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(HE] B MEHHRARAEHNZEFRFEMBV)BRERAMILERIRFHEREA
F TNF-a.IFN-7.IL-4 1 IL-10, FREMEA R RS BB FRESHES HBV BEHEREZ BREHNX
R, it EHEHBEARRZAFREHEHITLFHFENARENREILE, RENBL HBV
ZEBEMANER ] A, AREFERE N I AMIERE HBV SR 4 BRILEEX B, NAS
B3 E B PCR HARB W TNF-o 2 E — 238 L & IFN-y ZH + 874 i 5 IL-4 R H — 590 i 5 #
IL-10 #H - 1082 i S ABHRESH., R TNFoEE-28MAASMERAF I HEE
BT IAG =6.797,P<0.05) F S5 BAMEBRERFBEH (Y =9.513,P<0.05), M I 45
X A by’ =0.047, P>0.05;IFN-y R +874 X ABFAE [ A5 [ 4 WHy* =7.238,P<
0.05, 5Xf B4y’ =5.199, P<0.05, 1 A 5% BA K Hy* =0.602, P>0.05; IL-4ZF - 590 fiI
ACTEMERFR A5 TALEY =0.632,P>0.05, | A5XTBA By’ =0.584,P>0.05,
I 48 53 BB4H L& y® =0.004, P>0.05;1L-102H - 1082 i X G HFUEFEMEN AL [ ARy =
10.359,P<0.001, [ 415 % M4 L y® = 35.418,P<0.001, HER I A5 MAKRERLEEHY
(¥ =1.759,P>0.05), &t TNF-«ZFH -238 148 A S EEM IFN-y EE + 874 L A%
HEHS5 HBVERRLE S BEE L. IL4 HEE -590 15 C/T BEERELANS HBV AR R R
BT, EHRR IL-10 EH - 1082 1.8 G HFMEEX FHIL HBV B ABREAERFER.
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[Abstract] Objective To explore the possible relationship between cytokines( TNF-o,IFN-v,IL-4
and IL-10),which were expressed abnormal quantity in the peripheral blood to intrauterine HBV infectious
children, gene single nucleotide polymorphism (SNP) and susceptibility to HBV intrauterine infection.
Methods A cross sectional study on molecular epidemiology was carried out. The subjects were selected
from outpatients of the hepatitis B vaccine special clinics of our hospital. According to intrant criteria,
children under high risk of HBV intrauterine infection were divided into immuno-failure group (group 1)
and immuno-effective group (group II ) while children without high risk were included in the control
group. Four gene SNP sites of TNF-a — 238 \IFN-y + 874,IL-4 — 590 and IL-10 — 1082 region were
determined by real-time quantitative fluorescent PCR. Results Significant differences of TNF-a —238 A
allele frequency were found between group I and group II (X2 =6.797,P<0.05) as well as between
group I and control group()(_2 =9.513,P<0.05). No evident difference of TNF-a ~ 238 A was found
between group Il and control group (y* =0.047,P >0.05). Significant differences of IFN-y +874 A
allele frequency were found between group 1 and group II (yx* =7.238,P<0.05),and between group 1
and the controls (Xz =5.199, P<0,05) but no significant difference was found between group Il and
control group (x> =0.602,P>0.05). Significant differences of IL-4 — 590 C/T allele frequency were not
found between group I and group I (y* =0.632,P>0.05), group I and control group (y* =0.584,P>
0.05) ,0r between group Il and control group (X2 =0.004,P>0.05) respectively. Significant differences
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of IL-10 — 1082 G allele frequency were found between group [l and group 1 (Xz =10.359,P<0.001),
and between group II and the controls (y* = 35.418, P<0.001), but not found between group I and
control group (x> =1.759,P>0.05). Conclusion This study suggested the possibility that TNF-a — 238
A allele and IFN-y + 874 A allele were associated with HBV intrauterine infection. There was no evident
relationship between IL-4 — 590 C/T allele SNP and susceptibility to HBV intrauterine infection, but the
IL-10 — 1082 G allele seemed to be associated with prenentive efficacy to HBV intrauterine infection.
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BEBLUE M R R 2 B R % # (HBV)
ERBRATHNEERFEZ —,FH 50% £ A H HBV #
WERERHBREESIEN, HBYV 54 IR SR
BE AR KRBT, R K B KRR L
¥ (HBV-DNA B # &) fl HBeAg BB &, ALT/
ASTAIHFZERRBRERE  FALAFEFTREE
AR X B B IR T AU . B BH B HBV B8R
BERMEEBERERED A ZBIFR(ZHF) R
WEZEHARMBS. HBV B NBYL AR Z R
ER,EBERFE T HMAKFE EBEBEAKFET,
HFEKS Thl f1 Th2 A FH SR ELZHEMR
TEBRZAEBATE XY BEEANZHNRD
WEAEREHRROEERET R, XMIARE
F BB [F) A (AR B k%o 5 0 0 05 1) 53 SRtk LR
IFMEBERENER, BETREFNEERAN
R A ARMERSENE, MIEREEERES
EEZEWA XD ROV Z I % 84 T 6k
HXRWERFTHR,FHEZN HBVEFENE
fEILEXRERREARENARE - HRELERS
BEBRZSMHES HBV ERRENHEREXRER,

