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ulbi-=-A3% @€ (Mannose-Binding Lectin, MBL)& 7hell A A4 =)

;

T oYUM R dde] Axuany whnze Adsle
AAA, FELE TN 7 ALY, Fad8 A7z Ad4 d9=58-S ¢
MBL2 472 promoter?] ¥lolx= X MBL EH g HEE o7
ar, ¥ 1e] wWeli= MBL ©e] Gly-X-Y 72 o4& dai.

A4, 954 A A4
ATk MBL2 74 A2] promoter F-H9F 424 olds Yo7 = MBL2

A TS AdEAAB WAEY BRe] Q4R BAse

olelg MBL &% w9} Fx7 woli= 744

_4

A
HAE B8 MBL2 -550 G/ GE-2 BAatol A A7kl w& &
| YeEbstktl (354 % wvs. 222 %, p=0.0035, OR-1.9, 95% CI-1.24-2.99).
MBL2G-221C% MBL2C+{T?| f4# tPAdL wAEY 29} 7142
Apolell A ztelzh gldTh Al oS e & 19 Wold
MBL2Argh2Cys, MBL2Gly54Asp, MBL2GlS7GIu) v A-e HIAEH
gabel Aol BAE0S vl MBL2Argd2Cys3 MBL2GIy57Gluc) A
o7t gl o, MBL2GIy54Aspdl A= 2ol S Bolx ekgitl, MBL
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> At #@El (Mannose-Binding Lectin, MBL)2 7oA ¢4
Yo dAdmARA BA Clg9h AR 72 ofFar 9o, 96kdSl
subunit7} & 6707} v vdE AL Aoltt (Turner, 1996; Jack et al,
2001). MBL+ herpes simplex virus (HSV), Streptococcus sanguis,

hepatitis C  virus HCV)eF 722 A9  #™Ho]  mannose,

N-acetylglucosamine, fucose, AN-acetylmannosamine 59 @2 <2s})
of Agtel & AuAd, sadd, wA#AdsE g (Madsen ef
al., 1995, Turner, 1996; Kilpatrick, 2002: Kielgast ef al, 2003;
Mullighan et al, 2000a). €% MBLS mannose—-associated serine
protease-2 (MASP 2) ¢ E¢AE ol& ¢ RHA C4E A=a #Zd
CAbZ 2l C29F EHetAlE g A8kd  C3 convertase$l C4b2as Aok
t} (Petersen et al, 2001a; Thiel er al, 2002; Thielens et al, 2002;
Jack et al, 2001). MBLS] 7}4 4 7)52 BAlE dA48r7]= Ao
9. wAs @48 8] Cash 37 B F A1 A= C4bet C3b
BAAE FAUAAL B B4 BgAR FYdel ARH0R 3

e BA7 = Ao gl Al

rr

o

12l W iks& gt

MBLZ (OMIM 154545)F4d 2= 10 A A2 11.2-219] 9
Askal glow 479 dEow pAE ik A& 12 Az gl
=9l cysteine-rich Y9 collagen-like 99 dBRrF o=z Al H o]
A, A& 2= Yol = collagen-like domain HF#o]n, od&E 38L&

