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TNF-o ZEZEHS5RECRFREE
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[HE] HH 5% TNF-a-238.308 RE XM SEBHIEFREBE TR
IBYT 6 N HETJE Thl/Th2 4 B F K284k e M B B R R Pl A
WBITHREE . ik DR o TIREENRITH 77 Sl B R BEERPIR
X4, s R A RN -FR M i B K B 2 234 (PCR-RFLP) £ AR KM 77 418
P Z BT R B TNF-o-238 .-308 i i 2 R 22 244, 3+ A ELISA &l T F 16 I7
A5 L35 40 R R 7K » e AR R B R TR R 22 /K I B R Al 4321 43 R AT S
S8 GER (1D PNEHIRITRTMLYE IL-2 IFN-y KB TN EH (P <0.05),
IL-10 7K AR TN B HAK (P <0. 05 ) , IL-4 7K NE-7E I 226 #0170 0 287 4H ] 7 8. 2 1
ZF(P>0.05); (2)THERIARIT 6 NHEMEL oM &H IL-2 . IFN-y K EHF
B (P<0.01),IL4.IL-10 JKEHBIREMRCP <0.01) , (&4 IL-2 IFN-y 7K F
BWREETRNEH (P <0.05), IL4.IL-10 /KRR BE s TR &4
(P <0.05): (3)JRYT Al TNF-0-308G/A F:PH 7 8 ¥ I 7 IFN-y /K FE8 G/G BE
(P<0.05), IL2.IL4.IL-10 /K F-ZEP P EF R B T B EHEZR (P >0.05).
TNF -0-238G/GG/A F:[H A B #1178 IL-2 . IFN-y.IL4 1 IL-10 /K EH T 5B Z
ZR(P>0.05); (4)TNF-0-238G/G.G/A R H %, TNF-a-308G/G.G/A H &
BHBETHERIRIT /G IL2. IFN-y.IL4 F1 IL-10 % ERA TR EEZF (P>
0.05); (5)TNF-a-238 . TNF-a-308 fif S5 & ZEBTE o TR ZIBIF S HM TN
BHMN A ERTEEMEL(P>0.05). i (1D TFHREWBRITFARMEK
S5 1% Thl/Th2 4 EFKEA % (2) FRBEBIT B ARME/KE SIEITET
J& Thl/Th2 408 E F 24K EA %: (3) TNF-a-308 G/A EEAE L5184 2 %
JiF 4 B8 B 5B L IFN-y KA % (4) TNF-0-238.-308 fif g B H A KT fb 5
T EIEIT )G IL2 IFN-y. IL4 F1 IL-10 /K FA5 4k T (5) TNF-0-238 .-308 [
2S5 THREIRITA FRE /KT M -
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[ Abstract] Objective To study the association between -238G/A and -
308G/ A polymorphisms of TNF-a gene and the alterations in concentration of IL-2,
IFN-y, IL4 and IL-10 secreted by CD4 ' T cell in PBMCs after interferon-a treatment,
trying to find the mechanism of chronic hepatitis B and the treatment strategy.
Methods The polymorphisms of TNF-a-238, -308 sites of seventy-seven patients
with chronic hepatitis B and subjected to a standard course of treatment with
interferon-a were detected by PCR-RFLP. Sera IL-2, IFN-y, IL4 and IL-10 were
quantified by an ELISA kit. All the results were analyzed with SPSS (12.0) software.
Results (1) The pre-treatment levels of IL-2, IFN-y were higher in responders than
nonresponders ( P <0.05), while the IL-10 was lower ( P <0.05). There were no
significant differences in IL4 between the two groups (P >0.05); (2) After six
months treatment with interferon-a, the levels of IL-2, IFN-y were higher than those
from pre-treatment patients while the IL4 and IL-10 decreased significantly after treat-
ment (P <0.05). The average change extent of IL-2, IFN-y, IL4 and IL-10 before
and after treatment in the responders was significanily higher than in the nonresponders
(P <0.05); (3) The level of IFN-y was higher in -308 G/A genetype than -308 G/G
genetype (P <0.05), but IL-2, IL4, IL-10 were no significant differences in 308
G/ A genetype and -308G /G genetype (P >0.05). The levels of IL-2, IFN-y, IL4,
IL-10 were no significant difference between -238 G/A genetype and 238 G/G
genotype (P >0.05); (4) There were no significant differences in the average change
levels of IL-2, IFN-y, IL4 and IL-10 before and after treatment with interferon-o in
TNF-a -238G/G, G/A genetype and TNF-a -308 G/G, G/A genetype (P >0.05);
(5) There were no significant differences in the distribution of the genotypic
polymorphisms of TNF-a 238 and TNF-a -308 between responders and nonresponders
which were treated with interferon-a (P >0.05). Conclusions (1) The degree of
response to interferon-a therapy correlated with the concentration of IL-2, IFN-y, IL-
10 from pretreatment PBMCs; (2) The degree of response to interferon-o therapy was
related to the change level of IL-2, IFN-y, IL4 and IL-10 after treatment with
interferon-a; (3) TNF-a-308 G/A genetype correlated with the higher level of IFN-
v> but there is no association with IL-2, IL4 and IL-10. The level of IL-2, IFN-vy,
IL4 and IL-10 has no association with the genotypic polymorphisms of TNF-o 238
(4) The genotypic polymorphisms of TNF-o 238 and TNF-o -308 were not related to
the change level of IL-2, IFN-y, IL4 and IL-10 after treatment with Interferon-o;
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(5) There was no relationship between the genotypic polymorphisms of TNF-a-238,
-308 and the degree of response to interferon-a therapy in patients with chronic hepati-
tis B.

