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R DUF L 1L-18 BB 3 F-137G/C 2 &R ERARKIE
58569 B Pk C &

Bl M EAFE L IARLAHAM B LY B BLBHER!
(1. ERERK¥HBILEERIGRAES, BK  400014;2. TEESREWRBERJLAFEIT 750021)

I/ ZE)18 o9 38T ERELE AN E -18(Interleukin 18, 1L-18)18 HE B S FHAMHRIZ M (Single nucleotide polymorphism,
SNP)545R S B R R R HXT E A RAGENREE, &% FIEFRMES Y - BEBER N (Sequence specific primers—pdy
merase chain reaotion, SSP-PCR)JFTiE4MT 113 ZEKIUESZME LI 167 &8 )LE [L-18 ZEEZT(-607C/A 1 -137G/C)
Z M FLISA £ 46 {918 PO Bk )L PBMCs 1537 LiF R 1L-18 A&k K ¥, &R 28 EJLA IL-18 -137GC HHA
B Fi R (81,49 ) B 5 T HR X BB 2H (67.7% ) (P=0.01),-137GC FEF B 4 A SR (16.8% ) B 5% T AR X BR4H (28.7% )
(P=0.02): £5 R BULA TL-18 —137 A7 8 C A& (10.2% ) B BAL T A2 XT B8 (18.0% ) (P=0.01 ) ; W &54% 8L IL-18 -607
EENMREMREMESBBEMBIELEEEER, B 1118 -13766 #FH R JLE K PBMCs (K4 B Z R &
PMA+A23187 i fb)5 , ik 1L-18 BEHAIKTE BEMT -137GC HERIE (P<0.01). ##:11-18 137 MR EELEM TS E
RILEEE R 5 BHR X HMNEHE ¢ M IL-18 ROAMERX, BEMHRN S EEH, M IL-18 -607 i E K L& MH
W] e SR B R T X

[X@iR M F 18 RH RN AR G0N, 5N

(FEERBSAEES LS R529.9 [ XEARIRT ] A { %c#5 B #A )2008-01-08

Association of IL-18 promoter polymorphisms with susceptibility to

tuberculosis and its protein production in Chongging Han children
ZHOU Chao,et al
(Department of Clinical Immunology,the Children’s Hospital,Chongqing Medical University)

[ Abstract} Objective:To investigate the association of IL-18 gene promoter SNPs with susceptibility to TB and its protein
production in Chongqing Han children. Methods:Polymorphisms at —137 and -607 locus of IL-18 gene promoter in 113 TB
child patients and 167 healthy controls were detected by SSP-PCR. The IL-18 productions in cultured supernatants of PBMCs
from 46 healthy children were measured hv ELISA. Results:The frequency of IL-18 -137GG genotype were significantly
higher in TB patients(81.4%) than that in controls(67.7% )(P=0.01),while the frequencies of —=137GC genotype(1.8% vs 3.6% )
and —137C allele(10.2% vs 18.0%) were conversely lower(P<0.05),but the frequencies of alleles and genotypes at —607 were not
statistically significant between the patients and the controls. Furthermore,~137GG genotype was significantly associated with
lower IL-18 production compared with —137GC genotype when with or without PMA+A23187 stimulation for 24h. Conclusions:
The results showed that 1L-18 gene promoter polymorphisms at position =137 confer susceptibility to TB in Chongqging Han children.
Subjects carrying —137G allele at the promoter of IL-18 gene,which is associated with lowered IL-18 level,may be a high risk
population of TB development.
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FETE SNP A AT RERZ M HE H MR RE N, A0F
5T K F SSP-PCR %Kil 113 £ FRIURE %% L
B 167 ZEEST B 11L-18 -137.-607 B
B R A, WU 2.0 B R S0 % T P (ELISA ) K i)
PBMCs 3% 3% L3+ 1L-18 /K, XK A 1118,
-137.-607 P S ERE 25 545 ) Bt
IR R X R B RIKRE T

