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Abstract : Objective
susceptibility to obsessive-compulsive disorder(OCD). Methods

The purpose of this study was to investigate the relationship between TNF-q-308 gene polymorphisms and
DNA samples with OCD were collected from 26 severe OCD pa-
tients and 14 control ones. The TNF-a-308 gene polymorphisms were analyzed with PCR-RFLP. The data were analyzed by y* test.
Results Majority the gene type of OCD and the controls are TNF1/1. The OCD arel6. 7% (TNF1/2),83. 3% (TNF1/1) ,and all of
the controls are TNF1/1,the difference are signiﬁcant(x2 =15.73,P<C0.01). The difference between OCD and controls is from the
gene G, which make the risk of OCD more than controls 1. 93. Conclusion The TNF-o-308 gene polymorphism probably has associ-
ation with OCD.

Key words: tumor necrosis factor-alpha;obsessive-compulsive disorder;gene polymorphism;disease susceptibility

5% 38 iE (obsessive-compulsive disorder, OCD) J& DA 5% 18 W0
A LERIE R LRI AT O O EE IR R RIS E . E A
BRHE1.1%~3.3%. OCD WHHEES KW . HC AR E
JNREAE BA R s R AN, B E KIE T OCD M W I IR
OCD R R A @ A B R 10% ~20%™, 5-HT 3K 2
OCD P 5L A Sk M C A B 58 8.8 5-HT XF OCD %) &%
BB R 2458 R — (A 098 N AN R i — 25 T3k BR b Z 4
H A5 m R Z P, Marazziti &M 058 % B, OCD U %5 fa e
A CDS(TS 4iififl) B & 3 £, CD4 (Th 41 i) B & ik />, Barber
DI & B, B OCD B3 19 A 88 4 15 (NKO 40 i T 3
#BRR OCD & M R AW AL T A, gt AR R IE
¥ o (TNF-o) [ LR E AL T 6 S fk s . i F MHC-
MX.HE LA ENEE LS., HE2BHRI WA
[F) 1) S 457 ik BB 3K 308 372 B EERS (G 1) 55 3 3 B 3 SR
HILE TNF1/1, Jy If i 08 CAD B 2 o4 7 2> B0 TNF2, J)
TNF-308 fii G # A ik, B s TNF2 55 7 3k B P 2 (1 4%
TNF2/2 ft TNF1/2)M, BF 5% £ W, TNF2 f P2 & TNF-«
e S P T 8 BN TNF-o B9 72 2507 . 2 AT 5 4 &8 R, TNF2
NN 5 — RPNV RGP M B e R R A R R
TF5E 3 LA 4 BT TNF--308 3 ] 78 £ OCD 21 J% felt 5 %] B8
A B R N 2B E OCD 5 Pk p 6 R, BLIRiE

YEE R A - 5 B (1981 —) , IR RR A L, 322 N S 8 0 T RO B 2 O BF T AR, &

nease@163. com,

mr.

1 #RE5HE

11—kt didE 2008 4F 2 H ZE 2008 4F 6 A | IKE R K
2 Bt IE A — I BEAS A RRTTi2 B2 B At s B WL IR B A B 1Y 26
Bl OCD jf 35 (OCD 4>, H 5 12 fi, F ¥ (32. 12£5. 39
& RIGAEIE (18, 2724, 94) % B FE (5. 322 1. TH 4 &t
14 fi] , ¥4 (30. 29£6. 36) & , TG 4R 1% (19. 36 5. 19) &, -
PIRE (6. 4222, 95 . AHIARUE : (D FF A i 08 i B A 43 2%
HizWikr S 3 il (CCMD-3) H OCD (12 Wi br o 5 (2) JG#3% BT
PEBIR s (AEIRTE 18~65 & 5 (DI ARG . W dE I IR X A K
20 IR A — R Be MK b0 1 14 B R AR A B % A R (i
HEXTRR 4D . Hodh B 7 ], -5 (30, 27£5.78) % 5 % 7 i, F
PJ(34.29E7.29) % . AAIARUE AR 18~65 % ; LI KKk
YA » TCAE AT R G 12 W bs o (VA 1f 9 5 SOE A TO G e g 58, 8
KPR sl T R G ¥ MK & .