XREF &

1.BEREME % H 200242 AZE 20034 7 A
I 485 U T A L LR 2B LB IR B 2 RF A B B U
12 HBV #3 & ¥ 4 5 HBsAg. HBeAg #1 HBV
DNA HI R 2 5 B 0 B 3%, b 3840 7= 61 3 N A
ZRES T RZRE R (HBIG), A2 ILRE
HBV A BBy = i 2 L) 5 43 BI7E 0.1.6 4
AEMZIFEE R EE S HBIG #1T#R%,
HEHFET T EE X HBV a6 . FRZEILb A
A= B 40 JE i B 9 2 HBsAg B, 36384 1 M A L
EHHBV EHRBRRA(T )Y HANEARR
BA(TH), T4 46 6(5 26 61, 20 4)); T4
HAERUGEHEV & & LR HBV Fr &, 1 % &
Hi-HBs X BIR R B LA b 89 1E % F 8 &L
= ,ILH 124 B (5 69 B, % 55 B1) s xf B4 3t 127

Z(B73%, %54 B)RBEIEREBRILEZEME
B ER BE T K B A B 28 PR R i R B R % B 3 12 L
=, HExEYIE HBV BH &,

(DREARE M E 4 DNA HhR - B B bk
1.5ml,2.5% EDTA #i ¥, EF 4 DNA fhiiER A
HEEHA DNANEHBRAANE(LBATAYTE
AT, LB F BB LHBR., ik DNA HA
-20C1R%

Q)i EFEE L AR N AL ERE
4 4% B (real-time quantitative fluorescent PCR),
%58 MGB TagMan R AR BITIE , LR L
538 o FE AL FE SRR B SRR B A A S A B
Wi, SChfsE & PCR R A ABI Prism™ 7900 & i &
#¥E B PCR X (% E Applied Biosystems 2 8] ) o
PCR b & & 510 pl, 235 1 X TagMan buffer A,
3.5 mmol/L MgCl,, dATP, dCTP. dGTP %
200 pmol/L,dUTP 400 gmol/L, B-actin IE [a] 5| ¥ #1
K i 5| ¥ % 300 pmol/L, B-actin # 4 200 pmol/L,
Ampli Tag Gold DNA 0.025 U/ul, UNG B
0.01 Ufpl, IE . & 17 3| % %& 900 nmol/L, MGB
TagMan #4250 nmol/L, ## DNA 20 ngo

(3)PCR 53183t : O MK FEH F (TNF) -«
HEE -238 (A :EFBIHFF] 5°-TCA GTC AGT
GGC CCA GAA GAC-3’, R [ 51 ¥ F 5] 5°-GAT
ACC CCT CAC ACT CCC CAT-3’; TagMan MGB
4 ¥ %] Fam: CCC GTC CtC ATG CC, Vic: CCC
GTC CcC ATG CCo Q THME(IFN)-y EH + 874
L IEMBI¥FEF] 5°-ACA TTC CAC AAT TGA
TTT TAT TCT TAC AAC A-3’ , I8 5I#)F5] 5°-
ACG AGC TTT AAA AGA TAG TTC CAA ACA-
3’; TagMan MGB # 4t /¥ %] Fam: AAA TCA AAT
CtC ACA CAC ACA C, Vic: AAA TCA AAT CaC
ACA CAC ACA C, QB4+ X (IL)-4 £ H
— 5901 & : IE[B 51 4% 3 5°-ACG ACC TGT CCT
TCT CAA AAC ACT A3, R M5 F5] 5°-AGA
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GGC AGA ATA ACA GGC AGA CTC T-3°;
TaqMan MGB 4t %] Fam:AGA ACA TTG TtC
CCC AGT G, Vic: AGA ACA TTG TcC CCC AGT,
@IL-10 E A - 10824 si: IEM 51 F 5] 5°-CTC
CCC TTA CCT TCT ACA CAC AC-3’ , R 3| ¥ 5
%] 5°-CCT TAC TTT CCA CTT ACC TAT CCC-
3’; TagMan MGB # £t J¥ 3] Fam: CCC GTC CtC
ATG CC, Vic: CCC GTC CcC ATG CC. A E5I4
MEs RS ERAYEFEARA R R

