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Abstract
AIM: To investigate the roles of serum IL-18 and
IL-1B in the progression of chronic hepatitis C
and explore the correlation between serum IL-18
and IL-1p levels and the efficacy of interferon
(IFN) therapy.

METHODS: The levels of IL-18 and IL-1f in the

serum of 30 chronic hepatitis C patients were
determined before and after they received IFN
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therapy to observe changes in the serum levels
of the two cytokines in different periods after
HCV infection. Moreover, the correlations of se-
rum IL-18 and IL-1pB levels with ALT level, HCV
genotype, IL-2 and IL-6 levels were analyzed.
The differences in the serum levels of the two
cytokines were also compared between patients
with response and nonresponse to interferon
treatment. The levels of serum cytokines were de-
termined by ELISA. HCV genotypes were classi-
fied by direct sequencing. HCV RNA loads were
determined by fluorescence quantitative PCR.

RESULTS: The level of IL-18 in the serum of
chronic hepatitis C patients was higher than that
of healthy controls (1077.44 + 657.58 ng/L vs
259.92 + 328.47 ng/L, P < 0.001). No significant
difference in the level of serum IL-1B was noted
between chronic hepatitis C patients and healthy
controls though it had an upward trend over
time (in contrast to a downward trend for IL-18).
Severe patients had higher serum IL-1f level than
mild ones (4.99 £1.44 ng/L vs 3.68 £ 0.76 ng/L, P
< 0.05). The levels of the two cytokines were not
significantly different among patients with differ-
ent genotypes or subtypes of HCV. The level of
IL-18 was positively correlated with that of IL-2
(r = 0.434, P < 0.05) rather than IL-6. The level of
IL-1B was not correlated with those of IL-2 and
IL-6. No significant differences were noted in the
serum levels of IL-18 and IL-1B between patients
with response and nonresponse to IFN therapy.

CONCLUSION: Serum IL-18 and IL-1 levels
may be correlated with the chronicity and sever-
ity of hepatitis C but can not be used for predic-
tion of the efficacy of IFN therapy.

Key Words: Chronic hepatitis C; Interleukin 18; In-
terleukin 1B
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R ST PR I I A U AR AR AT R A A R T AT
s, M Jik RM30PIIEE AT K S THRAE i S
HFREAIL oo o k] 18511 1 p A, ALAHCV Th1/Th2 LR TR 36 T30 367 8w A
BATETEE iy N U L URIL-18 1 ph R S A
wEFHhEES S ARNBRAFIL-18FIL-1pK-Fa T, 5 7 T VLIRS
B RN RATE M dn ik IL-18401L-1pK-F 5 ALTAKF. HCV (antigen presenting cell, APC)IIH RN, E

o A A KR
ok 77 80—
#r .

A B A A& Th1/Th248 % 48 it B -F1L-24=1L-644
% Z . vbEm A Ao T B AR 2 18] 2 A e i )
T KTy £ F. o iF s BB T4 2 A ELISA
%, HCVA B & 5 A A0 5%, HCV RNA
RE R % T ZPCRE.

ZR: BHERAFKEL LFIL-18K-FH
2 &5 T AT 4(1077.44+£657.58 ng/L vs
259.92+328.47 ng/L, P<0.001), IL-1pK-F 5
1 B3t BT 2 3% £ 57, BE A R Je B ) 49 3k
K, dFIL-1BK-F A & # &A%, mIL-18
W) 3% 47 T My A MAT KL% A IL-1B7K
F0A 23 T4 E & #(4.9911.44 ng/L vs 3.68
+0.76 ng/L, P<0.05); 7~ KK A fo A2 ]3]
A A F KT B E £, iFIL-185
L2422 2 &M EH X ( = 0.434, P<0.05),
5IL-648%, sFIL-134E 51L-24=1L-63)
FAAK; TR AR ALl Fo B B8 7 T
J& f i IL-18F0IL-1pK-F3) B H 1 £ 7.