1.2 Fik

1.2.1 bpAuedE fHEUR Bk 2 mL B & £ U 2 8
(EDTA Bl & P, REESEET —20 CkHRT
25,

1.2.2 DNA 28 2R Promega A=) T 72 7H B 2~ 7] 3 B 41
DNA $2 B 7 & » 2 BRULHT 13 25 Bl 47 .

B IEH, Tel: (023)89012865; E-mail : qiu_



TREF 201452 A% 43 55 44

1.2.3 PCRY B TNF-o B g 3h7-308 A7 & 519 (514
54 TABFW.5- ' GAG GCA ATA GGT TTT GAG GGC
CAT;RV:GGG ACA CAC AAG CAT CAA G-3' . =&
JE R 147 bp, PCR KM K & : B KB 10 pL, F 518 (5% 5
pmol/pl)0.6 L, 10X PCR ZE thifi 1 pL.DNAGEEHR)2 pl.taq
DNA B & (2.5 U/[LL)O. 4 [LL?%%*Z%&%E%M(d
NTP) 0.2 pl., Z77K 5.2 L, RAMIEHRAL,95 C AN 3
min; 95 ‘CA8 30 5,59 CH M 30 s,72 CIHEAP 30 s, fFFF 30
WiHehi 72 'C 5 min RIRZEAH,

1.2.4 [V Jeik EEYIR R SR 10 pL, & PCR ¥ 3 ™
W9 pL, 10X i 0.7 pL, BRIV EIEE Neo T 0.3 p1L(10
U/pL 2= MBLATD .37 Cit . K= LRET 3% S5 4
JKE s 545 ffE DNA Maker [F] 25 L 9k, 18 2 & 120 V HL 3K 50
min 5T 8 R . BV 4 3 Fgs R 147 bp, 147 bp 126 bp
21 bp,126 bp 21 bp, 4314832 TNF-ol/1 % (L= ¥ K 126 bp
1464 .G &M B H 4 T) s TNF-al /20475 H 147 bp.126
bp i 45 246 F) » TNF-a2/2 (7241 R 147 bp 1 45, A 4%
PENLAET) . BT 21 bp B4 KB RN, 788 Gk
Sy AR S UL DU B 9 2 147 bp A1 126 bp IS4 .

1.3 Siil2ab3 SR SPSSI5. 0 4831 8 4k 3 47 40 #r . %
¥’ Krge st Fisher #3812 . 4% TNF-o-308 FE K B 4 FE A
TNF-al/1 J 1/2 BIPLPUA% T AT «* K g, 715 Lo b COR)
M 95SUCI, L P<<0.05 HESAHIHFE X,

2 % S

2.1 PCR R4 B 5 Bl A4, 2 4w il 2 X
MR EH T2 B IEHAR RS LT,

2.2 TNF-a-308 iR £ &k PCR 455 Hih 1 3B A
TNF1 4 f1 3 &L 2y o TNF2 4 AL R 805 5 kil ol
TNF1/2 Z& 4580, )W 1,

1 2 3 4 5
1.2.4: TNF-q1/1 A& 5% ;3. DNA Marker; 5: TNF-ol1/2 Z¢ 4
R,
1 TNF-o & B30 F-308 i & 3% T2 A5 #5 A% iR ik B

