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[Abstract] Objective To investigate the relationship between interleukin-1 (IL.-1) gene polymorphism
and genetic susceptibility in the patients with multiple sclerosis (MS). Methods The case-control studies on
IL-1 gene polymorphism and MS patients were retrieved through Pubmed, Elseiver, Ovid,CNKI and Wanfang
databases,and the results were statistically analyzed. Results A total of 23 case-control studies conforming to
the standard were included. No significant publication bias was observed in alleles and genotypes of the includ-
ed genes. In the LL vs. 22 model,LLLL was found to be the protective genotype of MS in Il.-1ra (VNTR) gene
loci (OR=0.819,95%CI :0.683—0.982,P =0.031),while no significantly association was not seen in IL-18
(+3953),1L-1a (—889) and IL.-18 (—511). In subgroup analysis, it was found that IL.-1a (—889) C allele
and IL-18(+3953) C allele were the risk or protective factors for the Asian MS patients (OR =1. 453,95%
CI:1.204—1.755, P =0. 000; OR = 0. 591,95% CI:0. 459 — 0. 762, P = 0. 000) respectively, while IL-1a
(—889) C allele was the protective factor in the patients in ">>50°N" (OR =0. 815,95%CI :0. 695—0. 957,
P =0.012). Conclusion The IL.-1 gene polymorphism is correlated with the genetic susceptibility of MS pa-
tients, moreover has a certain relation with race and region.
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ik i [7] S fiI2H XfHRZH P i FERLA

[7] 1995 57 65 fiif = 52°N IL-1ra( VNTR)

[8] 1996 132 95 Fiy it 59°N IL-1ra(VNTR)

[9] 1997 135 168 [ip %20 40°N 1L-1ra(VNTR)

[10] 1999 148 98 oy 2% 52°N 1L-1ra( VNTR)

[11] 1999 359 358 BRA 45°N IL-1ra( VNTR) . IL-18(+4-3953)

[12] 2000 399 439 bW 45°N IL-1a(—889) \IL-1B(—511)

[13] 2000 122 244 %14 43°N IL-1ra( VNTR) \IL-1B(43953)

[14] 2001 93 400 22 61°N IL-1ra( VNTR) \IL-1B(+3953) . IL-1a( —889) .IL-13(—511)

[15] 2001 98 104 H A 42°N IL-1ra( VNTR) \IL-18(+3953)

[16] 2002 444 157 [ 53°N IL-1ra( VNTR) IL-13(+3953) \IL-1a( —889) \IL-13(—511)

[17] 2003 492 228 T2 52°N IL-1ra( VNTR) | IL-1B(+3953) \IL-1a( —889) .IL-1R(—511)

(18] 2003 20 18 oy 2% 52°N IL-1ra(VNTR)

[19] 2006 163 103 JEIRHAEW 44°N IL-1ra( VNTR) | IL-18(+3953)
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[20] 2006 54 60 [ 46°N IL-18(—511) \IL-1ra(VNTR)
[21] 2008 120 263 % i 54°N IL-18(—511)
[22] 2008 100 140 F 35°N IL-1a(—889)
[23] 2009 54 60 o 16°N IL-1ra(VNTR) \IL-1a(—889)
[24] 2010 351 375 7 I 39°N IL-1ra( VNTR) | IL-18(+3953) . IL-13(—511)
[25] 2010 160 250 BRH] 14°N IL-1a(+4845) IL-18¢(—511) IL-1R(+3953)
[26] 2011 230 195 b= 52°N IL-1ra(VNTR) \IL-1a(+4845) IL-18(—511)
[27] 2013 409 256 +HH 41°N IL-1ra( VNTR) \IL-18(+3953) . 1L-1a( —889) \IL-18(—511)
[28] 2014 30 30 iRt 30°N IL-18(—511)
[29] 2015 306 312 L] 31°N 1L-1ra(VNTR) . IL-18(+3953) \1L-1a(—889) ,IL-18(—511)
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16 LL vs. 22 BRI b TL-1ra (VNTR) 3 [ fi7 5
LL & MS B3 %  H (OR = 0. 819, 95% CI .
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1.026~2.220, P =0. 037); 7£ IL-18(+3953) C ws.
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BRI R B C SR FE A Bl CC P AL & MS
HH e & (OR = 0. 591, 95% CI: 0. 459~
0.762,P <0. 0013 OR = 0. 435, 95% CI . 0. 283 ~
0.670, P <C0. 001; OR = 0. 489, 95% CI : 0. 346~
0.692, P <C0.001; OR = 0. 529, 95% CI: 0. 351 ~
0.797,P=0.002), $ N B 4% v 76 4 B 73 S “<<50°
N”5%>50°N", K BIE IL-1a (—889)C wvs. T,CC
vs. TT.CT vs. TT 5 CCHCT ws. TT LR 757
C AN HR .CC a3 CT F R A HE AL T“>50"N"MS
BEEP RN Z(OR =0. 815,95% CI: 0. 695~
0.957, P=10.012; OR = 0. 592, 95% CI : 0. 405 ~
0.866, P =0.007; OR= 0. 682, 95% CI . 0. 470 ~
0.990, P = 0.044; OR= 0.641, 95% CI: 0. 448 ~
0.918,P=0.015), L% 3,