518 FIL-18FeIL-1pK-F 451 5 A AT X
81Z AL AR 2 T AR X, X AR e I B T K
F 5 FHRAE TR, RAexty7 ATl

XegiE: BAERBTF R AR BRI

=]

=

KN, B, BB, XEY, BER, Shot. 1@
BIBEIL-18RIIL-1BKEHEH BN, BRENBHRE
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P BT 2 9 5 (hepatitis C virus, HCV)& YL 18
PERF R BN 2 —, SYEHCVIERYL S, 12
PG L ik 80% DL 0 i B 2ok
JE T REAC RO AT 40 g0 i FHCV B A =
A, HRTE B A R ), TS
ST [0 232 N 25 R AN 40% 26 A4 TS S0k 9 TR %
18 kAL AV 5T LA R G ] TN R 3 v T4 2R
TBIT I N R — H A 52 KRN TER
T FTE B, 40 W DR 78 T 2R 26 1R A 2R 45473
18 M A DL OO T 25 VR 07 1 RN TR kS T 4
M FEHC VA YL BY BE, Th140 i 5304 1)
0 M DAL o AR, RO i S R, I

W 40 2523 0, e R Th1/Th2 40 i R 1~ 22 1) ()
ST, 5 Th1/Th220 M PR 4 s 4 Mt D51 194 286
RGN, I R WL TR R 4l
SRR EAL L. AHIE TR 3001 B F P 3
T R E R A LS TL-18 ANTL-1BREAT
TN, R0 1 P R 8RR L TL- 18 AT L-1B
AP IR B 5 ImRFI TR Z BT IR AR,

1 SRIASE

1.1 A 2006-20084F H [F P BE R 27 Bt g 2kt 1=
ot % e R M P 2R 98 A Bt 304, L 53
1551, L1561, F#34-66(FIFER48.5+8.11)
2 A BN R AR A Ak
57, ST RE A48 wk. Horh 84 & N H Peg-IFN-
a-2b(EFR50-80 ng, FE1IK), 2241 3% FHTFN-
a-2b(EEX300 JTU, & FI3IK), FE bR &
800-1000 mg/d. J7RCHIE: FRe A4, 0T 45
WINALTIE R, HCV RNARH#, JeseE Ll by
TN, 1BIT B RIFALT AR IEH BLHCV
RNAFRFSERHME. 43 5l B BUA T B RTVA T 45
M3, -20°CERAZAFM.

12 7 i

1.2.1 G fe B -F 4wl MHEIL-18, IL-1B. IL-2F1
IL-6K 0 % FHELISAL. IL-183 7 &0 [ 1 iF
HERMS SIMPAT BR 2N 7, TL-18+ IL-2FNIL-638 7] &%
W B A i 26 TR R ) s n) G Ul B
EHEAT R

1.2.2 HCVA B oA 4wl 5 B0 3k, 1R
PHCV NSSB R TH 84T 73 8. 517
%1|: F1(8351-8378): TGG GGA TCC CGT ATG
CCC GCT GCT TTG A; R1(8719-8748): GGC
GGA ATT CCT GGT CAT AGC CTC CGT GAA;
F2(8379-8402): CTC AAC CGT CAC TGA GAG
AGA CAT; R2(8694-8718): GCT CTC AGG CTC
GCC GCG TCC TC. Iy FHEEHCV RNA, ¥
3 licDNAJG, N TNested-PCRY BN S5BHE
A B, FBEK/NZ 4340 bp. PCRAZH4AL )
P ¥ BH T A G0 Bt T o0 SE 6 =5 BEAT A% IR 17 471
W52, HCV RNAFEH P CRy =4k il 71 &
H R A A BR 2 . 3 FIMEGA S X %

www.wjgnet.com



SKIH, . 1@ IREUAT BB INEIL-18F0IL- 18X I REN 2107
Wi £ BE
A AR AR 1
AR X &%
e \EY Ve HIL-18K T 2
TE NEH JCRELE PE T
" 14 16 5 5 0 B ik
Fh(®) 51.43 +9.053 45.94 £ 6.403 0.063 HF R R L
BMEE (%) 50 50 0.642 ij;aifﬁ?ﬁ ril
2 HAKAFIL-185
Wﬁ;(\kg) 62.96 +11.22 61.06+12.21 0.662 e
BRNBEE) 11.96 +9.45 15.43+7.17 0.298 2 EARE. BE
ALT(U/L) 124.86 + 99.42 65.44 +53.99 0.048 ZURF K & A i
5551 cpimL IL-1B7K-F 9 2 %
HCY RII\IAO%ZE(IQ ) 6.32+0.828 6.08 +0.892 0.460 F B o
IFNZEEY(%) 5L LR K
Peg-a-2b 62.5 375 E Ao 2T e AL AR R
a-2b 40.9 59.1 0417 ;T’Sflﬂi lfg?ff;?;
e - ﬁb 2
HCVEREDTY(%) IFN-a 8135 5 4%
1afiy 50.0 50.0 5 RIEMWHAAF
1oAY 357 64.3 0.336° K37 76 77 45
107 0.0 100.0 REPH L.
2afil 66.7 33.3
2 333 66.7
3aftl 100.0 0.0

* 1bF02aBULLER.