(4)PCR B3 & {4 : B Z ¥ 50C 2 min. 95T
10 minf5,95C 30 s,60C 30 s, #1745 MEHR, &
KRWMELSERE 3N SEAX R, WA IL-10 W 3
# 98C 5 min, 94C 30 s,60C 30 s,72C 30 s,32
MNMER, LK 72T 5 min,

3.8 240 B R Al SPSS 11. 034 k4T ¢ &
% ,IFN-y R A SAS 841k * R,

s R

1. TNF-o Z£H — 238 {37 5 £ B 7 % 47 2 B 43
R ZHILER TNF-o HH - 238 A =FEER
GG.GA fl AA BB R RIE 1, EiRkEK 31
AT HBIG 22 A4 2L 44 #), H TNF-o £
A -238 i s GIA FEEMFE G H0.920,A K
0.080;k F HBIG ZiHFT £ B L 86 #i, 5% G H
0.890,A K0.110, W F 4 3 % 5 EH 2% & X
(x*=0.618,P =0.432),

#1 ZHXE TNF-o HH - 238 g HERA

GIA S ERAB KRR
EHE PR
€ A% GG GA AA G A
I+01 130 106 22 2 0.900 0.100
1 45 31 13 1 0.833 0.167
i 85 75 1 0.935 0.065
pagiss 126 114 9 3 0.940  0.060

PR . ZHILEMN IL-4 ZHFE -590 5 =FEER
TT.CTH CCHEBERRMENE I, FHAHRFN

HEFEERERTLEITFE L,
%2 ZHXR IFN-y E + 874 fu S E A fn

AT A0 3 BB R
AR SR EmR
a3 AR AA AT TT A T
1 46 31 9 6 0.772 0.228
I 73 33 22 18 0.603 0.397
o] 127 60 43 24 0.642 0.358

* FRLE, T4 T4 ¢ =7.238,P=0.0071; I 4 : % fa
¥ =5.199,P=0.022; [ 41 : % B4 > =0.602,P=0.438

®3 ZHXR IL-4 EER - 590 £ 5 FH AR F

CIT S ERB RBR
ERRY LN EEmE"
4H 5
a3 AR TT CT CcC T C
I 36 25 8 3 0.806 0.194
i} 102 67 21 14 0.760  0.240
»f B 120 79 25 16 0.762 0.238

* BRBRWE, [H: T4 *=0.632,P=0.426; [ 4l:xt B4
2 =0.584,P=0.445; [ 41: Xt 4 x* =0.004,P =0.947
4.1L-10 FH - 1082 fr S £ FH B G/A F
HEEMR. =4 )LER IL-10 3 H - 1082 L S HEH
B GG.GAMAAWBREMELFINE 4, Bk
AR 3B K B HBIG & 3% B A 2L IL-10
HE-1082 i GIAFMERMESf: 14 11
B I 4 47 617 5 6 A HBIG, 3% 58 #1],G %
0.793,A 70.207; 1 41 32 Hi#1 [ £ 77 B4% 109 4
FERT A A HBIG, G 50.839,A 50.161, Fi4 t
BRERLHITHFE X (" =1.118,P=0.290),
®4 =ABXKIL-10 ZEH - 1082 ML AR EB M

G/A FALEE R AR F
HEHR SMERFE"
HH B e oA vy G .
1 43 19 23 1 0.709  0.291
I 124 96 22 6 0.863 0.137
Xt B 123 37 81 5 0.630 0.270

» FRLE, TH: T4 =6.797,P=0.009; 1 4 : 3t RA
¥*=9.513,P=0.002; [ 41: 3 FR4L 4* =0.047,P=0.828

2. IFN-y F A + 874 fif g5 5 5 B0 55 i 2 B 33
. ZHJLERN IFN-y ZEH +874 i S =FEH &
AAATHITTHEREERFEERE 2, 1 ABE™
RS HBIG B 10 #1, +874 i A/T i EH
Hi% A %0.800, T #0.200; T 415 v 534 HBIG B
30 41 A/T % A 50.767, T 20.233, A LEE
RELKIH¥E X (Y =0.065,P=0.7983),