1 XREHE

1.1 &FRAR

FEHLZEER 2005 4E 12 B = 2007 4F 4 A BXER M
BILEERERSERILE 13 6], £18(8.6+56)% , 851
Bl 1 s 1, BRAREIRIS B EARYE th 4 A R E TR
ZROR KB R, IR HIV BRE Gramas
BHALRTRES VU ILT MR E A . AR RER
BREHLE I E KER A2 R LE E b LE R ERHE A
BILE 167 6, (4.7 £29)% , B lH 1.1 : 1,768 1
RABTREG SRS IR B g s TR
FieYuR s SR R 8 SRR,
12 R F %k
1.2.1 DNA #E BSMNEFERKI 300 w1, AFEHTEE, REE
K46 DNA(Puregene Blood kit,Gentra),~20°C{#FF% .
122 PCR-SSP5|##it 54 M MTIL-18 BaIFKX
~137G/C.~607C/A PR 2B A DNA 5, ZMocEk
[, 2 3Rt 1 SHEFIE R IE M B 14 : F1(3° K% 137 A
G/-607 7 C).F2(3’ K#5 -137 Hy C/-607 4 A); LA R H =
YL SNP 1S R BBIEE 14 C;R B3R 3 &5 180
WRRES (E ). FESIYH REERBAF A M.
123 PCR-SSP Zpr VAR 251,405 3 p EEE 4 DNA
(#9 30ng),2.5 11 10 x B, 0.2mmol/L. dNTPs, 1.5mmol/L
MeCL, X BBIEFI 5|9 C s R ER S| F1 @G F2) %
0.5pnmoV/L, BEEHZIY R 1p mo/LDNA 48 03U, K
BEWEEAANEE 25wl FIARNIHIMW G Takara 28], ~1374%

] PCR [ EBH0H : 904 CHIAEHE: 2min; 94 °CAEH: 20s,68°CiB
KFEH Lmin, 5 DMEFF ;94°C A8 20s,62°CiB K 40s,72°CHE
i1 40s,25 MMEFF; 72°CEEH Smin, ~607 £ PCR M B4
H:94CTAM: 2 min;94°CAEPE 205,64°CiB K 40s,72°C FE
11 40s,7 PEFR ;94°CAEHE 20s,57°CiB K 40s,72 CIE(H 40s,
35 MER; T2°CIEH Tmin, LA LR BHITE Mycycler (Bio~Rad,
EEDPIEIL LT,
124 PCR=#H Ik B 5pl PCR=HM 1l 6x
Loading Buffer I8IA & 0.1% GoldviewDNA Zukl (M B4k
RURE T AR AN TH 1.5%5 5 EgR ERFL b, B R
140V Z{R ALK 40min, HSMESF LT WEFIMLE R, I E
J& B s BRI g SR i vk B .
12.5 PCR=¥F5I5ET HBOIEHE T HE R A
WE591(C,R)HET PCRY G, =YX EKER ¥ RS
BRI B T DNA [F5T, RABSIE PCR-SSP
Rl 1L-18 5 3h F B AR AT
1.2.6 R JLE PMBCs £55% LiEH IL-18 /KPR HU{a
JE %ot PR AT o sk i Bkt 3, D9 2L 40 M 43 B WK (K1 TBD)
435 PBMCs, 35 3 5 B NI BE 28 2.5 x 1050 /ml, 8 271,
L 400 p 1,535 14 PMA(5ng/ml)(Sigma)+ A23187 (0.5 u mol/L)
(Sigma) AT AXBA, B 5% CO, I 37CHEFE,
24h BfHEE 15 , -20°CHRAT . R H ELISA € B PBMCs
B3t i 118 K FECGRFIEN A LS 3REA R,
13 %hitFE

K F SPSS11.0 #4741 # 40, HEICHMA AR
IL-18 S 31T ~137.-607 {3 45 5 D8 200 70125 £ 22 AR
Z , Hardy~Weinberg & LA, EE RS EEARH
FaAERA x BE, FEEMYH PBMCs 157 L 1L-18
HKFELAx + 5 FrRk, 40H) IL-18 K LEBSR A ¢ R i /KA
a =0.05,

2 & R

2.1 IL-18 % ® B #F-137G/C.-607C/A SNPs #
M 2k R H5A

£1 IL-18 137 fLR~607 fL5| ¥ 5

5% 1E A 1 Uk FFH(5°—3") PCR 74%1(bp)
-137C 1E % ~CCAATAGGACTGATTATTCCGCA - 446
-137R & —~AGGAGGGCAAAATGCACTGG-

-137F1 N9E:: ~CCCCAACTTTTACGGAAGAAAAG- 261
-137F2 IF Sk ~CCCCAACTTTTACGGAAGAAAAC- 261
-607 C ns:: ~CTTTGCTATCATTCCAGGAA- 301
-607 R Xk ~TAACCTCATTCAGGACTTCC-

