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ASSOCIATION BETWEEN IgG SUBCLASSES REACTIVE WITH UIRNP
PARTICLES AND DIEASE ACTIVITY IN SERA FROM PATIENTS WITH
RHEUMATIC DISEASES

Takao Fujii, Yoshimasa Fujita, and Tsuneyo Mimori

Department of Rheumatology and Clinical Immunology
Kyato University Graduate School of Medicine

We determined IgG subclasses that recognized each UIRNP particle (70K, A, B’, or C) in sera from 23 patients
with rheumatic diseases (SLE 15, MCTD 4, §Sc 1, SLE+PM 1, 8Sc+PM 1, RA 1} and examined the association
between antibody reactivity and disease activity. Whereas the titers of anti-A IgG1/IgG2 and anti-B'/B 1gG2/1gG3
were significantly correlated to disease activity in SLE, titers of anti-A and anti-C 1gG1were correlated in MCTD,
In sera from 3 patients with pulmonary hypertension (PH) (MCTD, SLE and §Sc+PM), titer of anti-A 1gG3 was
markedly higher than that in sera from 20 patients without PH both in acute phase and remission, suggesting that
the subclass may be involved in PH. Additionally, the titers of anti-70K IgG3 and anti-C IgG1 were decreased
along with the amelioration of PH. These results encourage the future study for anti-U1RNP antibody-mediated
pulmonary artery immunomodulation.
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SPONTANEOUS PRODUCTION OF AUTOANTIBODIES
BY PERIPHERAL BLOOD MONONUCLEAR CELLS
FROM PATIENTS WITH CONNECTIVE TISSUE DISEASE:
EFFECT OF IMMUNOSUPPRESSANT ON THEIR PRODUCTIONS

Shinichi Aotsuka and Masako Okawa-Takatsuji

Division of Clinical Inmunology, Clinical Research Institute,
International Medical Center of Japan

Spontaneous production of autoantibodies against Ul-ribonucleoprotein (U1-RNP), Sm, SS-A and SS-B by peripheral
blood mononuclear cells (PBMCs) from patients with connective tissue diseases (CTD) was investigated. Moreover,
the effect of an immunosuppressant (Mizoribin, MZR) on the autoantibody production was also examined. PBMCs
were spontaneously cultured for 7 days in the absence or the presence of various concentration of MZR and the
culture supernatants were assayed for 1gG autoantibodies against U1-RNP, Sm, $§-A and $S-B by enzyme-linked
immunosorbent assay. PBMCs obtained from CTD patients with positive serum anti-U1-RNP antibodies were able
to produce significant amounts of anti-U1-RNP antibodies in their culture supernatants, and levels of anti-U1-RNP
antibody in the culture supernatants were correlated significantly with those in sera. Although the levels of antibodies
against Sm, SS-A or SS-B in culture supernatant of PBMCs were lower than those of antibodies against UI-RNP,
they tended to be correlated with the levels of respective antibodies in patient’s sera. Moreover, the levels of
antibodies against UI-RNP in the culture supernatants were correlated significantly with those against Sm, and
those against SS-A were correlated significantly with those against S5-B, indicating the concept of the epitope-
spreading on the basis from the fact that antigens were present on the same RNA molecules. Addition of MZR to the
cultures significantly inhibited the production of antibodies against U1-RNP, but did not that of antibodies against
neither Sm, 88-A nor 88-B. This is the first report that demonstrates the spontaneous in vitro production of
autoantibodies against UI-RNP, Sm, $5-A and $5-B by PBMCs from patients. The result also suggests that MZR
is able to suppress the production of anti-U1-RNP autoantibodies in vivo.
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MCTD O BEOHEREFH LV EROBH KL
7za

B. fRAE

METER L 0EED TESSHESHEHICMT S
DIIEE) OHNRENRFII 04D 55, FEEEM
DHEEMNTIRETH o/ 2 9 9l extHE L GREZ
X5 HEHESHEROEERERBIIODW T O
Do bR [BEEFEREBES - GeABESN

EHEE ROMRSEMRIRETR] 0 EERE

T kD). REFEHBIIBEMNS 6 MK, ¥153
45%. PRI ARTH oIz, 1B, LHEF 2 9 7 4,

BEA L 2HTHD. BEARNDRL, HHITOR
BIITERM T,

MCTD O ZEBRERET I OBRNMIZ. Okamoto 5
(198D AEIC L DT GELWEE - FERiC
DWTIIEFERLEBRBO I &), HEBEOEBE
KEXR., KOWTRBRESH RS, REEKBIHEHNT
A TNRHIZESIDENERF L. 71 TNAHIC
EBHRENY—F - TFNVBITHERE D &I, MCTD
OREBBETILERD -,

C.HMRER

B 1iZMCTD 2 9 9§05 i DEMNRERDHE
HamERRBEMMERT. REFHERIHIZE
WT25~3 0RO N —TIZMAMRSIBM,. F
DEEIIFHTH 2,

KT, BRIBESGEMCTDREONY —KEF
EHIZL. TA TIWVERBHEATOY FLAEEZAE
2DHRER/E., TR, MCTD REEENETE
Ao R BICEROERMHBR L - & REL =
A, MCTDRIEM I ~4BEOBRZRETECS
EHWEINFT &AL, LALANS, BRI
MCTDREBRMETA > THSEKREKAEET L E
TORIZIZ—E D TR CHYTSENEFEET
BEEZLONAHOT,. COHBEO~S5EETTOME
LT. FNFROETFNMIZIDOWTHREL.