2.3 W4l Hardy-Weinberg 1 {4 F W) & B OCD 4
TNF-o 3 B B 50 A5 1 W52 (8 A B E W) & % B, 22 57 L5
T TE L (P>>0. 05) s flt FEXT MR 4] TNF-o 3 5 20 fi 14 WL 24
FIREW) & B R 3T 4 Hardy-Weinberg j5t 1% -4 12: 0
2.4  OCD #ilfi B¢ N TNF-o 3 [H & 25 5 A S0 00 45
TNF-o 5 B B 3 7 X $8-308 fii i B & B TNF-ol/1 # &
TNF-al/2 BIPGRIEE R B, R & B TNF-o2/2 36 A, TNF 1
FEHAIAE OCD 4] Jfg fE Xt BBl vh A AR ¥ 0L 1/1 M ali &7 54
#,0CD 40y 16. 7% (TNF1/2) #1 83. 3% (TNF1/1) , T fik Jf¢
N4l TNF1/1 R, W42 8] ) 35 B 7R 001 26 4 A 1) b e, 22
FAEGH Ny =15.73,P<0.01),

397

2.5 PWidl TNF-o-308 {3 K £ &5 OCD iy 4 5% 4> #
OCD 4 S Ext IR 22 7 FEk A G EMEN, 2R AL
R L (P<<0.01) i H 8 OCD By fa B #4271 93 1%,
B, 2 3 H G5 OCD 5 B AE 78 1E A1 26

3 3 it

EA LI IARR R TE R G A AL AR R RS o 2
I 25 R W B & A R TR R RS G AR A — B PR R
T4 45 5 IO 5k b A L 5 R B RS L AL A2 RV A OCD gg e,
OTTAR R 3 v T B S 5 AR B0 TE R R BE  vh ) e B AR FEAE
AR R B QA TR & TNFo« 2 5 T 2 18
ZRATHEAR L 91 HL 5 b 288 0 HOZ L AT e 3R 55 10 - i A5 A
A .. TNF-o & B A 2 FA: 9 22 3008 /9 — Fh 40 i 187 R
ASCT P 95 200 JHL AT 00065 L 00 A 0 o 898 A S A L 38 S )
Bl IE R AN A A K A fb . 55 Ah TNF-o 38 2 — il B 22 19 2
A5 2 55 A 9 B R o A8 HILAAR G - 9 S B IR A A 5 I 4% A
W e e A L A A o R E e ke e R A T R A
Bt

ANBAEHEFRRNZSERIEECmME THEI TN
8 A A F R 42 A5 M (SNP) o7 5, H — 26 SNP 7 5 # 25 for 3£ K
SRR e B B e MR A 26T . TNF-o 2 N8 3 7
X 38, 22 25 P 43 A e AR B AL 7O 5 1 7R AT R A5 v B M A T RE e ok
DY HBEGE ESERE T TNF-o 5B g 3 F X 88 1-308
PF S e 2 A5, -308 {7 5 1) G-A RAFEE I &E A
Folv b ol B0 R L R B B 9 T Louis &0 &
I, G 2 W TNF-o-308-2 45 {37 3k PR 48 4 & A Uk 1 il 40 i
5 TNF-o-2 %o 3 [N A 4, BE 7= 2R 3 2 B ) TNF-a, % 1
TNF-o-308-2 45 5k I #5 77 & t + TNF-o % 5 3£ 35 K F 1
T o T BE I IIAH OG0 1 B SR . B AR TNF-o X %55 HA
BLRE L H-308 i % G-A 5878 & A A K. B 3 L 75 BV
2 fEREARE TNF-o 3 N0 M R AR R B A RN 5. 3%,
B R R A WA SR -BR e YD R B B 2 A (PCR-
RFLP) 3% TNF-o 3£ W 28 W17 081 & B, 76 OCD i
MR R RS 16,700 NP EA RS RE TS
FEA R /ING X, OCD 4 TNF-q 52878 B 2 & T 0l 4l . 45
5 Konuk ZUS i BF 58 4H L. 1 Monteleone 221 i 5% &
B AE ML TL-18 B TL-6 147K -5 i B Xt HR A #0080 A &k B B 3%
PE2E R OCD B3 1) TNF-a K 5% 5 TR IR, %
FE YR L (P=0.001),