3.1L-4 A 590 i S EEBA C/T FMENR

* BRI, D4 ] Hy*=10.359,P=0.001; T 4 : % BA
£ =35.418,P<0.001; T 4i: % B> =1.759,P =0.185

Wi
BEAE 89 AT W 2 B 5T B A [ Aol i A 4k 3
HBVERGEAR KM, ZHF2R> A MK E
FRERRMRENMERILANZEHRRE, A1
HPFE R HESUE; LT 616 R R 2 A Lk H

LR A8 5 18 Pk SR S U B IR T B RO 2 R AR
KRN AT E MG R BARKES,
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BIERMEHESX HBYV B RBEAEEEEZ WY,
AREEREP HXENPABEERESHSEEN
L, FRENRAAERNEBHFEEANBTFHE
BEOfgeE XY,
RITEFEUEAREARR LR ZHEHER
EETHEZEHNKEF (TNF-a. IFN-7, IL-4 F
IL-10) , W K EFIhBEM S M BB EFRE S,
TNF-o =2 /& b i 52 4% -5 e 40 i 7™ A, & 5T i
B RERRERTIEEERY . R E RS
(I 4)TNF-o ZEHEER T - 238 fisl G/A BE
HRESHDAPERHAASMNERANFREF
BTERNRBRHA(TILA), Y =6.797, P=0.009,
WHREASNERREMRILES £ NERR
HBV, MHBASEARBRRAILELTFLE T ¥
B, IFN-y 7 NK 488 f0 T 44 /8 (f24E CD4" Thi
1 CD8" T)#RRE™ 4, AIfE PR EHM A T W
B 40 B B 3 58 A AL TR A, 2 55 40 M AR JE B L N
PR E SRR ENAEERAEEEAH"Y,
IFN-y BREE—~NEFFX +874 fii i A/IT BEH
MESHBESAEESHBERARD A ERNB L
R (x> =7.238, P=0.0071), B IFN-y By F A
BMKT,H5 T CD4" Th #1 CD8" CTL KR HI F1 ¥
Bk HBV WREST. M I ASX B4 A EFE S miE
EER. 1L-4 FEH Th2 4550, BIERREN
HEAVE T, B B AR E R4 G
IgE 194y, 984 Thl #1 Th2 SR E &S, 1L-4
HEE-590 8 C/T AR RESHMEA =4+
W, HZFTEHT%*BEN(Z4EBE P EHH>
0.05), BAVAN IL4 EHEBHFX - 590 1558
MER C/ITEEHEREZASMH S HBV R ERYL S B
HEX, IL-10 FTEH Th2 =4 fEHELR, —
FEREE R B AR E ML, 2 RE
P 1gM.\1gG 1 IgA; 55— M #E 40 i 5 7 R 4% %
wREEEM,ME T 40M M- E A AE
TNF-a.IL-1.1L-6.1L-12 1 IFN-y A T, H#
WHISHAIRE T AR ", IL-10 E
BHTEK -1082 il GIA BBHREESEHE,G
# HBV ENRLEGERIWILETFBES TRE
KIMEILE (x> =10.359, P<0.001) , L B E R F
X B2 JL B (y° = 35.418, P<0.001), Wi 76 f 5% 4
BHRIILESHBHIILEUREZRFEZ T ERX
(x'=1.759,P>0.05), BB T mREH - 1082 G
MNERNRLREERBTR X, BBERIE IL-10 X

HBV EHREIILEAFHBHRETIER,

HBV J& 3 JL % # 3% 7™ §i & & ¥ 4+ HBIG 7%
TNF-o« —238, IFN-y +874, IL-4 —590 1 IL-10
-~ OREFMFERL A B LA ER, WA
AEMEBRERE, BB TNF-oHE - 238084 A,
IFN-yE A + 874107 5 A S EF A BB R E &K
BEWNHBV R BES R T HAEEE L, IE
SRR L AL B R AR AR . T IL-4 — 590C/ TS L
FEZSMEMIL-10 - 1082008 G FuEFEHFERAD
&5 N HBV &Yt & 5 Rk AR B &, HIL-10
- 10820 5 G Z i HEHE ST HBV B WY H R 1E
X5 RILI0REAENBRRAERRA
FEMHF S, 35 Domenico % #— I % F R B AT £
RENTRAEM, SARETERESSHSE
WY HBV 5B Z MM NAER R RS REF
ARZEFEBMEHEERAMFERANTRR,
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