‘neck-region’©]2} ¥-2v a-helical coiled-coil 072 o]t} o

_‘]_
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rr

Bl 9124 Y9 (carbohydrate recognition domain, CRD)%E

“hy

TA o] 9t (Madsen ef al, 1998; Minchinton et al, 2002; Turner,
1996). 9= 1d+= C223T (Arg52Cys, A/D  variants), G230A
(Glv54Asp, A/B variants), L8131 G239A (Gly57GIu, AJC variants)ol]
ol 7F &6t (Madsen et al, 1994; Turner, 1996), o]& WHol= 9
£ 19 Gly-X-Y 32 3334, N-terminalol] disulphide 232
F7Feto] 7] 9l MBL WA o] WE S 4oy, Promoter]
-5507 -221 H-9ol GolA Cx= nh¥= vagAde] =, o vhdAd>
A5 MBLY <ol d3ks fvhal &84 v 5-UTRY +4 H-9]0f
CollA] T= Wal= vhgdo] EAlgte (Ip et al, 2000). MBL2 F7 A9
A& 13} promoter W9 PR AetA Aol wHofgl=d],
HYPA, HYPD, LYPA, LXPA, LYQA, LYPB, Z2glil LYQCY 771+ <
haplotype©] ¥&1# U} (Madsen et al, 1998; Petersen ef al,
2001b; Madsen ef al, 1995; Matsushita ef al, 2001). -550°G,
-221°G haplotyped 7} %8 d%F MBLY %ol W&o a1, -550°C,
~221°C haplotype> 3+ @oll, -550°C, ~221'C haplotype 7H¢ W
MBLE] ko]l #&Ho] At} (Madsen et al, 1995; Wang et al, 2001).
A EW (Behcet's disease; BD, OMIM 109650)<& k=, dE5

XS S5 ofAol, Bl 1, ARl Gof Agdl Aok A elA
EQAoR & NMER B A4 AEA T A5 B3]

2o 2ol Aol wEHola WA Koz e, 2 9 F3A
A, 271A S BAG o dAl FAE wiet oA ER ] el



e A ol AZHA lort ofA WastA wHEe] A= @
(Bang etr al, 2001, 2003; Chang et al, 2003; Sakane et al, 1999;
Saylon et al, 1999; Verity et al, 2003). 18} 44 fdlor x4
Aek oY (Human lLeukocyte Antigen, HLA)Y 23X}, HLA-B513}
MICA™06, ICAMIK469E, FV Leiders® 22 FAA7F Aol = Z
o= Kol v} (Gonzalez-Escribano et al, 1998; Mizuki et al,
1997; Park et al, 2002; Kim et al, 2003; Verity et al, 1998).

o Aol A= MAA HAgnkE-g st MBLZY] A dEAdE

HAEY kAo A 53 vasie] ¢hapdl WA = o] o)

Y
(@]

AH a9low MBL2 +AA2] susceptibility S 4] gk},



AAddictn Augs MY HAE Y Se3dYY wAEY A
10599 dolxm AZQl 2039 gl A gk buffy coatol A
genomic DNAE QIAamp DNA Blood Mini Kit (Qiagen, CA, USA)E
o] &3to] FEZ3F . WA EW A= International Study Group for
Behcet's Disease (ISGBD, 1990)¢} Shimizud #F% (Mizushima et
al, 1988)% 7|02 sl

MBLZ w37 @4 ¥4

MBL29] A2 5= 5404 Bolz YA 42 PCR-RFLP
MO 2 15 ng9 genomic DNAE 10 X reaction buffer (100 mM
Tris—=HCI, 400 mM KCI, 15 mM MgCle, pH 9.0), 10 uM dNTP<} 0.75
U9 7ag DNA polymorase (Bioneer, Korea)? =& 37
Perkin—Elmer 9600 (Perkin Elmer Biosystems, Foster City, CA,
USA)el A 242} 52 ekvt. Primers MBLZ2 54F @ 5'-GTA GGA CAG
AGG GCA TGC TC-3', MBLZ 54R . 5'-CAG GCA GTT TCC TCT
GGA AGG-3' (Bioneer, Korea)s AMESI9T, S22 HO0E FAE 54+
94 CTollA 43 WA - 94 C 30%, 64 C 1+, 72 C 50%004 308

RS - mpA o s 72 TolA 483 AdEqdn. SF%E Alv 549



DNAO] 1 U Banl (NEB, Beverly, MA)E A3t 37 TolA
overnightd o 5% polvacrylamide gelol|A #7]dE3ato] 2-QldF9 ).
F= 5400 Banl Algtas FHNE 2= MBLZ 54°Glyas 245/84 bp=,
Banl Algtah FHYS zbA %= MBLZ 54°Aspv= 329 bpZ Y}
(Matsushita et al, 1998a).