NSOBRO—REHIBLIUHES TRT. Fi=.
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MATEFNORZEHERTKSBE TOEREAZE
ETNOTA TINARMEARERTEROBEBIRL
2o ZOPT. HHLABSNAOFEBRME 2 4
ELIEBETH I E, O, BEICHERAT v
TEEBLFIEHEEINE Lk SEHRE U
I 2 9 9 Hld MCTD 4 O HEE FEAE 7t D A2 AT
0., MCTD OREIZBE L Z 2 FRIOEBRAB EHS.
SERBEOMMI R ERVNBHINEREL D, LHFES
hirz,

D. &£ :

MCTD* SLE % % & ¢ 2BERTII LT U IERE
REENAHEND, EFLTIIIVAERLETEECR
R RIE T 7L E T OB AT S bREORET
DFEICEET A I EMRBENTWS, fAE @E
MR CSLEARERB 3 ERITNZB/WFLY Y
A DB G 5. non-MHCK BB Z M #HE T A7
<&EH 1 2BETEETIEHETINTNS, 2EL.
IS OB EFREIZIIHEEM (epistasis) R BIEHAEE
DHEEEEBE LA TRASRVWOT. BETERLRE
fiE & ORI IZTAED D 1 . BIEM penetrance 134T
LH100%ICidAa5snl &ns, B—iltiEFEiBR
THIEDUESIHEMTES, 512, MCTD®SLE
DEBRESI, Z2HEELIVBREINZBOTHS
B, HLHEEHAAEBR TR, FRICIIERER
DRELEDOERBADIEDHTED, HEEICMCTD
T, #BEOBACHEUL RNPHA) EH DI L2 F
& L. SLE. PSS, PMO 3EROBBEHERDI &,
¥/ . SLECEWTHHDHEOHBERAIIL>TED
iR - SOHENRAAZENERBINS L 2
ENSBEROEREL-> THWESTFERBIZIZERD S
A —RAEES LTI EMNRMEINS,

SE, MCTDIZDWTER L. oMol &K
D MCTDIZBWTIIBESH < 3 DOMIUAHHRIE S
L.¥ORBENRBECE I &Rz 22T
MOBH) S BETOMELEROALZLT. Ruy
MEIES T v 7 REL. BEDIENDLEBR
52, HL Y, ZEEREOHENUETERTHD
725, A MBEBTEL TWAE3BP2/ASPP2RR ED
T b= ZAFERTRME () 2 NR) HAEEIER R
FREOHEENEZSNDH, REMELETFOEAS
DR ER ZEIClk& THH T EMNTFRIZNS,

X INSOSTREBENT A2 THEBICERE

MICHRENERT 2O TIZA < BERERE L THRE
BLUOEFHEIC L > TIRBIN S X TOMIC—ED
HiF (SR TIIBEF 24F) HMBETHAS L
HEE SN EE BRERRTRAERRIIY /25Ty
THTHRTELZETHADEEDNS, HATED
RAEENEFSHRATH D ENINBITI -85
IZH, —RICHERBE SHENT A TS E
TOMICK> AZETEI & REMSB—EDR
HEOEET A EIBTBILBETESILTHA
e

%I, oL ARTONRAES SITHEOL,
FHRER TR L BETFICE - THEINEL T, BRICH
BRI EITRL., HEICHETEIEICE-T. &
BIBOERZMHT D ENNETH D, Z0XD
BRI TER) &LT. %, KENBEOFRE, &
ENFIFong, £/=. FEkRIC, BRI RETR
BORBIIDE FRRBENRER R EEXNRIZRE
Ei HNENH S,

E. &%

MCTD O RSEES DA OMATL 0 BAEIZIT 3 Bl
DBENFETAHAE, 2F - BEFLXILTOSRE
MEH-ENTHLHBEEERSEBEINLSETICBLE
2EMOBBEAM N DAIEENSH D &, R EATRIE
N,
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C{MTTF=  29.571

10 10.0 100
t

4. DFLARLOREDNSBRMIIBEI NS X TO THRIIH)
E2EMERELEEODA T - EFI

RIE 5% TRIPTHD.
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H5. H4DEROK-SHEDESR.
M3 OBESERROTNABEINTNENTLETIRAN,

MATHEMATICAL APPROACHES TO THE PATHOGENESIS OF MIXED
CONNECTIVE TISSUE DISEASE BASED ON THE AGE DISTRIBUTION OF
DISEASE ONSET

Takashi Okamoto", Kouji Kitagori", Naoko Takahashi?, Jun Okada?, Hirobumi Kondo?