25 LTk, TNF-o %0 3 [ 7T 68 5 OCD 1) 55 8t A ¢
TNF-a ) Ty 58 A 35 B3 3R 26 06 PR b AT 1 Sy 3ol 4% 1R A ic R A7 46
W F R OCD R BAAERE L. AARMREERA
2 5 HL b 20 L PR 1 22 75 o i T LA B K TR ER AR T L AN g
HEBR TNF-a-308 17 5 5 H A 20 i 58 7 A9 07 8 66 PR 32 8 A
OCD G &M LW e tr i, A F T REAREITEZ R E
Vi

£ % 30k

[1] Jonnal AH,Gardner CO,Prescott CA,et al. Obsessive and
compulsive symptoms in a general population sample of
female twins[J]. Am J Med Genet,2000,96(6) :791-796.

[2] Cavallini MC, Di Bella D, Siliprandi F, et al. Exploratory
factor analysis of obsessive-compulsive patients and asso-
ciation with 5-HTLPR polymorphism [J]. Am ] Med
Genet,2002,114(30) :347-353.

[3] Di Bella D, Erzegovesi S, Cavallini MC, et al. Obsseive-



398

Compulsive Disorder,5-HT polymorphism and treatment
response[ J ]. Pharmacogenomics,2002,2:176-181.

[4] Marazziti D,Presta S, Pfanner C, et al. Immunological al-
ternation in adult obsessive-compulsive disorder[ J]. Biol
Psychiatry,1999.46(6) :810-814.

[5] Barber Y, Toren P, Achiron A,et al. T cell subsets in ob-
sessive-compulsive disorder [ J ]. Neuropsychobiology,
1996,34(2) :63-66.

[6] Louis E, Franchimont D, Piron A, et al. Tumor necrosis
factor gene polymorphism influences TNF alpha produc-
tion in LPS-stimulated whole blood cell culture in healthy
humans[ J]. Clin Exp Immunol,1998,113(3) :401-406.

[7] Harcos P, Laki J, Kiszel P. Decreased frequency of the
TNF?2 allele of TNF-alpha-308 promoter polymorphism is
associated with lacunar infarction[ J]. Cytokine, 2006, 33
(2):100-105.

[8] Perera MK, Herath NP, Pathirana SL, et al. Association
of high plasma TNF-alpha levels and TNF-alpha/IL-10
ratios with TNF2 allele in severe P. falciparum malaria
patients in Sri Lankal J]. Pathog Glob Health,2013,107
(1):21-29.

[9] Charli-Joseph Y, Cruz-Fuentes C, Orozco-Topete R. Inci-
dence of adverse cutaneous drug reactions in a Mexican
sample: an exploratory study on their association to
tumour necrosis factor alpha TNF2 allele[J]. ] Eur Acad
Dermatol Venereol,2009,23(7).788-792.

[10] Leonard BE,Myint A. Changes in the immune system in
depression and dementia; causal or coincidental effects?
[J]. Dialogues Clin Neurosci,2006,8(2) :163-174.

[11] Hinze-Selch D, Pollmacher T. in vitro cytokine secretion
in individuals with schizophrenia: results, confounding

factors, and implications for further research[]]. Brain

FTREF 201452 A% 43 5% 41

Behav Immun,2001,15(4) :282-318.

[12] Prasad R, Kapoor R, Srivastava R, et al. Cerebrospinal
fluid TNF-q, IL.-6, and 1L.-8 in children with bacterial
meningitis[ ] |. Pediatr Neurol,2013,8(16) :1.

[13] Haukim N, Bidwell JL, Smith AJ, et al. Cytokine gene
polymorphism in human disease:;on-line databasese, sup-
plement[ J]. Genes Immun,2002,3(6) :313-330.

[14] 3P4, BR bk, TNF-o 5 H 2 &M TNF-o 9 (1 3%
Wi B G5 B ) 3 R L) ). BE 2 W 9T A 24, 2003, 16 (5)
382-385.

[15] Auguet T,Vidal F, Lopez-Dupla M, et al. A study on the
TNF-alpha system in Caucasian Spanish patients with al-
coholic liver disease[ J]. Drug Alcohol Depend, 2008, 92
(1/3):91-99.