Ay 57004 wolm falA v e el sl 54004 ARE

g primer® ARZEIQIAL, T30l % DNAOl 1 U9 Mboll (NEB,

ox
M

Beverly, MA)S A g]8}e] 37ColA overnighter ¥ 5% polyacrylamide
gelol A A7]9dEstdtt. s 5794 Mboll Adtas H9A4E5 #Ae
MBLZ2 57 Gl 266/63 bp=, Mboll Agtas YHE zA &= MBL2
57 Gl 329 bp® Yehdt; (Matsushita ef al, 1998a).

Ais 52014 Hol= A vgAds B48H] skl SDM-PCR
RELPHF S AFEEF9TE. 15 ng9 genomic DNAZE 10 X reaction
buffer (100 mM Tris-HCI, 400 mM KCI, 15 mM MgCls, pH 9.0), 10
uM dANTP¢} 0.75 U9 Tag DNA polymorase (Bioneer, Korea)e] =gt
=S $ESYY Primere MBLZ 52F © 5'-CTA CAA CGG CTT CCC
AGG CAA AGA CGC G-3', MBLZ 52R : 5'-AGG ATC CAG GCA
GTT TCC TCT GGA AGG-3' (Bioneer, Korea)E A8ty 5%
HOo® 5= 52 94 TolA 123 WA & 94 C 20%, 55 T 50%,
72 C 20z004 308 whg F owpAwto R 72 ColA 51 WA,
Z2x F¥ 529 DNAo| 1 U Hhal (NEB, Beverly, MA)S A3l
37 TolA overnighter Fo 8% polyacrylamide gelol|A] # 7] %535}
t, SE 52004 Hhal ASEA HY9E 2= MBLZ2 52 Args 100/25
bp® YEdY, £2H 3% 529 DNAY 1 U M (NEB, Beverly,
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MA)E A8l 37 TolA] overnighter $-o 8% polyacrylamide gelo
A AZIEasT st 52004 Ml AREA WE ke MBLZ
57 Cys 100/25 bp= Yeldt} (Madsen ef al, 1994).

Promoter =550 99 A4 vddE L4871 Hake
PCR-RFLPH WL A3 T 15 ng? genomic DNAES 10 X reaction
buffer (100 mM Tris-HCI, 400 mM KCI, 15 mM MgCls, pH 9.0), 10
uM dNTP¢} 0.75 U9l Tag DNA polymorase (Bioneer, Korea)e] =gt
g T%89ch. Primers MBLZ -55(F @ 5'-GGG GCT AGG CTG
CTG AGG TTT C-3', MBLZ -550R . 5'-TTG CTT CCC CTT GGT
GTT GTA-3' (Bioneer, Korea)s AME-slHY. S22 promoter
=550 94 TollA 4%+ WA £ 04 T 30%, 63 T 20%x, 72 T 40
FoA 358 Wk & mpApom 72Co)A 437 Fsvt. F5H
Promoter -5509 DNA®| 1 U Accl (NEB, Beverly, MA)S *|# 3}
37 Coll4l overnightgl $o| 8% polyacrylamide gelollAl #7453
t}. Promoter -5500A4 Accl A|gtas BFEYE b= MBLZ -550Ce
239/22 bp=, Acc Agtais F-HE 4R o= MBLZ -550°G= 261 bp
2 Yedt; (Tsutsumi et al, 2001).