*x2 EFRZEHS MS ZRHI B HEL
A n JE AL ALY OR (95%CID) P I°(%)  Egger's P
IL-1ra(VNTR) 17 58S LL vs. 2L+22 0. 9090, 760~1, 087) 0.296 63.2 0. 905
ai i T LL+22 vs. 2L 0.934(0.761~1.145) 0.510 69. 2 0. 460
TRk LL+2L vs. 22 0.868(0. 727~1.037) 0.119 0 0.056
8 M (ORD) LL vs. 2L 0.985(0. 807~1. 203) 0. 884 65. 1 0.507
I P (OR2) LL vs. 22 0.819(0. 683~0. 982) 0.031 9.0 0.057
I B (OR3) 2L wvs. 22 0.927(0.767~1.122) 0.437 0 0.198
Fi R L ws. 2 0.933(0.821~1.062) 0.295 53.5 0.964
IL-1a(—889) 8 58S CCwvs. CT+TT 0.952(0.836~1.084) 0. 460 48.8 0.271
ai G T CC+TT ws. CT 0.962(0. 847~1.094) 0.558 44.0 0. 201
i CCH+CT vs. TT 0.978(0.803~1.191) 0.827 43.1 0. 744
I B (ORD CCuws. TT 0.922(0. 656~1.295) 0. 639 53.3 0. 989
I B (OR2) CC wvs. CT 0.954(0. 833~1.094) 0.503 47.2 0.279
I B (OR3) CT ws. TT 0.953(0. 773~1.176) 0. 654 6.4 0.585
e 93| Cuos. T 1.020(0. 839~1.239) 0. 845 73.5 0.762
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1L-1B(43953) 11 [ CC vs. CTH+TT 0. 9620, 854~1,084) 0.527 60.5 0. 434
i ¥ CC+TT ws. CT 1.006(0. 889~1.139) 0. 920 44.2 0.108
ITAcs CC+CT vs. TT 0.875(0. 699~1. 095) 0.242 5.3 0.158
I @ H(ORD CCuws. TT 0.795(0. 628~1.005) 0. 055 26.7 0. 063
8 (OR2) CC wvs. CT 0.951€0.777~1.165) 0. 630 58. 1 0.097
I 5 P (OR3) CT ws. TT 0.991(0. 770~1. 274) 0. 941 0 0. 984
i 35| Cuous. T 0.952(0. 816~1.109) 0.525 57.9 0.916
IL-18(—511) 12 585 CC ws. TCHTT 1.053(0. 862~1. 286) 0.611 65.7 0. 409
i G T TT+CC wvs. TC 0.912(0.818~1.017) 0.096 3.8 0.591
B CC+CT vs. TT 1.264(0.934~1.710) 0.129 71.8 0. 655
I M (ORD) CCws. TT 1.246€0. 871~1.784) 0.014 75.8 0.549
I P (OR2) CC ws. CT 0.970(0. 861~1.093) 0. 620 38.1 0. 381
I B (OR3) CT ws. TT 1.2420.937~1. 646) 0.132 63.3 0.788
LI Cwos. T 1.103(0.930~1. 308) 0. 260 77.3 0.513
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F PR A AR B FEAFAE /&4 n
OR (95%CI) P 1*(%) P