[16] Hong J,Leung E, Fraser AG,et al. IL4,1L10,1L16, and
TNF polymorphisms in New Zealand Caucasian Crohn's
disease patients[ J]. Int J Colorectal Dis, 2008, 23 (3):
335-337.

[17] Noronha IL, Niemir Z, Stein H, et al. Cytokines and
growth factors in renal disease[ J]. Nephrol Dial Trans-
plant,1995,10(6) :775-786.

[18] Konuk N, Tekin IO, Ozturk U, et al. Plasma levels of
tumor necrosis factor-alpla and interleukin-6 in obsessive
compulsive disorder[ J]. Mediators Inflamm, 2007, 2007 ;
65704.

[19] Monteleone P, Catapano F, Fabrazzo M, et al. Decreased
blood levels of tumor necrosis fctor-alpha patients with
obsessive-complusive disorder [ J]. Neuropsychobiology,
1998,37(4) :182-185.

Clicfs B #1:2013-09-10 &[] B #1.2013-11-25)

(R3S 395 1O
et al. The feasibility of creating a population-based na-
tional twin registry in the United States[]]. Tiwn Res
Hum Genet,2006,9(6):919-926.

[2] Polderman TJ,Gosso MF,Posthuma D,et al. A longitudi-
nal twin study on IQ, executive functioning,and attention
problems during childhood and early adolescence[ J]. Acta
Neurologica Belgica,2006,106(4) :191-207.

(3] 2= WRAT . TR 22, 45, g5t 4% S PR35 B30 JL B g 52 i
XL FRFELT ] BF 7 B2 e i, 2001, 24(3) < 44,

[4] sbi. a6 55 FHEYME R TG LR )i
FeRiii (], o 0 B8 T A 28 55 2009, 23(3) - 217-219.

(5] sRBd, R mint i 55, 4. 38t 1% R0 45 AR X L # /0 4R

S 9 RUE T LT . S R TR 2008, 29 (11D
974-975.

(6] BRIRAR. MW, m =, 5. LI DR I 1 IUE 7 BF 50
[J]. W AE L 22 2% 75,2009, 26 (3) : 326-330.

[7]1 Yang MJ, Tzeng CH, Tseng JY, et al. Determination of
twin zygosity using a commercially available STR analysis

of 15 unlinked loci and the gender-determining marker

amelogenin a preliminary report [ J]. Hum Reprod,

2006,21(8):2175-2179.

[8] Benyamin B, Wilson V, Whalley L], et al. Large, consist-
ent estimates of the heritability of cognitive ability in two
entire populations of ll-year-old twins from Scottish men-
tal surveys of 1932 and 1947[J]. Behav Genet, 2005, 35
(5):525-534.

[9] Galton F. Hereditary talent and character[J]. Macmillan's
Magazine, 1865,12(157/166) :318-327.

[10] Bouchard TJ. The wilson effect:the increase in heritabili-
ty of 1Q with age[ J]. Twin Res Hum Genet,2013,16(5) ;
923-930.

(117 e R, FaE W, 45 11 B R RS ¥ I i )L®E
B IFAT g 1)U SC M M BIE ST LT . B 7 BE R R 22 4l
2008,28(11):2094-2095.

[127 Ph. 43 0675 SO B0 A= LR 0 o i 2 ) B i
S L. v R B A B o 4, 2011, 17(9) 2 39.

[13] B 2R B AT 46 XA F JLZE R 005 (R 38 43 #r
(], A E AT R B 2R 2% 2002, 11(6) :676-678.

(147 SR IBEAR . W, 3 R, 55 ot 4% AN ERBE IR 3 0 LB 7 4RI
S0 Ty e R 1189 5 W 43 B (T ] o R 2R A 2% A
2008,36(6) :349-352.

BAHEI

ISR H #:2013-09-18 &[] H 11 :2013-11-29)





