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I &KX A, FXFL A, B, KREME
(ERERKEMRS BB TAERL, HRK  400016)

[ E]8&.855T AMP RN JTHEEEA ( Cyelic adenosine monophosphate response element binding protein, CREB ) Z&[H &
A SMERRER B R T ARMHRM, &% 8 ARG RN ( Polymerase chain reaction, PCR ) K FR i ¥ F BX & B £ A (Re-
striction fragment length polymorphism, RFLP ) B 75 A 50 SINERAE B % ( BE 4 ) 0 50 Z /X BE (X #4 ) ) CREB &
B b 84 H R £ 75 (Single nucleotide polymorphism, SNP)rs10932201 .rs6740584 . -835 C—A FI%& A S MEH B4 100, B
EHSIWARE R B RATHREMR, 4% .3 1 SNP A58 Hardy-Weinberg & AR, 1s10932201 Flrs6740584 {37 55 HI %
FR SN EFENHREMEEXBAPERITRITEE L, -835 CoA AR AU BAZ FEZRESITHERE A
KRALERE ,F C/A ZEREHER AT IR E AR AT 2 RE G FR X (=5.1409,P=0023 4) , ## DUKARET
CREB 531 F X -835C—A 2HMARESH B RITH MR /EHRE

[ X837 | cAMP BTG & BB WARE ; B A BE 25 RamsE R
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Association between polymorphism of cCAMP response element binding protein

gene promoter region and major depressive disorder and suicide
WANG Wo,et d
(Center of Mental Health ,the First Affiliated Hospital ,Chongqing Medical University)

[ Abstract ] Objective: To explore the association between polymorphism of the cAMP—-responsive element binding protein ( CREB ) gene
promoter region , major depressive disorder and suicidal behaviors. Methods : The allele and genotype distribution of CREB gene SNP
rs10932201,1s6740584,,—-835 C—A were detected in 50 depression patients and 50 healthy control subjects by using polymerase chain
reaction ( PCR ) and restriction fragment length polymorphism ( RFLP ) ,so as to determine the association between CREB and depression.
Results: The gene polymorphism at rs10932201,rs6740584,and -835 C—A were indefinite. However, the significant difference in C/A
genotype distribution at ~835 C—A was found between the depressive patients with suicidal behavior and control group (x’=5.140 9, P=
0.023 4). Conclusion : The findings support that the gene polymorphism of —-835C—A at CREB gene promoter region in Han nationality
is associated with depressive patients who have suicidal behavior.
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%, BRETFHBIET TS E & H (Cyclic adenosine
monophosphate response element binding protein, CREB) f&
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B GAT R U A RS R TR R . B T LU R JRIE, AT
BT AR E b SMAREE T REAH X A9 CREB EEME 3 N
& T 2 1 SNP £ 4 (1510932201 156740584 ) K 4bF 53
FT XA -835 C—A ZHMEHITHRE, BB RBHITH
HETEH43HT, 22 F 4k CREB 5™ EMHR B & R

1 N&EE5FE

L1 BRstg

FHBEREMAEHBE—EROE AR LITER
fEBEE MR IMARIE B & . A tRdE . OfF & CCMD-3 B 1E
LW ; QE#R 19~50 & ;@ ETUE ; @UUH /RITIPA R
% (Hamilton” s depression scale, HMAD)17 TPES VR 553 =
18, HEBRARHE : DA M E KRR EUR S Rtk QLR T
oAt XS o B AR AR RS s O R F UK 3 s OF B
HRERREEE, 3506, ARERHHRIEREZ2
Wi, TR BB HIE R A

BER LB BRTH . EALNARRE—F0H
A BAMTHE 27 AFEAFTHRHH 23 Ao ABEH RTRHRT
HR UBERWT A A, RERHAGREHRTTH
I A4,

Bt B4 [l ZE R B | TSI A B R B L IR AR
506, AdbRHE: QER19~50% ; Qh EMNHE ; @HMAD17
TS MTE RS <5 57 @R ™ BRI IR BB B 50
OXEMHBER IR ; OXLY HMHB K E  OREF L
WK EE @5 REXMEXRR;OF NMERE .