IL-1ra(VNTR) i l¢IDN 13 0.773(0.612~0. 977) 0.031 19.3 0. 249
LL vs. 22 RIATDN 3 0.935(0.624~1.401) 0. 746 0 0.966
s <50°N 9 0.797(0.633~1.003) 0.053 0 0.875
>50°N 7 0.772(0.473~1.26) 0. 300 56. 2 0. 044
IL-1a(—889) Tl EIPN 5 0.917(0. 820~1. 025) 0.127 30. 1 0.221
Cuos. T DIAIPN 3 1.453(1.204~1.755)  <<0.001 46. 4 0. 155
4B <50°N 5 1.179€0. 944~1.473) 0. 147 66. 3 0.018
>50°N 3 0.815(0. 695~0. 957) 0.012 0 0.495
IL-1a(—889) A LI&IIN 5 0.803(0. 620~1. 039) 0.096 32.8 0.203
CCuws. TT WA 3 1.509(1.026~2.220) 0.037 31.9 0. 230
o) <50°N 5 1.253(0. 964~1.629) 0.091 5.7 0.374
>50°N 3 0.592(0. 405~0. 866) 0.007 0 0. 668
IL-1a(—889) ik L¢IDN 5 0.858(0.663~1.111) 0. 245 0 0.503
CT wvs. TT WA 3 1.176(0. 817~1.693) 0. 383 29.1 0. 244
i <50°N 5 1. 124(0. 869~1.453) 0.374 0 0.564
>50°N 3 0. 682(0. 470~0. 990) 0. 044 0 0. 896
IL-1a(—889) i R A 5 0.832(0.650~1.064) 0.143 12.8 0.332
CCH+CT vs. TT RPN 3 1.325(0. 946~1. 856) 0.101 53.0 0.119
i <50°N 5 1.193(0.939~1.517) 0.149 13.1 0.331
>50°N 3 0.641(0. 448~0. 918) 0.015 0 0. 848
1L-1B(+3953) Tl ¢/lIPN 9 1.030(0.929~1. 142) 0.578 0 0.433
Cuos. T DIA7DN 2 0.591€0.459~0.762)  <C0.001 0 0.905
213 <50°N 8 0.955(0. 855~1. 068) 0.419 68. 2 0. 002
>50°N 3 0.938(0. 778~1. 130) 0. 500 0 0.432

IL-1B(+3953) Tl IIDN 9 1.072(0.939~1. 224) 0. 304 0 0. 466
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CC wvs. CT RIAIUN 2 . 435(0. 283~0. 670) <0. 001 0 0.326
o) <50°N 8 . 948(0.723~1.243) 0.699 67.3 0.003
>50°N 3 . 9800, 748~1. 285) 0. 886 18.4 0.294
IL-1B(+3953) il J [N 9 . 058(0. 931~1.202) 0. 391 2.6 0.413
CC vs. CTH+TT WA 2 . 489(0. 346~0.692) <0. 001 0 0.592
B <50°N 8 . 95500, 734~1. 242) 0.732 69.8 0. 002
>50°N 3 L9520, 747~1. 214) 0.693 7.8 0.338
IL-1B(+3953) o L SIDN 9 .077(0. 945~1.227) 0. 265 0 0.498
CCH+TT ws. CT RPN 2 .529(0.351~0.797) 0.002 0 0. 754
4 Jif <50°N 8 .001(0. 865~1.159) 0. 988 54. 1 0.033
>50°N 3 . 0200, 809~1. 285) 0. 869 25.0 0. 264
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(VNTR) L A7 8 #E4 LL JEPI AL MS 1y XU 5T
fiK. 2 MS R4 B EE R, B — E IR IR 2= % M (8
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