TR AT 24T, i HCVIE R .
1.2.3 HCV RNA# Z#ml: K H e 58 et
PCRE, #1871 & vt 5 2047
1.2.4 s A ALTAM: pl o [ B RE K27 B s A%
P Bt v S 6 3 N S8 [ DL o 2 0 W) AR P ()
8200A 4= F Bl A=Ak 73 AT AU HRAST .

Bt AR N SPSS15.08 A 34T 451t
SRS, BT T S BB R, R IR A
Biraviate | Je MR 1. P<0.05 K i 2 1 25 S /K

2 B8

2.1 BH KA Ll TS HIE 306 EH
o, 264507 WA I AT 0 A% S, e A g I sR
F15H1(50%) FARESHI(16.7%) T L
31(10%) SR L34 (10%) A S PRI AS 1 441
(13.3%). FEEEN 25 546.7%. N2 FITC N 240
LG, FERE . MR, AR BTRE TR I [A] A I
HCV RNA#ELIL & % 5, MIEALT/K -]
BETENEY. NHPeg T EHNEERN
62.5%, Wil T4 % 840.9%, HETLEEER.
BB A LAIb A R 2, (546.7%, LRI A
2a%120%. 1a%113.3%. 2b%10%. 3a%l6.7%A
1c43.3%. 16 W% N35.7%, 2a%!466.7%,
RG22 LW B 3% 7 (R D).

2.2 AR K B H AL 1pF1L-187K-F 8%
T A LA P 2 T 98 20 i R B A I T

www.wjgnet.com

IL-1BAIIL-187KF-, &5 R A HL: 181k A B ¢ i
B METL-187K 1 W]t iy - BT 20 (1077.44
+657.58 ng/L vs 259.92+328.47 ng/L, P<0.001),
IL-1B/KF(3.88+0.93 ng/L)5 fd HEXS 41 (3.44
+1.36 ng/L) LB 2Z 7P = 0.209). 5 EH
SR K L4 S 0-54F . 6-104F . 11-20%F
21-304F44, 43 ) LL B4 4L a0 40 fe DX 7 7K1 2=
S, R B MAEIL-1BE0-54E4] . 6-104E41
FI1-204F 214 B AR T-21-30441(3.6310.42
ng/L, 4.20%£0.27 ng/L, 3.76 £0.89 ng/L vs 6.56
+0.99 ng/L, $1P<0.01). IL-187£6-104F-41 W] &t
T 11-204E41(1936.50 +705.83 ng/L vs 872.35+
703.30 ng/L, 2 = 0.031). P74 f K7 bifi 5 Jk e
IS [ (1) A A A DL P 1

2.3 fFIL-1pFIL-187KF 5 A Ik £ J2 7% 3
Fmtk et A MEIL-1BAIL-18% &L
MAEALTA- W AR @ = 0.106, 0.325, ¥
P>0.05), R 2w 250 40 i A7 KT %
BT (B, (T E S B IL- 1S SR E
AL A B P2 (4.994+1.44 ng/L vs 3.68+
0.76 ng/L, P<0.05, [52).

2.4 diFIL-1BAIL-18K-F5HC VA E A 4y X
F o LLBEAS [R5 D5 2R 2 () 40 P DR 7K 1 22 S
& B R DA [R) 5 IR 7R RN 7R 27 () i i T L- 1 AN
IL-187% #3470 3 1 22 5 (38P>0.05, 3K2).

2.5 fiEIL-1pAIL-187KF 5 Th1/Th2m e B F
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w3 5 A 2000.00 A 1
s 2500.00
R TR ER 1800.00
AR Kk E N
2000.00-]
IL-184IL-1B%-F  _ 1600.00
5RBEFLRE
.omtkEE. 2140000 3 1
Lositer E _ § 1500.00
AFREFEG A 1500004 @
%A, MM T & 1000001
= 5ThimieR 1000.00 3 |
FIL-2F2Th2 48 it '
Eig 62 500,00 500.00-]
0-5 5-1]0%9 %‘51-20 21-30
)
B 700 - : | |
| i Gil: B
B 6,00
6.00 1 ]
_ 5.00 1
B
500 4.00 ]
2 3 ]
= € 300
4,00 =
&
2.00
3.00
0-5 6-10 11-20 21-30 1.00 +
S ()
B 1 R EEMEIL-1pFIL-18KT SRR 000 7y iz i

BYRA. A: IL—18; B: IL—1p.