~607F1 Ngd:: ~GTTGCAGAAAGTGTA AAAATTATTAC- 196
~607F2 ne&:: ~GTTGCAGAAAGTGTA AAA ATT ATT AA- 196
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F3 1L-18 BEIRBEIT-137G/C 5-607C/A BISERRRMILE
BfE iR Ry X} 820 12359 i P OR(95%I{& X [a])
-137G/-607C 39.2% 42.9% 0.12 1.17(0.96~1.42)
~137G/-607A 36.3% 38.5% 034 1.10 (0.90~1.35)
-137C/-607C 11.7% 8.2% 0.02 0.68(0.49~0.94)
~137C/-607A 12.9% 10.3% 0.11 0.78(0.58~1.06)
F4 BRILEIL-18 BHHTF-137 i SEESEMX PBMCs IL-18 EARIEKFEHRM
IL-18 && (pg/ml)
HAER n P
KT PMA+A23187

-137GG 29 5312+ 11.29 86.06 +24.18
-137GC+CC 17 64.32 + 13.56 122.24 +39.98
t{E -3.01 -3.39
PE 0.004 0.003

BB Sy AR SR AL G5 % B LA 5 1E % X B4 1)
B R, G5 R R T 1L-18 £ H -137C/-607C B fFIA
BRI RS B LA (82% ) B TIEHR
XFERZH(11.7%),P=0.02,0R=0.68, LA M E5 RN, 1L~
18 F 8 31 F-137C 57 2 B o] BB XS 85 4% 43 BT
B EARIYER, T 1L-18 EHJE3hF-137GH]
RERGHBENERER.
23 IL-18 2B AFF-137G/C 3 AHFEE O£
LA YRR

RTHIR IL-18 ZE RS F L2 SHXMEREAR
INBE SRR K 46 BIEREEJLE R PBMCs BT
HMrEERESE 3 PMA+A23187 BHATTHIHE{L. 46 1
BFEx &R, FE-137GG FE R 29 %1 .-1376C EEH
R 16 1 .—137CC EE R 1 6], K PBMCs FiAIL-
18 BY/K -3 BB 137 B MU R 2 R B AT HLde, 45
REB,-1376C EFHLH PBMCs B AF 1A IL-18
17K - (53.12pg/ml) B BAKF-137GC+CC EF HIH
(64.32pg/ml) ,P=0.004. A T Fx K2 AL HURIPY T1-18 &
ik, BATH PMA+A23187 # PBMCs #7THLT B
REFE 24h, BREH LB P 1L-18 WRIAEHA SIS,
-137GG EF B 4 PBMCs £ ik IL-18 HH M KF
(86.06pg/ml) 1 B B 1% T° -137GG +CC & A & 4
(122.24pg/ml) ,P=0.003(R.3& 4),
3 it i
SRAE 13 BADBRY %, BEH AT
Ehik R B2 870 1A JET-49 170 T A, &5#%

SR A HIE = E R R . B T SR
ANBEF, RE 109%5 4 KR 88w, F 50 U i
Ft BEBHL SR KT RIISUEK, RARIFEZ
(MR R R, R TE ERIEEREREWH
IR AL AU R AWARIIE Y AN oy Sl [ 2 4
B ERE R BN, S 50N EE BT E
JRRG G E IE AR TE R i B RPUHEA R E
BEAMMAEE 1 HLA A E D 24 HBRBEE
# IL-1.IFN-vy.IL-10.IL-8 .IL-12 R HZ k%K
HA LM SRS BRI KRR EA X,

1L-18 FE IEIL I A%/ B v ™= A, B4
YRR IFN—y BB+, BREEE S T 410 .B 400 .
NK £ DL B S/ E MR = A= TFN—y Fb, IR BEIR
FHE CD, T 40 BEARALY Th 48/, HEH0 Thi 48
MiFe NK Ml Fas—FasL - SIS EVEA . Brid—
get Vesosky S5 AWK B, TEARSMNA 1L-12 BR G 1L-18
HE B AN/ BUIIZH HABE R TFN—y*CDg'T 40 ALY
.t 7E TL-18 FEFERERAF)/NR,IFN-y 5 1L-12 B9
B BB 3 B AT R ER G B HE T T A, T
ShEPER (IL-18 BRFEA TL-18 3 1557 REFE (K /)
FUAR AN P EAT BEBE , RIS I S AT o R
IRE IS, GEA% B ETEER B R S5
HE B IL-18 1 IFN—y 7K -8 B & T XY
18, H 5t SURTRE U K2R E E MR
FEARTATIO8, LRI UL, IL-18 TE AR EE R e
B R EEREER.