PR M MAEAFIMERFEAOERE LHER
WEHKIHFEL(P>0.05),

1.2 Z£BFE

1.2.1 PRI DNA RE  REMERIKIM S ml,2% £ Rz
Z. B ( Ethylene diamine tetracetic acid, EDTA ) BT R HiEE, ¥
HE - AR IR R 4 DNA,

122 BEEEE RN ( Polymerase chain reaction, PCR ) % #&
HEAMERN  HBUSIIAL A : i34 NCBI B % (hitp:
/Iwww.ncbi.nlm.nih.gov ) , 2] CREB th4{ FEEAE > 0.30)
SNP (rs10932201.rs6740584 ) , A i EH EABHEHE
W5 . QFELME SOk -5 HETAE T AERH S AL R R 3 K08
B -835 C—A, EYAEETHE AL SNPs Z84 PCR 5

Y. PCR R R BEUI &M 2% 1. PCR MR FRILS0 pl, &F
50 ~ 100 ng 2= #H DNA, 10 pmol 3147 ,1 U TaKaRa Ex Taq
% ,10 x Ex Taq Buffer ( Mg*+Free ) 22 ik , 2.5 mmol/L dNTPs,
1.5 mmol/L. Mg, PCR SR %%f%:94°C 4 min TAEM:, 4k LL94°C
M 30 s, 3B KIRFE 30 s, 72°CEEMH 1 min, 3t 35 MEH;72°C
FHIEAH 8 min, ¥ PCR F*#T L5 % B NREER P ik s i@
AR BRERET BER,
123 BREIERYIEERE  RIMKR 20 ul, 34 PCR 4
8 wul; 10 x Buffer 2% /¥ 3.5 ul,0.1%TritonX~100 0.5 pl, BR il
M UIES 3.5 W BT AMREHEZBRATIIBAR 1,4
VB FHBARIEES B/ INE BRI E ) , TR K 4.5 . 37C
1B RA B KE S WEY], YT 3% ARG R P L ik
SB L BEIRRRRRGHET AR,
13 %itFse

S SPSS13.0 BT 88 5347 . {1 P8 Hardy—Weinberg
WA & ER R IE SR ok § B T,
FEFESRE AR R E , AR E R 50 R EmE
R K.

2.1 H-W P#4%

1510932201 (3? =3.664 ) .rs6740584 (x*=4.118 ) .-835C—
A(x*=0536) ZEMAEMERAFKHBANFE H-W EE& (P>
0.05) , B3k B P EEA.

22 ARAARFLEARFELEL

1310932201 156740584 2575 Y 3£ [H BU A0 %5 v 2L R ZE F0AR
HEXMHAZ A EF TG E L (L#% 2) . CREB £#H
HEEX L% ~835 C—A ZEM C/C.C/A A/A,3 FREERIH
CA2 FEMERAMMESHRAZ MERTHIF¥E
Ko BMBAS SN EAREMEB R SEE

TR, 835 C—A &M CA EREBEF ARHASE
EHE (}?=5.1409,P=0.023 4 ) ;1510932201 .rs6740584 [ &H
FIRIFN 835 C—A MHRHEFERER AR X (P>0.05) .
-835 C—A ZHMMEERSARMSE N HAMNEL 2 HFH
S (R 3 1) . AXEHRMTRNESE SN -835C—A
BERAREMERMESIN(LE )

F1 SNPH PCR REFHREIEN

SNPs B 59

ks Bl B

10932201 HI3IAET

6740584  HINFTF 1E:5" ~-GAGGTTGAGTCTGGAGGAT-3" Ssp 1
F:5" ~-TATTGGAAAGGTGGAGGAC-3"
-835C—A AT IEM:5" ~AGCAAACAAGATAATGACCG-3’

i :5’ ~AGGGCGACCCGAGAAG-3’

IEM:5" ~-TACCTCCCCAGCCCTTAG-3’
R6:5° -GGAAGCAGTCCAATAGAACA-3’

Hinf 1 GG:278 bp; AA:220 bp+58 bp;
AG:278 bp+220 bp+58 bp
CC:309 bp; TT: 221 bp+88 bp;
TC:309 bp+221 bp+88 bp
AA:516 bp;CC: 410 bp+106 bp;

CA:516 bp+410 bp+106 bp

SgrB 1
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7 2q33-q34 4 CREB1 EE7ENAY 451 kb RIEH, RET
S EmARE S S IR . XMERBBNERETES R
SHERANF AT FTRAEAR RBARCE EHEER X,
AR SLI 110932201 156740584 [ BAME 45 Rt AT RE S HE A
BHENAFERX,