Promoter -221 #4919 44 vdds 467 Heko

PCR-SSPHH S A& Y. 15 ng?9 genomic DNAES 10 X reaction

o

buffer (100 mM Tris-HCI, 400 mM KCI, pH 9.0), 10 pM dNTP$}
0.75 U9 7Tag DNA polymerase (Bioneer, Korea)9 <g-Zol| MBLZ
=221I'Gey MBL2 -221'CY) 747y g2 59 MgCl, (1.4 mM Z22]3l
2.0 mM)E 23tslo] FE89 Y. Primers MBLZ -221G F : 5'-CCT
GCC AGA AAG TAG AGA GG-3', MBLZ -221G R : 5'-CTG GAA

_6_



GAC TAT AAA CAT GCT TTC C-3, MBLZ -221C F : 5'-CCT
GCC AGA AAG TAG AGA GG-3', MBLZ -221C R @ 5'-GGA AGA
CTA TAA ACA TGC TTT CG-3' (Bioneer, Korea)E& AH&alolvh. <
2702 promoter —221<2 95 ColA 1023+ WAl & 94 T 30,

307, 72 T 45zo)A 303 WEskoltt. MBLZ 221G ol HlA
b 9E 7 443 bpollAl webge, MBL2 -221°C QEAATE s T
£ 440 bpol A YERdT} (Steffensen et al, 2000).

5'-UTR®| +4599 x4 vBdd< H457 93 SDM-PCR
RELPHF S AFE-EF9TE. 15 ng9 genomic DNAZE 10 X reaction
buffer (100 mM Tris-HCI, 400 mM KCI, 15 mM MgCls, pH 9.0), 10
uM dANTP¢} 0.75 U9 Tag DNA polymerase (Bioneer, Korea)9] =9}

i

~

B S35 Primerts MBLZ +4C F @ 5'-CAG ATT GTA GGA
CAG AGG GCG AGC T-38', MBLZ +4T F © 5'-CAG ATT GTA GGC
ACG AGG GCA AGC T-3', MBLZ +4C/T R : 5'- CAC CAT ACT
CAG GAG AAG GC-3' (Bioneer, Korea)E® A&t ZZxxAow
5-UTR MBLZ +4'C= 94 ToA 4%z WA % 94 T 30=%, 55 T
30%, 72 T 10X 353 W& - wpA=own 72 CToli 4417+ 138}
ATt 5-UTR MBLZ +4'7T%= 94 TolA 4%3F WA & 94 T 30%,
55 C 30%, 72 T 40x°NA] 403 W & wpx]2 o2 72 Col|A] 4

Agstart  FFH 5-UTRY DNAol 1 U Sacd® 1 U Hindll
(NEB, Beverly, MA)E A# st 37 TolA overnighter o] 8%
polyacrylamide geldlA #A7|d%=89t), 5'-UTRY Sac Astast ¢
MBLZ2 +4°C 110/26  bpx YEYY, 5-UTR Hindll A3t
YE 2= MBLZ +47% 110/26 bp= YVERIY} (Madsen et

4R7)

7

il
iy

A

kol
Iz
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al., 1995),

FARA

A EY #Apey A7)

[-40

Fe] #9 A& SAS v 8.18 AMgate] i
M3} Fisher exact WH o= AAE9 T, haplotypes EH plus program

= ARgste] wAEtlY (Zhao et al, 2000).



A=Y exe) MBLZ A v@dAdE AT 23 MBLZ
-550'G/ G ARG o] WA EY RpoA 354%2 A7 222911}
oA A E=E WEE BEYY (p=0.0035, OR=1.9, 95%
Cl=1.24-2.99) (Table 1). Ztej\} MBL2 -221"GS) thEAANE (0.903
vs. 0.903)9F MBLZ2 +4°C (0.923 vs. 0.955)2] AR HIEi= WA=
HosArel AN Aol E WolA| kkth, MBLZ -5509) AR E
T AEY g1 QQAERAEE Roks W, MBLZ -550 G/ G A
< 3T obdg, AAA, T
U (Table 2). MBLZ A9 #2491 o4& sk & 19 74
A AL BN Ast, MBL2 5294 579 WeldQl MBLZ 52 Cys3}
MBLZ 57 Glu FAAS L fapatat A7FlolA] B WA« ¢k
Glycine©] Aspartic acid® ®}H & ¥ 549 FA4A vha AL a3
AZRNA MBLZ2 54°Gly W EUA %7 0.7549F 0.771% Aol 7} ¢l
itk oleleh Ayt WA ER o] MBL 7% o4l uhe 7oA w Qleth
2L ofy gkl A E

