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[ Abstract)Objective : To evaluate the association between the susceptibility of knee osteoarthritis(KOA) and the gene polymorphisms

of interleukin—16 in Han population. Methods : A case—control
TEBNEE: F#%, Email : luosong888aaa@gmail.com,

Ry R T A F,
WIS1EE : £4 7, Email ; 578908889@qq.com,,
EEWB:, %I ATHIRE TR B (%5 .E2011064) ;) BF}
HTHHFALTBR B (%5 :2012GXNSFBA053124) ,
155 H AR  http:/Avww.cnkinet/kems/doi/10.13406/.cnki.cyxb.000172.html

design was employed in this study. A total of 150 patients di—
agnosed with primary KOA and 147 controls matched for age,
sex and body mass index of Han ancestry were enrolled. Periph—
eral blood samples were collected,and the polymerase chain re—

action and restriction fragment length polymorphism analysis
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were used to check the three single nucleotide polymorphisms in the interleukin—16 (IL-16)gene. The results were verified by gene
sequencing. Results . The genotypes and polymorphisms were distributed in line with the Hardy—Weinberg equilibrium in the case and
control groups. The results of non—conditional logistic regression analysis in codominant model showed that T/G genotype(rs11556218)
may be a risk factor(OR=2.06;95%CI=1.26 to 3.35;P=0.005),G/G genotype (rs11556218) may be another risk factor(OR=2.52;95%CI=
1.10 to 5.74;P=0.005),C/T genotype (rs4072111) may be a risk factor (OR=2.45;95%CI=1.42 to 4.22;P=0.000)and T/T genotype
(rs4072111) also increased the risk of KOA (OR=4.04;95%CI=1.06 to 15.37;P=0.000). Linkage disequilibrium was found between
loci 111556218 and rs4778889 (D’ =0.63,R?=0.236). Further stratification analysis by SNPstats based on phenotype showed that
TTT may be a risk factor(OR=3.70;95%CI=1.57 to 8.72;P=0.003) and GCC may be another risk factor(OR=6.22;95%CI=2.37 to
16.33;P=0.000). Conclusion : The genetic polymorphisms of IL.—16 gene are one of risk factors associated with the susceptibility of
knee osteoarthritis in the Chinese Han population.
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Tab.1 Primer sequences and reaction conditions for genotyping IL-16 polymorphisms

Z AL ¥ (57 —37) B (C) pzIlis FEPIRN

1s115562181/G F:GCTCAGGTTCACAGAGTGTTTCCATA 61.0 Nde 1 171 bp
R:TGTGACAATCACAGCTTGCCTG

rs4072111C/T F:CACTGTGATCCCGGTCCAGTC 67.0 BsmA T 164 bp
R:TTCAGGTACAAACCCAGCCAGC

1s4778889T/C F: CTCCACACTCAAAGCCTTTTGTTCCTATGA 63.0 Ahd 1 280 bp

R:CCATGTCAAAACGGTAGCCTCAAGC
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fiti [ ANTP RS WA B REEEY TREARAF,
1.5 373G = 4h o IR M B by
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£ 280 bp BBt TC L. 130 280,246 bp H1 34 bp 3 B
CC 7, HH 3 246 bp #1134 bp 1) 2 N EL,
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FE (I FAL 2% R ABI-PRISM3730, Il £ 1% 7 4 BigDyetermi—
nator v3.1),
1.8 “itsam

FEHFRAFALHE SPSS 13.0, £ 2k SNPstats™Fil HaploView
A, R R I + AR 2 (x £5 ) R, P
SEREAS ¢ KRB 5 THECR R R R R R R R R R
SNPstats #£47 Hardy—Weinberg (H-W ) 3 [K 471 3 (14 5t 1% - £y
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2.1 AvgitFaEsi

SEue o R 3 B REAS SRR I 5 e a8 A i Al
150 i), % BRZH 147 ], S 20 5 568 BRZH 0% 55 /-4 P 0 i hy
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0.106) ; R 14 B4 5 il 40~82 %2 |34 (59.5 = 8.9) &, X
B AR IR JE Rl 40~80 % 44 (58.3 £9.6) %/ ,2 4l [0 22 57+
Gt X (1=1.117,P=0.132) ,
2.2 DNA & &4= PCR =4 55| #9m E

PEHUAY DNA ¥R 60~180 ng/ml, Asgy o/ Assg o 271.8~1.9,
DNA HLIK S5 R 5P 25 /Y5, 1511556218 )T A L TT,
TG.GG FEAY ;154072111 &3 CC CTTT FE K A ;154778889
JITT TC .CC K HAY
23 ARREARESH G H-W -FH746 5%

9 2L RIXS IR v 45 35 PRI R P R4 D B
SN FER B P PAE LR 2, 3 7 S A AL S R AR 1 43
R H-W A,
2.4 HE&AM logistic B1J2 LR

K SNPstats #EATE S5 logistic 1715 20 Mr 285 R4 /R i
PSR I AR, TE AR gt 4,
rs11556218 {1 T/G FEH AL KOA A4 & 955 KU %58 T/T 3 PR Y
I (OR=2.06,95%CI=1.26~3.35,P=0.005) , G/G % J5 X5
LI I (OR=2.52,95%CI=1.10~5.74 ,P=0.005) ; rs4072111
) C/T FEPRI Y KOA 1 &0 RUSS A C/C PRI R B 44 fin (OR=
245,95%CI=142~422,P=0.000) , T/T % %5 XUt W3 & 3 i
(OR=4.04,95%CI=1.06~15.37,P=0.000) , A& & I rs4778889%L
KRG 22 5, R 3,

