFEMA, AN CYPIA2 RN LB K
P 25 25 B 2F JCR2 R, CYPLA2 n] REAE HAC Y
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