[ Key words] Tumor necrosis factor-a; Genetic polymorphism; Hepatitis B
virus; Interferon-o; Cytokine

o THREEARZERTNTHERIUREER IR R o TRETT LA HTY
Thl/Th2 XK FETEMAREENE . a TIREBITTRRZIRELS G PRI
R R RS T HEZW fREFERLPHEERZ — TINF-o ZEZL
AMETT BEXT TP VT Thl/Th2 48 f B F 7K F=A R

#HEHE

— BT 5

SRFBE 2006 4E 3 2007 4[] 77 Bl a-1b TIRE(S x10° U/K,3 K/,
BT/ IRIT R8BI F R B3, Hp 51 56 4, oM 21 #1, 48 15
~52 %, Wi ¥4 2000 4 10 H 2L ERBHEFRSVEZERE. AR
¥:(1)2 ULN<ALT<10 ULN, HBeAg fH#%, HBV DNA & =10°#/ml; (2)
MEEAERABAYIER: GO HRPRFRFE REFRRE. TEFRRE
B OURBFRRESS I (DO HERBITM 3 MTA NN AR EERESE W
REINREMZAY : (SOFERITRIANGT BRI RA X EIURELGY . o« THRER
I7 6 A B EBERT RCHIWTRE ' R e & E VYT S ALT IRE IE%, HBV
DNA E &M AT F1 HBeAg/HBeAb [l 5554 N & 16)T G ALT k&
1E# ., HBV DNA <10° # 1 /ml, {H G HBeAg/HBeAD Ifil {E2k%6H. T & H: £
s ERbaEE . BTERESITEENEE 13 N, AN EE 35 N, ThEE
29 N ATEFSG BRIV EHMIBPEHGINEH I8 N, 5
DI AH B R AR 3 %, Wi oA - RIGAHRE, BERTIMEZ SRR -

L EEME

IL-2 . IFN-y.IL4.IL-10 48 ffd 5 7AW 7 & B b 2 SR TEARA
A, AZRE 4 DNA AR &0 5 bR K e ARBH A FRAFl PCR ¥ #6514
8 Bt m =S AR A Bl A B PCR 3738437« PRI B B K B 25444
PHr( RFLP) X B KEEEY TREAF .

= e

2 Bt Rl I 58 SR FH BB A B T MR 36y, TNF - 25 Rl 2 2 MG TSR P 38 Bl
B2 -FR 1 B BE K BE 2 254 ( PCR-RFLP) £ ARA W -

ISy = Y

TNF-o ZEE B LB x° # %y, IL2 IFN-y. IL4 F1 IL-10 %0 45 £ 2L ¥y
B+ i EEFN I FER AR HLBCSR A ¢ ke, Zdm b B9 SPSS 12.0
Gt
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g 5
— TINF-a 3H 224 PCR-RFLP B3k Hr
77 I8 Z BUF 4 B E ¥, TNF-a-238 G /A FFE K 8 4, TNF-a-308 G /A
FFEAH 6 4], TNF-o FFH 53 FX-238 G #1-238 A ZLPH 5 #4351 R 94. 8%
5.2% , I3 3FIX-308 G F1-308 A FEIFR 45K 96.1% F13.9% . HFszEHHR
RI-238 A/A.-308 A/A RS FMECE1.2).