1
=
TFAGA ol & Mo T TR

MBLZ +AA g MBLY -39 7|50l oS xd sl ¢
o MBLY 43 ®»A dAsto gks nioh Arpdgdgio= okl
Frlg A~ 349 (Rheumatoid Arthritis, RA)QF AAA SwkA 3k

(Systemic Lupus Erythematosus, SLE)OIA MBLZ AR vha Al o]
Aol Y= AR 7 Ay Baxter et al, 2001; Garred et al,



1999; Jack et al, 1997; Malik et al, 2003; Mullighan et al, 2000b;
Huang et al, 2003; Ip et al, 2000; Stanworth et al, 1998). MBLZ
fraxte] Wolddo] F71ek 5 RA9 SLEo| #Ad gEo] Fopxitiil B
a7E fen, dF MBLY o] g5 HIVe HCV #9 Fol= <
o] HolAdoka &4y A At (Thomas ef al, 1996; Song et al, 2003;
Matsushita et al, 1998b: Malik ef al, 2003; Locht ef al, 2003;
Kilpatrick 2003; Huang et al, 2003, Heggelund et al, 2003). ©]& gt
o4t MBLZ FAe] Wel2 Qle] Adde el A7) MBL |
Mo pxol ool AVln WA RAZ BAS AL 2ES 2
A xebrl warow A v, ey, o el MBLZ
—550°G/ G SAAE 9] Bl @ Abatol| A Azl wE] SolEA =4
wskth, MBLZ =550 G FRAAE A MBLY e w4 dvhar &

}

A A (Garred et al, 1992; Matsushita et al, 1998b; Garred ef
al, 2003: Kilpatrick et al, 2002). o] 2¢¢] A=z MBLY I
- BAE Y @A 70 o] FAo] JYHHA ATHjfAQ] C3ack
Coazl AAH MAER Ao RbddSAC dgtor Yehts A
O Aztol
MBLZ A& 19 F44 Hgg4de K uE Hojidol 9

(Table 4). o=Ql  MBLZ 54Aspe] THAA HlxE:= (0.230%
Caucasian® MBLZ2 54'Asp HAANE (0.11-0.12) X} o, A
Rolel MBLZ 54°Asp HEAAMIE (0.16-0.27)3 v]==8tc} (Hakozaki
et al, 2002 Wang et al, 2001; Tsutsumi et al, 2001; Matsushita
et al, 1998a). Z1e|\} MBLZ2 57 Glu®l RAA W= g-4QlS gt
ol olA|o}Ql3F} CaucasianoAl+= YERFA o} ofzy7 QoA =

_‘]O_



0.23-0.269 WE=Z YeEdT) (Alan ef al, 1998; Madsen et al, 1994;
Lipscombe et al, 1992; Steffensen et al, 2000). MBLZ2 57 Cvs9] U
HAA W= of3i= g7kl (0.05)3 Caucasian (0.05-0.11)2. % vephdo}
(Crosdale et al, 2000; Foley et al, 2000; Rector et al., 2001; Alan
et al., 1994),

MBL2%] haplotype gt W] wE So]Afo] et} (Table
4% QR Meh
(Matsushita et al, 1998b) o]A7]E2 (0.81-0.83)Ht} Yo
(Madsen et al, 1998), Caucasian (0.31-0.33)3 o}3x=d 7|2l
(0.06-0.08) Rt} Eokel (Madsen et al, 1995, 1998). “teji} )7

o] 9wl Chiriguanos (0.54)¢F @ Y5791 Mapuche (0.38)2 7

5). g=29 HYPA haplotype Wlxi+= 0.

