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The MCP-1 promoter 2518 polymorphism in Behcet disease :
Allelic frequency among 97 Korean patients

and the correlation between MCP-1 production and genotypes
Hyeck-Jae Ko", Sue-Yun Hwang, Mi-La Cho, Ju-Young Kim, So-Youn Min , Young-Hoon Kim,
Wan-Uk Kim, Sang-Heon Lee, Chul-Soo Cho and Ho-Youn Kim
Division of Rheumatology, Kangnam St. Mary's Hospital, The Catholic University of Korea

Objective : To investigate the role of MCP-1 in the onset of Behcet disease, and to see whether the genetic variation at the MCP-1
promoter 2518 position is associated with the severity of symptoms.

Methods : The allele type of 2518 polymorphism was determined by the restriction fragment length polymorphism of Pvull. The
level of MCP-1 in serum and culture medium was measured by sandwich ELISA. Detection of MCP-1 in scleroderma lesion was
done by immunohistochemical staining,

Results : The average serum level of MCP-1 was 2.37 times higher in patients than in normal controls. Tissue section of
patients'scleroderma lesion showed elevated expression of MCP-1 compared to unaffected area. Distribution of G vs. A-allele in
patient group was similar to healthy Koreans, where the proportion of G-allele is about twice higher than that of Caucasians and
Afro Americans. When stimulated in vitro with IL-1p, mononuciear cells from patients carrying the G-allele showed a sharper
increase in MCP-1 production compared to the boost observed in AA homozygotes.

Conclusion : While the allele frequency of MCP-1 promoter 2518 polymorphism is not likely to contribute to the onset of Behcet
disease in Koreans, proinflammatory factors elevated in patients may augment expression from the G-type promoter, resulting in
more pronounced symptoms. The predominance of G-allele among Asians, together with the steeper activation of MCP-1
expression in carriers of this polymorphism, may explain the amplified frequency and severity of Behcet disease in countries along
the “silk road".

— 216 —

HAEYS YAYEE FUE FulE2 A@doAA F@A YWY Nitric Oxide Synthase FH =
o) gy #F A4S
AEF, e PALL oMM AAe o) H !
At ko] Lﬂs}t}fw. syl netwAl giteld ZEWUN YadHedgnd’ Agdgw ARG’ Fol
n al
£3); Endothelial nitric oxide synthase (eNOS)ell 218} 44 == nitric oxide ®# AdEel $a% 9¥E 349,
eNOS ##ze 8ol de A, YUY, BAFAEE 5 APHA F@e U527 FrHddn g4 o
2z eNOS 34 A F 7 B8 AF7) ol Fo18 exon 79 Glu-Asp298 polymorphism3} intron 49
a variable number of tandem repeats (VNTR) polymorphism ¥ 5 ##zte) dgda @dage] 7 Hde
2 g WAEd d39L FhdteE d8 Fuiela 38y AAE dotraa #rh
B9 065 ISG7IE g HEHe WAMEY $A(female, 66.2%; Lho], 386185) (MMEWE), 273 dug
& %ug o Foulela AP Pa(female, 66.7%; o), 35.01119) (AEIH)L 80"l AR T (female,
625%; o], 406116)& Wdes dged, n¥y, BL4FHAP 2 DARAF g4 A Q¥A
28 Q27 BEA Glu-Asp298 polymorphism® PCR restriction fragment length polymorphism technique £
2 AA#9 3, VNTR polymorphisme PCRE genotyingdtgow, Wiley# o oA HLA-B51E 2-step
PCR-SSPH o2 HAsidw QEAREAM;, BAH #odME& chi-square? &89, Ha&F 39 multiple
logistic regression analysis® #elgtgrt, MM EY Bxie eNOS F¥2 A e Ao & HLA-B5IH )
linkage disequilibrium J &€ wix}3l7] #18) 33847 Mantel-Haenszel weighted odds ratiog A3t
A3 @ Glu-Asp298 genotyped WAEWT E+ YAITH 23 ol % o7t AMGHAEH A o
ZF, p=0.002 2 per=0.004; WHYTH X F, p<0.00)). EF Asp298 alleled] ¥Ei HINESZN @Gl
A iz v FoEA EUHMMER S P2 F, p=0.003 ¥ por0.006, OR 32, $%Cl 1.4-7.3; @A T
927, p<0.001, OR 59, 95%CI 24-145). @QHLA-B519) W%t #AMEH T 2Rt fodsA Eter
(p=0.001, OR 33, 95%CI 16-67), WAE¥HFE& HLA-BS1RFof we 2P E ¢ FAE Glu-Asp298
genotyped] Hole SMMERTI 2T ol FAA iAol HA3 A p=0.002, weighted OR 4,3, 95%CI
17-109). AVNTR polymorphism®} genotypeit allele®] WX WMEHT £t YHITH dRFE Tl Fo &
o]zl giltt. @M MEW S clinical variables & &€& AWE $AolM Glu-Asp2983 VNTR polymorphism
o] #23tA 7o 1o, multiple logistic regression analysis¥® ZAH #2448 AA=HA
A E; exon 79 Glu-Asp298 polymorphisme WA EH I Hd{ FHE FoleladY Saeld AW fEdx
9 #UY Aoz 4= wWHER g A8 HLA-B513 @AV glo] SHAHY Aoz Asdd

-S 168 -