300hp
200%p

100bp
M 1 2 3 4 M

; .
L]

. ibo
4 i

1 2 3

B 2 TNF-a J33)F X-308 nt 3 F £ & #: PCR-

RFLP E53kAM7
1.3. EEUIRT PCR F=4); 2. RS TF(G/A) ;4.
R4S F(G/G); M. DNA Marker

B1 TNF-o JB 3 F X238 nt 3 FH £ 4 ¢ PCR-

RFLP B3k 7347
1.3. BARMgEF(G/G): 2. REBERETF

(G/A); 4. EEYIRT PCR 7=#); M. DNA Marker

L2 IFN-y L4 IL-10

g 2:i ] 14.29 +9.43 23.28 +12.78 .76 £6.60 21.54 +14.63
TR H 9.45 +7.41 15. 21 .13 8.60 +4:71 35.22 £22.68
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®2 TRRGTRIE HEEFRBKFHE(Z £5, pg/mD)

L2 M L4 IL-10
Y& RT 12.47 £8. 20.26 £12.12 9.32+5.95 26.69 +£19. 14
BT E 17.21 £9.25 25.74 £19.40 6.57 +5.18 17.73 £15.01
£3 NEASKNEATREWRTEEAEE TP BALHE (2 £5, pg/mD
L2 L4

IFN-y IL-10
R 6.97 £12.41 9.47 £19.45 91 +8.60 11. 13.43
TR H 1.68 £8.47 1.37 £10.26 0.60 5 4.54 £10.1
P4, TNF-o-238.-308 7~ ) 2t B 7Y B 3 V4 Y7 By 0 & )i IL-2 . TEN-y. IL4. IL-10
IR bR
VAT BT TNF-0-238G/G.G/A F TNF-a-308G/G.G/A FL[H 74 & & 41 E i
IL-2 . IFN-y.IL4.IL-10 K3 b8 45 3R B~ TNF-0-308G/A FE K 7Y & 3E 4N E IFN-y
IKER G/C EERE (P <0.05), TNF-a-238G/A.G/G R FH & & 5 E i

IFN-y K ETEBEHZEF(P>0.05) . TNF-0-238.-308 453K ZU48 1 2, 7 fF 4 22
I ¥E IL-2.IL4 \IL-10 KB EZEH(P>0.05), WFE4.3E 5.

ﬁ\ IFN-y L4 IL-10
G/G#l 12.50 +8.51 20.70 £12.50 9.51 +6.08 26.71 +19.21
G/A 12.15 £13.20 16.44 £7.26 7.75 +4.71 26.58 +19.83
MTNF—OLSOSG/G\G/A FEES HAHMEEFFREKFEHE(R 5, pg/mD
ﬁ\ IFN-y L4 IL-10

G/G & 12.70 £9.21 19.39 £12.01 9.2 .79 26.82 £18.55
G/A & 9.71 £5.67 \52 + 8.81 1oh 25.13 £27.37
% . TNF-a-238.-308 A~ [F] 3t [F 4 &8 P EIBIF 5 IL-2 . IFN=
K B
77 BE Y RIFF R B E B2 TR EIRIT 6 NAJE, INF-a-238G/G.G/A
R 7 L} TNF-a-308G/G.G/A ZPE 7 B FIGYF BT)S IL-2 IFN-y. IL4 1 IL-10 3
WAL VR B b o B & 2= R (P >0.05) .
75 INF-o ZEZRMETRRIRITA RN EHAFEF K5
77 B8 1 2 RUFF & B & b, TNF-o 2 H 537X 238 G #1-238 A F[H Ji
A0k 94. 8% F15.2% , J3 Z FIX-308 G F1-308 A Zt B 55 K 4351k 96. 1%
3.9% . AREFREIM-238 A/A.308 A/A RABMETF MK BZRTMEEM
1RIT 6 NH BN H 5T &4 TNF-0-238.-308 i RAFFEF SR HR L% 6.5 7.
ZRERN, FHMRBEFAFMRELBEEZF(P>0.05) .

IL4.1L-10
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®6 TIRRWGTTAEHMIREH TNF-0-238 i R HEF /370

4r4 G/G G/A SAS RIS (% )
R 42 6 7.14
TN 27 2 3.70

£7 %ﬁ@%ﬁﬂﬂ%m@zﬁ TM%@%E
4r4 G/G G/A SAS RIS (% )
g2t 45 3 3.33
TR 26 3 \s\u

5] it

LA RAERBERT Z, BETE. ZHEEINRN 8 EHRERMIER
KR byese HBY BIEE )R MR 22 ThRE R BB RLCH L BV R EIRIT R
R EBUE B — R -

o TIERBRNGTT CEFRRERARE ANTREAYZ— FEH
WRELIH . PR Al R E A i A, KA AR ZE AT WA E/ER-
DL BB EBR HBV W/ERVLHIERB HE, nfg £ =X HBV M@ Tt
(BB MEEERE B TARBTE R 40 R R HBV cccDNA, {524
JERBAIDEEES, RA THRERSEEVE LR, A A R RER T 2N E
(SVR), BH1E HBV MR R . THR R, 184 BRI 5 3 FM A Ik B 40
M Thl/Th2 AMEEFHREIKES o THRENTHETMHERL, ZH o THE
FI[DJ] i f P85 Thl/Th2 40l B B 28 3K 7K S T 22 W\ A B 8 N 28 R HE VR T A
.