ERE n IL-1B IL-18
HERA
18 19 4.03+1.04 1235.34 + 751.99
280 9 3.85+0.96 933.94+610.16
38 2 3.49+0.09 1144.50 + 692.96
ERIIA
1a 4 3.76 +0.52 1242.00 + 864.06
1b 14 410+1.18 1284.92 + 756.32
1c 1
2a 6 3.86+1.16 783.67 +607.67
2b 3 3.82+0.53 1234.50 + 602.31

IL-24=1L-6%9 % £ I TL-1B3 &5 M TL-2A
IL-6/K ¥ TEAH (@ = 0.098, 0.333, $4P>0.05),
IL-185IL-2 2 WM IEAH K@ = 0.434, P =
0.017), SIL-6 LA 5K = 0.243, P = 0.196).

2.6 S FIL-1pAeIL-187KF 5 F 4% 57 8 £
F LLA N N TC N2 IR T LS TL- 1R A1
IL-187KF-, P4 IA) 3306 b 25 1 22 57 (3R 3). %30
W8 TR 1234 T T B g, Horp g 4s
Bil, JCI B ALTHI. 097 & AR I R 2 2 RN TG 2
5187 AL, PIRR A R KSR 8

2 IEIL-1BRIL-18KE SIREREHIFER. A: IL—18;
B: IL-1p.

IR IR FERIZA PE
IL-1B 3.81+0.88 4.05+1.06 0.493
IL-18 1091.57+610.16 1180.25+787.13 0.736
FE R (K).
3 11

LTINS 20 0 G 95 2 25 55 P HRY I 28 S8 i 1
Ji R Ak A A YT HOVIR G e P LA SR =
EERI ROV A A 4 EE VR TR L 41 (cy totoxic
T lymphocyte, CTL), CTLAI A 75 75 Thi Ha 4 Bh
T, AREAR KIEAE R, Than Mo 3a it 75wk i) 41
D7 CTLAR B Zh RE, JF-5 APCUITH SR
M VAN M S A WA TL- 1 TL-18%5 LRI 41 K
0 L DR 194 8% U0 1 R 0 s B S S LA T
BRI B AEBT a1 0 i ik i v o
YEHL.

TL-18 3 Sl U0 1) B A% e 4 i = A, BefS
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IL-1p2 BZ AT - B AN e 4l mAzREE

xE BISHE Y=t5] =] PE
WEH
IL-1p  3.88+1.48 2.84+0.64  0.186
IL-18 1161.50+578.88 1186.10+625.57 0.950
TohEA
IL-1p  3.95x1.04 4.46+0.98  0.364

IL-18 1147.36+738.29  740.07+333.84 0.208

PR ETAH MuBG 58, AT M HT 44 7 Th1 48 ffa 534k
BATH, LENLAA R Gryse 2 B Hh e o A 2,
Falasca et a/*" FlMajda-Stanislawska et a/* i 57 &
TR, P P 2R 98 R I TL-18 7K~ I 42 & 1
IR A, I 5 T IIE 28R V5 2l R0 2 4 72 1 5
TEAHZ%, T Schvoerer e a/P AR E 8 8 BT 4
AR LY AN AR I A% 48 il (peripheral blood
mononuclear cell, PBMC)NIL-187K°F-H] EAKF
i RN A, 5 AR AT SRR A OC. A
45 R SjFalasca er a/f1Majda-Stanislawska
et alff]—20, 1 IEN AR B MAEIL-187
A b v T R FRUZH, L el A R 3 R 0
i, RUE WA IS BB A 2 R KPR Z AR
P, AR ILMIETL-18 5 5 e T 28 0E v
B ALTACHFAT AR SGIE. 1D LR THCV
JEYLJF0-54F . 6-104F 11-204ERI121-304EANA
SRR BOMLVE TL- 187K 1) 22 7, R LBt A S G
I [A] ) G4, TL-18F & T s, hkgh R
TN METL-187K1- 55 1A 24 JH- 2 1R 48 1 Ak F
TG T AT IS, Bl S YL I 1] 1 2 K S TL-187K
W, SCRF T AEHC VRGN, Thi i
R e A, Bt 1 R A ik g, U IR Th
0 1 1) 2 Th2 40 i (i L A e AL X — W s, IRk
IL- 182 Th1 4 f sl 1, AR SN RE R 1 T4
P77 2 KR ) T4 By FITL-272%,) AT 375
IL-18FNMAHIL-2 75 AT ARG ME A A B, —
F 5B IEAIDC. Schvoerer ef alil R PIL: JE Y
IbREHCV [ P o U T 28 A8 1S ATPBMC Y
IL-187K-F- ] AR T HABFE R R HC VI e, T
1Y HC VI GL 12 11 A P i) Bl s - A 3 A
R, Ul BHIL- 1875 N B 48 (1) K i L of
AIREAS —EME . ARHEIE L T A [F] 2k D] 23 A
WP A 2[R METL-18 R L-1B/KF, KRB W&
PEZE . 1bRIHC VIR G 18 A LU B s v T
HABFER B g 2T S5 A Ok, M2
5T
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PR, ZERERN . RIEE. KRG SEE
150 A 2 907 0 s 2 PR — Tl 4 T DKL . A
HRABTL-1 B AEIE 5 Th 1 40 i o P 38 s >, 7 P 7Y
JH 58 1 Jd ML T RS T 24 L A SO0 1 42 TR 2
JHT & 20 RN i 6o B A VS TL-1 B /KT R A & IR
HRFEMEZER, HHCVEGL0-54l. 6-104F41
A1-204F 41 fyETL-183 ] BAK T-21-3041, %%
FE R I BAC T A, IR LR, (i
IL-1B7KF i ] LA s et P A 20 i 8 A3 o i 4%
A HRAR 2 —. R BB ETL- 135 &
5 Th1Z840 M K FIL-2 R Th2 2 40 g A F1L-6 7%
MK, REHLAMTh/ TR EETHR, H
R TE— 90, AWMU R A, Lapinski
et al® W5 I, 181k TN TR I 46 R IHIL-1B7K
IR T IR A A, IS A NIL-187K
SETERA B, T 4L 22 SR RN 4T i LR
FEARKISE. DRItk 4 SSIL-1BLE MR Ik P 2R T 48 49
MU P A P B2 5 Th1/Th2 40 i (K 22 1) (K 4
HORR, M db— 05T CF sk,