it IL-18 W EEE AR T 11q22.2~¢22.3
L, 8% 6 MMRBFM S MHEF . Giedraitis R
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FEM,E [L-18 JEHNE 2 4B+ Ei#E 01 X 38—
137.-607 F1-656 117 = FF7E SNP, H: 41 -607C/A Fl-
137G/C 57 .57 S0 TR F cAMP R TTfE45 &
HFIHEN He ¥R EFER X

7 1 PCR-SSP B AR KW 1L-18 K 3 31 F-
137 F1-607 PHAML & SNP, &5 404 S IE , % 7
PR EEM, EtX 113 FIFERKRIUES 8 LF167
1514 e o BR A R0 43 A & B L TL-18 SRR S 8 F -
607 137 15 1) FE PR 260 0 4 o7 3 RV R Ay f TE 25 B UL
R XS BB 2 (] 22 R G248 S A5 R
JL-137GG R B 43 40 51 R 1 % 5 T fd B Xt B4
(P=0.01), ¥ -137GG FH BRI A B 45 s AL
RN -137GC FER BN 2.00 5 G545 8 L-
137GC 3 B 7 43 7 B 46 AR TR BR AL (p=
0.02). [FIEF, XF 11-18 EEE A 81F-607C/A Fi-137G/
C BAEHUER A AT A, A5 ) L1 -137C-607C A%
RUSH A 5 K TR IR (P=0.02) . TEERISEIA 22
BRI 1L-18 A E 3 F-607 #F1-137 i 5%
YR IL-18 M IFN—y RIFRIK ;137 {154 CC
FERFLH) B, 1L-18 mRNA A AK i T H Al
FEDIRIAA 1 B 1L-18 #1 IFN—y mRNA B9#ikK
SEE AKX, Imboden M ZECHRIE | i PR PR B
H1L-18-137 M B R G BB & FIEF XTI, %
PR G et SRR 185 fE B K 2 . Zhang PA
Fuog . I BE 1L-18-137 M 3K ¢ K-
607C/-137C F-607A/-137C A% 14 43 47 551 R 5 B
AR T X R, $R 1L-18-137 fr 3L K ¢ 7]
BEA P IE R R A RVER , XL ESRH
Z5BAH—3 .M. HarishankarM""8{38 : EUE AR T 11—
18 -137.-607 P G RH 2B EE
4155 i e X BREH () 3 TC 22 Bl X R AR — B &5 e 1)
PR T RE R TR AR AN S R AY

h T — R B IL-18 BB F-
137G/C 27 HEXT AR IR IR BE I AR, A3 Xd
46 51 P JL3E PBMCs R4 K35 1L-18 HIKFE
TEANFERBILA AT T AR S5 A B, #EH7-137GG
B BIAER PBMCs 7 H R34 PMA+A23187 H
BUE LG 24h Fik 1L-18 A7KEBH B F-137GC+
CC EFAAA, 1L-18 -137 H1 C &4 G BARAREE
B 1L-18 EAMEEE T R T REMUT &R
THEMA He HEH MR R A F (HATF-1) B9 45
A3, TR SZ: HATF-1 R 1L-18 JERE R
Rl FRATTHEM 11-18 137 {37 SNP K2 ma % K1

5 1L-18 B EE sh 45 SR8 1171376 A
IR A A TL-18 Feih /KA, mishar —137C S50 3 A
AIAPR 1L-18 B BE S, TR SE TFN—y 53908,
W9 NK AR E T KL A0AEE M BB A T R L
SRR RIS R BEAh, FRAT 1A, PBMCs 2235 1L~
18 FI/KFFE-137GG HHEBHMEE ce+CC R
R APk 2 18] 2 B B A S8, B 2 76 A R £ R
RUASRZ (8], PBMCs Rk [1.-18 MR IFFEETR
KAYAER X AT e [L-18 B LMLk BT [
1. B, EiE A S HRAZ [N X R  AHE
SREBUE RSB AR IS vk .

B2 AMF ST T 1L-18 -137.-607 B-1-SNP
L 2B W S5E%R S BRI Z RINER, %8I
2H 1L-18 -137 {7 GG [ Y437 451 R B i o T
FEXT BREZH , GC 35 B Y 43 A 391 42 B bl A0 T fadt e of R
¢, AT IER C Ay AR ARR B AT R, 1T 11—
18-607 o7 £ K& K B S 5 o7 £ R3304 5 5 B LE A
YT 220 o AHE RN A Fofr 240 L R -84 )
HINE M, BN SNP 7 S A IHRE L K 5 A AE
RAZ B R R, A FEITEMREA N B E
AT BRI R 1L-18SNP B4540% %)
R BB R R AR TR

& £ x M
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