.

Halolo] X7k HYPA haplotyped] W E7F Aol 7F 9ty (Madsen et al,
1908). HYPD haplotypeS MBL2 5Z7Cys W#HAA HIET}
Caucasian (0.05-0.06)3 oF32]7kQl (0.04)014 YESTE (Madsen et
al., 1995). Promoter -5502] Wo]dd o] 2]gl haplotyped HlEE FEo
v Aol whep 3 ETE depdv, o A7 Rl A LYAS] NIET7E 0.04
Bovehga, gherold J¥ololA 0.249 0.239 ®WIRER ey
(Mastsushita et al, 1998b). “1¢]il CaucasiandA] 0.230.= L ERLC
™ (Madsen et al, 1995), o} ] 719l Avkel X 4n| =0 A 0.38% 0.57
o] Wix® el (Madsen ef al, 1998), AL & 7|07 olg|lE WYY
s oL NTE spobAivh ey Hel e A AR (0.08)7 e
ole] PFHl (0.0 = A7 Q1Y WIEeF Hlgit;t (Madsen ef
al., 1998). LYB haplotype9] Wiz o A7]5QloA 0.09914 0.129
e eI (Madsen ef al, 1998), @F5olol A= 0.23, YE<lo] A

s
2
pn

lo

_‘]‘]_



= 0.222 Y¥Etwrt (Matsushita er al, 1998)., Caucasian®l| A+
0.11-0.139 Wx& Yegoy (Madsen et al, 1995) o}32g| 7} Qlo]| A
= A9 YA %49k (0.0-0.02) (Madsen et al, 1998). ZLdy &
nlof dFRlolA = daY AR A 046, Fpeolo dFRlo)A =
0.429] ME= e (Madsen er al, 1998) H4S FHoz 7}
=M= haplotyped] Wlkeo] Aol7p QUSIth ai:= 579 wolqg tiHAA
MBLZ 57 GluE 7FA 3 Q& haplotype? Wi FE 579 WHold 1
HoA7b 5 W Jepge olxg gk A veltoy (0.24-0.30)
(Madsen et al, 1998), "2 wWHoAX= AY YeuA 2t

promoter -5503 -221 + H-Y ol Wo]gdo] 9+= LX haplotyped] HIE

o

= ool ARl 245

r2

C.

P

HAER L ofg 7hA Qo] kY
B513%} ICAMIK469E, “18)3. MICA"06%) e 44249 a3 g4
A Q8o HAEY I} Ayt ¥
= MBLZ -550'G/G AAFY Wt gl =4 et Aow
kol WA, MBL29| FAA v AuA Gl A4l 2l
of gkl WAEY fAA oW ds A= A Y dAq7F dadd

Ao Az,

)
2
rr

Ao=w RiY QAT o] 2lgofA

]



Table 1. Genotypes and allele frequencies of MBL2 in Korean patients with BD

BD Controls p-value OR (95% CI)
n (%) n(9%)

MBL2G-550C
MBL2 -550°G/"G 69 ( 35.4) 45 ( 22.2) 0.0035" 1.9 (1.24-2.99)
MBL2 -550°G/*C 89 ( 45.6) 103 ( 50.7)
MBL2 -550°C/"C 37 ( 19.0) 55 ( 27.1)

195 (100.0) 203 (100.0)
MBL2 -550°G 0.582 0.475
MBL2G-221C
MBL2 -221I"G/"G 159 ( 81.5) 166 ( 81.8)
MBL2 -22I'G/°C 34 (17.4) 35 (17.2)
MBL2 -221I"C/"C 2 ( 1.1) 2 (1.0

195 (100.0) 203 (100.0)
MBL2 -22I'G 0.903 0.903
MBL2C+4T
MBL2 +4°C/C 166 ( 85.1) 185 ( 91.1)
MBL2 +4°'C/'T 28 ( 14.4) 18 ( 89)
MBL2 +4'T/T 1 ( 05) 0 0.0