F2 fROEMIBAREEE H-W FE#GR
Tab.2 Hardy-Weinberg equilibrium test for genotype between case group and control group

SNP - MEE(E WEE EEEe P
715, /10 1/2¢ 2/2¢ /1 1/2° 2/2 A sk

1511556218 A 83 56 11 82.14 57.72 10.14 300 0.680

B 54 75 18 56.95 69.09 20.95 294 0.380

14072111 A 120 27 3 118.82 29.37 1.82 300 0.390

B 89 49 9 87.63 51.73 7.63 294 0.490

14778889 A 101 43 6 100.04 44.92 5.04 300 0.590

B 82 56 9 82.31 55.37 931 294 1.000

F:a,1s11556218: 1-T,2-G;1s4072111:1-C,2-T;rs4778889: 1-T,2-C3 b, A I ZH , B %} FEZH
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Tab.3 Non-conditional logistic regression analysis of genotype and KOA risk
{78 F[A - PP (. %) OR (95%CI ) P
KATRH XfHRZH
rs11556218 T/T 83(55.3% ) 54(36.7%) 1.00° 0.005
T/G 56(37.3% ) 75(51% ) 2.06(1.26~3.35)
GIG 11(7.3% ) 18(12.2% ) 2.52(1.10~5.74)
rs4072111 C/C 120 (80% ) 89 (60.5% ) 1.00* 0.000
CIT 27(18%) 49(33.3%) 245(1.42~422)
T/T 3(2%) 9(6.1%) 4.04(1.06~15.37)
rs4778889 T/T 101(67.3% ) 82(55.8% ) 1.00° 0.121
T/C 43(28.7% ) 56(38.1% ) 1.60( 0.98~2.63)
C/C 6(4% ) 9(6.1%) 1.85(0.63~5.40)
T :a, ZHEEH
&4 34 SNP LEMZHEEAKIERM logistic EVA%#
Tab.4 Non-conditional logistic regression analysis of haplotype constructed by three SNP sites
o SNPAiZ AR TEE R
1511556218 154072111 154778889 JEEIES OR (95%CI ) PfE
Hapl T C T 0.58 1.00° -
Hap2 G C T 0.14 1.58(0.93~2.68) 0.093
Hap3 T C C 0.12 1.09(0.56~2.13) 0.800
Hap4 T T T 0.10 3.70(1.57 ~8.72) 0.003
Hap5 G C C 0.04 6.22(2.37~16.33) 0.000
Hap6 G T T 0.04 2.73(0.54~13.87) 0.230
Hap7 G T C 0.01 3.72(0.46~29.96 ) 0.220

:a, DL Hapl SHZ BEEAAEAL; - JCAH R $icdis

2.5 FEAUR T Ao L ARA AT

K H Hapioview 4.2 84 3F 17 % 8 - M 7 B #8 7m
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0.236) , 5 iE— LTS Y 35 4 i 3 s ekl g 740
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TCT 2 B8, TTT ¥4 KOA 1 A& 9% RS (OR=3.70,95%CI=
1.57~8.72,P=0.003) ,GCC WG/ T KOA 114 & 95 WK (OR=
6.22,95%CI=2.37~16.33,P=0.000) , {551 TTC i F7 5120
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20 it S S AR AN 5 22 b S R A0 R AR N 2, I
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B A IEAS S, S B IR , & 51 k%
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w3 AR 5 B R R S R Rk A i
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BN,

AT GE SR P A Tl B I 10 Bl P - B B &2
BIERI T, A 150 5] KOA S5 {51 F1 147 {51 { B
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XT R A3 —F 7K Flast A% 27 A BT TL-16 FER Y
3ANZAEMENLTE KOA K5 KU (AR S | B o,
I VE 35 15 B9 AR 25 1 logistic 7] 13 & 7k KOA )
rs11556218 1 T/G FE R U 2 55 F X HEAE KOA A
1511556218 T/G .G/G £ R AU il KOA & A A
B ;1s4072111 (1) C/T /T F AL KOA 1) & 555 KU
B C/C KL W, IR fER R &K, SR Hapi-
oviewd.2 FAFHATEBIA T AT HER 1511556218
55 154778889 fETEZEBIA VA C R, AE S5 logistic
[ 9 45 5 R B TTT .GCC 4 KOA B & 9k
AU
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20 5 %8 REZH A B 3] A R BMIT 45 7 1T A
VCRC, IRzl i) 3 A4~ SNP 43 5 JE R EICAE 2 4y
76 H-W Ak | R e o] LUK S PR FEASTE
— TR EE L AR AR G A B 5 I DU Y
WHL2ERRIE . AT LE BT AR 5T I ST 9 2 5
fith LA AR I AU TR, 25 SRR 1L-16
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FRSEAAA], 2R TL-16 FEH 280 5KOA A&
PERT B2 B 5 22 1 i5t% 15 SoRMA R R R 2 B
SR T B S B A R AR 22 R R A (E
WA 9 45 S 2 — BRI 14072111 H C/T B4k
g LR , $2 7R TL-16 JE P 28 1T GBS KOA ) J&%
X,

25 L TR | A S 38 A 151 - %o R T I 1L
16 FEH AT IR 2515 KOA 1 5 JEek A 56,
FRHEHT 1s11556218 T/G F1 G/G .rs4072111 C/T F1 T/
T R AR TTT A GCC Y & A KOA Fi XU
e LA L PR RN B R, X — &5 SR T e A R O
KOA [ A& tILifil SR 2 W SR r & & .
HY T 5L DX 22 A5 1 5 45 58 B AR FH G 96 9 1140 5% Wi 2
— I R R | 2P RS v LA K AR 4
HE PR 1) IR A T e A5 T IR AR 1
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