AR T AR Thl A4 MR ¥ IFN-y. IL-2, DL &2 ARZE Th2 4014 .
IL-10, HERBR BE M) IFN-y. IL2 /KFZE o TIRRIRIT 6 MHERIBIFEIHA
&, IL4.IL-10 KEAEIR YT 6 R Ja T B T A8 2H 40 B B 7 28 A K S48 o i 8 4
5 R R ER THRRIBRITACR M S8 2B R BERYTRT IFN-y.IL-2.IL-10
TR B R 7K A5 IFN=y  IL-2 7K A K IL-10 FKPRE VR T RO BT«

TNF 22— {2 R4 EF, EZE BB/ B Y50, 83 TNF-a F1 TNF-
B Wif. TNF-a BAZMAEY AN, & & TNF-o T EBYLAKR 22 XA BEE
Fi » 3858 AR ARIRTEFE BT X 4R PLR R I5 B Ae e RS R G &%
FhEORE FEA EER X Tiid & TNF-o 7 S84 MR mEsos .

TNF EEEEA S8, BHERNMETRES M (SNPs) R BEEZ S M
ERHEFBREELZSEY, BWER SNPs KEBAL F TNF-o 23 FH-
Kroeger &SI pgY TNF-a-308G/A L2745 H:%t TNF 53 B0, B4 TNF- A £
PrEFE W EHEFERAKFE LS TNF-a G EMNEFWELART 2 5. XF TNF-
FRREEY R AR R, A& TNF-a FFH-308 i )5 —B 10 bp #J DNA B
AT RERBIE TR H-2(AP2) FHFI T, 24-308 fif fi & G FALEF B, AP-2 7]
PHRBIZ PRI 52456 B RAE G—A B, AP2 TRIRFZF5); TNF-o2k H
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Z R RRE S W TNF FRIAT '], I 5 MR B w0 5 B R R &
BUEHI, HoatF HBV B W E A RS HXFTIESL ©

BATIREXS HBV.HCV HCHFREA A R TR (R E R UK
KN G R T TR EIGRIT B R BME . BF5E R B TNF-o B 5 FF 40 T
MBESEBE T HE SR TEILE F (signal transducer and activator of transcrip-
tion-1, STATD) 43 F B IR IL K T B & T e, NI FHRETR - Bk, Ji e
TNF-o Fk7K 5 TNF-o 2 H £ 250 T BB TR B P 8= e S - Dai 457/ 3
5 INF-a ZREZ X UETRRESFEFISHKEASBITRBEFRFHER R
TNF-a-308 A SFAEF 5 TIMERFADEH L.

BRIV 2T 77 B2 o TIRERT B HECEFRBERITRHIG IL2.
IFN-y. IL4 #1 IL-10 35 ik 7K 5 i 5% #9525 {k #% TNF-0-238G/G. G/A K TNF-o-
308G/G.G/A ZFERAMAL BIHEFF S H 224 . TNF-0-238G/G.G/A % TNF-a-
308G/G.G/A L[ BB E GRS IL-2 IFN-y. IL4IL-10 25 P H 9K EE Ak
BEHZF(P>0.05 , RHTWRIGIT/S Thl/Th2 4K ¥R EK B
TNF-0-238.-308 A i EF L E ML X HTEMZEFRAGHTE Thl/
Th2 4 Jf KR, JiE e G e B PR BR 38 AT RE X 3L 7= AR 2 e i AFRATT LU T TNF-
a-238.-308 fv s A R H Y 2 R 48 A 3 YR Y B A0 Al I IL-2 . IFN-y. IL4 . IL-10
K2R B~ TNF-a-308G/A IiiEH H IFN-y BT G/G EEE, /R TNF-o-
308 fif i 2 H 2 A PEFT BB 5 4M A I IFN-y KP4 %

B F TNF-o ZEZ8&M 5 MHC FFE B4R E 4T, Rt 2B R
FE— P BB AE DR G R 3R B R L R A AT B B 2 B IR Gy e » PR T
BT 2R ERE T EEZE RS, B INF-o2H 2SR T REER
BEAER HBMERSR RS HEREMFRER, MARHE—2H#H.
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