195 (100.0) 203 (100.0)
MBL2 +4°C 0.923 0.955

\WMBI2 -550 *G/'G vs. *G/*C plus “C/*C between BD patients and controls

_13_



Table 2. Genotype frequencies of MBL2G-550C in Korean patients with BD

n GG ‘GSC No4e G p-value! OR 95% CI
n (%) n (%) n (%)

Control 203 45 (22.2) 103 (50.7) 55 (27.1) 0475

Patients with BD 195 69 (35.4) 89 (45.6) 37 (19.00 0582 00035 1.9 1.24-2.99
with vasculitis 43 17 (39.5) 16 (37.2) 10 (23.3) 0581 00172 23 1.14-4.06
without vasculitis 152 52 (34.2) 73 (48.0) 27 (178) 0582 00118 1.8 1.14-2.92
with ocular lesions 151 50 (33.1) 71 (47.0) 30 (199 0.566 00215 1.7 1.08-2.79
without ocular lesions 44 19 (43.2) 18 (40.9) 7 (159 0636 00039 27 1.34-5.28
with arthritis 112 37 (34.2) 50 (44.7) 25 (22.3) 0549 00354 1.7 1.04-2.90
without arthritis 83 33 (39.8) 38 (45.8) 12 (145 0626 00024 23 1.34-4.02
with CNS 10 5 (50.0) 5 (50.0) 0 (00 0750 0.0570 35 097-12.67
without CNS 185 64 (34.6) 84 (45.4) 37 (2000 0572 00065 19 1.19-291
with GI 11 3 (27.3) 5 (45.4) 3(27.3) 0500 07131 1.3 0.34-5.17
without GI 184 66 (35.8) 84 (45.7) 34 (185) 0.586 00029 20 1.26-3.07

lMBL2 -550 "G/°G vs. "G/ C plus "C/C between BD patients and controls

CNS : central nervous system

Gl : gastrointestinal

Table 3. Genotype and allele frequencies of the MBL2 Exon 1 in Korean patients with BD
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Table 4. Allele frequencies of MBL2 Exon 1 variants in different ethnic populations

BD Controls
n (%) n (%)
MBIL2Argb2Cys
MBL2 52" Arg/ Arg 195 (100.0) 203 (100.0)
MBL2 52" Arg/ Cys 0( 0.0 0( 0.0
MBL2 52" Cys/"Cys 0 ( 0.0 0 ( 0.0
195 (100.0) 203 (100.0)
MBL2 52" Arg 1.000 1.000
MBL2 Gly54Asp
MBL2 54°Gly/ Gly 113 ( 57.9) 119 ( 58.6)
MBL2 54°Gly/ Asp 68 ( 34.9) 75 ( 36.9)
MBL2 54" Asp/ Asp 14 ( 7.2 9 ( 45)
195 (100.0) 203 (100.0)
MBLZ2 54°Gly 0.754 0.771
MBL2Gl57Glu
MBL2 57 Gly/ Gly 195 (100.0) 203 (100.0)
MBL2 57 Gly/ Glu 0 00 0 ( 0.0
MBL2 57 Glu/ Glu 0 ( 0.0 0 ( 00
195 (100.0) 203 (100.0)
MBLZ2 57 Gly 1.000 1.000