BAHRER, FEEMEREE CREB ZHEB I FXE
HEIELAHD, JLLL 413 F 983 KA % ., HA,-851C—G,
-933T—C Z5H HHRAEHAERTEX ; -834C—A -932C—T.
-970G—A BN SIEBIERE BRI, EARZHPIE
W PR BB ERIE M PR E R A B B B R TR E R
MNEBEHNEIATRI T, L Z X BTSSR . 1T
o, AR B ABH LS BHSARMEEXE, K
M A—5 BRMTAREMESE. RIVAREZST
TEMKMER R AL ST B, T MERESH
BRTHERAA SR BEMER, U R SMEEF L E R
TTHMRAENZER, T EHEE, A% M CREB3 #H
REX LY MR R R B FIX R CCGCGG (-837—-832)
B, H AR BR YIRS SgrB 1 (Sac I ) T4k BIF1S I
T BT . 318 BRI 2E AT 04T, AR -835 C—A &
HAR G RERE 2R, THHPERAS— S A X B
AMTRAE,# -SRI, FARMTANNEERE /A BER
Rt BEEARENER BT -835 C—A BEEEZAH
RATRE S HE B RMMTAHM BN A R BRR . X0l
AHFHEEER, BARERNELUERBIR S, D AR
FER—IEENSTEE.

HEBEENE, BATHERSAREABINE ANEE
FHEMERES, EUW HESRECHEG TANES
FWEREEARRE, HEAELHE 8 R BAOR 715
KB B BEN B G A RTHESR—FaiTh A &
AABFE . RGTATRE AR A — S 7 HATADE
HEARB/NMIBRT , RAITRB T UFWIT AR A ERN S
Ehek MRER B ERTH RFIABRTHA, MREE
H—EHEBRNENTEMET SR, MFERITR
HOBMEBHFE, BB EUREE . MHEFEU R E
AU AT AAFAE , RIRT S5 & AL M B R S R AT R B A4
XHERHR L EH— IR T,

H 87 CREB SiMARAE M LA AR AN AN EH T, A Rt —
BTN AR WA A RSB/ NFEERAR L, FEUE
P REEARHITERANRENR,

& £ X M

{11 Julie A, Blendy.The role of CREB in depression and antidepressant
treatment[]].Biol Psychiatry,2006,59 (12 ) : 1144~1150.

[2] Mayr B, Montminy M.Transcriptional regulation by the phosphoryla—
tion—dependent factor CREB[J].Nal Rev Mol Cell Biol,2001,2(8):
599-609.

[3] Duman R S.Pathophysiology of depression:the concept of synaptic
plasticity[J]. Eur Psychiatry,2002,17 ( s13 ) :306-310.

[4] Wallace T L,Stellitano K E, Neve R L, et al. Effects of cyclic adenosine
monophosphate response element binding protein over expression in the
basolateral amygdala on behavioral models of depression and anxiety[J].
Biol Psychiatry, 2004,56 (3 ) : 151~160.

[51 Koch ] M,Kell S, Hinze—Selch D, et al.Reduced phosphorylations of
cyclic AMP-responsive element binding protein in the postmortem orbit
frontal cortex of patients with major depressive disorders{]].] Neural
Transm,2003,110( 6 ) :671-680.

[6] Hettema ] M,An S S, Van den Oord E J C G, et al. Association
study of CREB1 with major depressive disorder and related phenotypes{J].
Am J Med Genet Part B,2009,150b( 8 ) :1128-1132.

(7] XUBese th— i FEZRET, S5 SIHRAE B S A L B 4L P CREBL
REFRATIR] A E MM HORIRE, 2010,36 (4) :237-240.

8] XUBEfe, th—WE, JERLT, FIPHREE S cAMP REDLHEE & E A
HEERBEBTI] FE R R 245408, 2010,27 (3 ) : 263-266.

9] Zd&, mEBESLRE W, S ARRNE SRR R
#5X pCREB 0 BDNF #RIA KA - BRI BN A4, 2008,
34(11) :645-649.

(10] FF3CH , XU A b 3HOERAE A R & CREB-BDNF Z/E (R
SHREHEEAD -PEZFEIK,2009,29(23 ) :3038-3042.
[11] John M, Hettema, Seon—Sook A, et al.van den Qord.Association study
of CREB! with major depressive disorder and related phenotypes[J].Am ]
Med Genet Part B,2009,150b( 8 ) : 1128-1132.

[12] Zubenko G S, Hughes H B 3rd, Stiffler J S, et al.Sequence variations
in CREBI! cosegregate with depressive disorders in women{J].Mol Psychia—
try,2003,8(6) :611-618.

[13] Carlezon W AJr,Duman R S, Nestler E J.The many faces of CREB
[J1.Trends in Neurosciences,2005,28 ( 8 ) :436-445.

[14] Kawanishi Y,Harada S, Tachikawa H, et al.Novel variants in the pro—
moter region of the CREB gene in schizophrenic Patients{J].Hum Genet

1999, 44 ( 6 ):428-430.
WAESH R RER)