BT 1t3041 3 v, 2641047 W i 1 IRAT
oE L, FEIRGE R Ok . TR A
OF K EUR, WIS 0 i b5 TR R AR R B, LA
AR TN RLIT 2 (0 R 3. T30 2R 7 I e
R NA6.7%, N HPeg T I 2 (62.5%)m T
TP (40.9%), (HEGE 200 TG 23 1 22 =
B HE N Peg TP 2167 18 N B &
R 0 W 280 S IR 80% LA P2 R yA T 9
AT B o B I B Peg TP 22 1) 23
FSRNE=RZEW I VRS ZEW i< 1=t o N & 37| IR N
B R ) M i EHCV RNABGE Y B 3%
ZE5, MIGALT/K LR & T RN &4, KU
JIEAEALE JRETE BN HEAT 0 3 HUW #9077 ROR
B, X5 DT ST 1 — 3. FE A4 A1 B
1671 (46.7%) F12a%1(20%) 0 &, Mifila. le. 2b
H3a A7 AE. 2a%t i X T4 VA T7 I B 28
(66.7%) 1 T 1674(35.7%), {H A fE i1 T 19 Bk
b, ST ERTIN T B 2 e AT IS TL-18
MIL-1BE &5 T EITW K R, MEH
TG IS 2 20 40 35 6 77 W0 20 40 1 DX -1 /K7 g
Sk 2 ) W 1240 R AT T Bh AU g2
(NS, ToNE LT, 1697 45 RN W & 4l
AT N 2245907 R A L, 25040 B R 1 7K SR
KITC B EVEZE 5. Tian et al™ 4% 38 3% A
IL-1BREFARIFN-af {5 A6 3, A8k N A&
FHRFERITIPURIHLE 2 —, AT ES

fuFIL-18F=1L-1B
K F A 5 A A
AT X o 1% AL Fo
TR EMX, %
7 A an e B F Ak
P55 FRE K
Rk, THEAIT A
BATFRM.
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AR XA % Bk
R R, B Lk
BT, LR R
& 4 583,

I, TR YT N LI TT 45 A IS TL-
1B EAT T N, JTEN LT R, (RG24
T AL B T2 7= Tk, Mihm er a/B R 38 15 5%
PHC V-1 N & 8, NEE TR
ST AT MEIL- 187K AR T IE 23, 37 a7 |l
MAFARAKPIL-18 5 FHL 2 RFEL N 2 SR AT G,

AL, H TR 1 BANIL-SZE 8 M R BT 48 %
WML Tk R R TR I AR
W Z ZGe 1, WFR L RABA S0, )
FEPATHE B TS, SR T 2 &S A
R KR SLIFN-a 57 RN 2 [ IR 5C 2R )
RN, o TIERIRTT BN # R G
REH T IRYT DA i B R S A R AR

4 ZEW
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