_15_



n MBL54"Asp MBL5Z Cys MBL57 Glu Reference

Asian
Korean 203 0.23 0.0 0.0 this study
Japanese 260 0.16 nt! nt Hakozaki et al., 2002
243 0.26 nt nt Wang et al, 2001
50 0.21 0.0 0.0 Sasaki et al, 2000
129 0.17 0.0 0.0 Tsutsumi et al, 2001
218 0.26 0.0 0.0 Matsushita et al, 1998a
Chinese 196 0.12 0.0 0.0 Ip et al, 2000
123 0.11 nt nt Lipscombe et al, 1992
Eskimo 73 0.13 0.0 0.0 Alan et al, 1998
Caucasian 98 0.17 nt nt Lipscombe ef al, 1992
114 0.14 nt nt Stanworth et al, 1998
169 0.18 nt 0.04 Werth et al, 2002
123 0.13 0.05 0.0 Alan et al., 1998
Dane 100 0.14 0.09 0.02 Steffensen et al, 2000
English 54 0.12 0.07 0.01 Crosdale et al, 2000
164 0.11 0.02 0.09 Foley et al, 2000
Flemish 308 0.11 0.07 0.02 Rector et al, 2001
African 56 0.03 0.05 0.23 Alan et al, 1998
East African 42 nt nt 0.25 Madsen et al, 1994
Gambian 199 nt nt 0.26 Lipscombe ef al, 1992

'nt : not tested

Table 5. MBLZ2 haplotypes in different ethnic populations

_16_



Group n HYPA HYPD LYQA LYPA LYPB LYQC LXPA Reference
Korean 203 0.44 0.0 0.04 0.20 0.23 0.0 0.09 this study
Japanese 218  0.44(HYA) 0.0 0.23(LYA) 0.22(LYB) 0.0(LYC) 0.11(LXA) Matsushita et al., 1998b
Eskimo 72 0.81 0.0 0.04 0.12 0.0 0.03 Madsen et al, 1998
69 0.83(HYA) 0.0 0.0 0.04 0.09(LYB) 0.0(LYC) 0.03(LXA) Madsen et al., 1995
Danish 250 0.31 0.06 0.19 0.04 0.11 0.03 0.26 4
Caucasian 120 0.33(HYA) 0.05(HYD) 0.23(LYA) 0.13(LYB) 0.03(LYC) 0.24(LXA) ”
Africans 61 0.08(HYA) 0.0(HYD) 0.39(LYA) 0.0(LYB) 0.30(LYC)  0.23(LXA) ”
Kenya 61 0.08 0.04 0.25 0.13 0.02 0.24 0.24 Madsen et al., 1998
Mozambique 154 0.06 0.0 0.27 0.30 0.0 0.24 0.13 ”
Chiriguanos 43 0.54 0.0 0.01 0.02 042 0.0 0.01 ”
Mapuche 25 0.38 0.0 0.0 0.08 0.46 0.04 0.04 ”

- 17 -
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Abstract

Mannose-Binding Lectin Gene Polymorphisms in

Korean Patients with Behcet's Disease

Min, Kyung
Department of Biology
Graduate School

SungShin Women's University

Mannose-binding lectin (MBL) is a serum protein and is
considered an important component of innate immunity. MBL binds
to a wide variety of pathogens and opsonizing or neutralizing
pathogens by activating the complement. MBLZ gene promoter
variants are associated with the serum MBL level and exon 1
variants disrupt Gly—X-Y structure. These MBLZ variants are
known to be associated with infectious and inflammatory disease.
This study analyzed promoter region which is associated with
serum MBL level and exon 1 variants which are associated with
MBL Gly-X-Y structure. The frequency of MBLZ -550'G/G was
significantly higher in BD patients than in controls (35.4% vs.
22.2%, p=0.0035, OR=1.9, 95% CI=1.24-2.99). MBLZ G-221C and

MBLZ C+47T polymorphisms were not different in BD patients and



in controls. Although codons 52, 54, and 57 variants which disrupt
the MBL collagen-like domain and MASP helps binding site were
not different between in patients with BD and in controls. MBLZ
57 Cys variant and MBLZ 57 Glu variant were not found in patients
with BD and in controls. It could suggest that MBLZ2 -550"G/G
genotype may be one of the risk factor of the BD but exon 1
variants could not influence the BD. The MBLZ -550°G/G genotype
may be create the inflammatory agents C3a, and Cba, as a result

patients with BD present recurrent inflammation.
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