" Department of Molecular and Cellular Biology, Nagoya City University
Graduate School of Medical Sciences
b Department of Intermal Medicine, Kitasate University School of Medicine.

To elucidate molecular and genetic background for the pathogenesis of MCTD, we have carried out a mathematical
approach based on the age distribution of 299 MCTD cases who were enrolled in the nationwide multi-institutional
survey of MCTD in Japan (1999). The age distribution of onset age and the cumulative incidence curve of MCTD
have fit the theoretical Weibull distribution model with shape parameter of 3 and position parameter of 2, indicating
that MCTD may arise based on accumulation of three independent events, either genetic or epigenetic, and that

there may be a delay of approximately 2 years between the establishment of molecular and genetic events and the
manifestation of clinical symptoms of MCTD.

_27_



BESBHENRRAE @EHERETRFRERE)
Rl

U1-snRNP - A {5 F D Single Nucleotide Polymorphism (SNP) %7

SHEPRE - KARLER BERXBSESET -

B - MRS AR AR AT

et A - FMEM, EEH AtBRXFEERAR

: MAES

#3#ITU1-snRNP » A (RNPA) BE{zFIiZvariationidiz W& SN TER. BABHIFEEZ TORIT TRNPA
ICSNPAEEL TWABERELTWS. MEELTIIRAMMELASNPHEH T, BEANLZ->TH
% RNPA®SNP 47D 356, 11EHRHIZDW TSNP @ minor allele D8 E £ % A (BLH) & RNPH
EEMEAICBWTHIT L, o2, (1) EFTIIRFAELEL TRNPAgene iCBWTHEZED
DSNPABHFEL. (2) RNPA @ 5'#l inositol 1,4,5-trisphosphate 3-kinase CiBzFiTiET< I2oh
Tminor allele DA A LEF & bIZE < 22EMAH /. (3) RNPAD 5’ QI TIIEE O hallele
EHOEFIIMOSNP THHEEOE Wallele 2 b DEAMMRMA S NTOF A TEHRE). ZHhoDRERN
5, #fiUl-snRNPHi#E L DEMAIIREORETERERE TSRO NLBEHTH S HEMI RSN/,

A. IRBN

Ul-snRNP - A (E/F RNPA) EHIZIMCTD O &S
RYBECAETHS. £/, RNPARGTFIIEME
SHERETTIIEERMNNREL T APz NE
EFTHHS. %, RNPARIVYF Y ALEBTH
D EOBEFICBvarationi3aWEaNTEE. L»
L, iifFOE &Y/ LB 7 FOBRICK
b, &7 L0130 7% < &5 600-1,000bp FIZ single
nucleotide polymorphism (L F SNPY 21H&EL T
ZHMMEAMN LR, RAUENEEETOENT
RNPAIZHSNPHAEEL TNEHEEHELTWE,
7=, nHEn/zdatabase IZH RNPAIZSNP 2R 2 ¥
NTES. LML, ZOHCHERGTFLOSNPAHE
ELBEATHEDELSIZERDZMITDWTORITIZ
fThhiThian, L, BELEEATSNPOEES
CERAHNE, RNPAOSNPIZREBESRD 23R
EEEBFRRITO—BI LR A TRENLAH 5.

B. IRAE

RNPA@SNP &S0 8Mz (¥1) iIZTagman PCR
# ¥ primer Z§&FE L T, #U1-snRNP B HilkBiE
DEAAER CATES) 32ABLUERELESIZ
S LITHBUERE AR 344, BHE34HD

genomic DNA {Zx3 L T, ABI prism 7700 12T PCR
ZiTo7z. TO®SDSMITY 7 hTAllele $HE %415
L7z, SEOBHTIE, BETHEFICBTEAMER
~OEROHIT, ML DEAODNAIRERR
SOEEERT, AROBLIIHBHEST, 27
REALEL THSREINET .

C. RARER

MEFEETIIRAPRELEZSNP HEDHT, HE
(2004 2 ) WM &> TS RNPA O SNP 47 %
it (&1B8HE) 035, LLEFRICDOWTEFDSNPO
minor allele DEE ZHE N (BLH) & OB TR
L. #O#R (1) %6 exonHETD SNP O minor
allele DEENREA (B0 LB U THEEHER
EEBHOTHMLTWE (#F1*). (2) RNPAD S’
fil inositol 1,4,56-trisphosphate 3-kinase C (EAF
ITPKC) B{=TFiZi#E T <2241 T minor allele DIERE
EREACSEAEDICBLAZEAMND -, (3)
RNPA® 5 ' TIZSEE O® Wallele 2 & DIEFIZfO
SNP THHEEOE W allele 2 HDERMABEMN -~ (N
Oy TEE). (4) Allele #FnFHNhomo.$ 5
Widhetero AR DBEEEHET 2 &, E6 (2RLMH
EHEIND) IREARECHRLLIBHEERLE
(#2, 1).
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D. E8

SENICSH T, @WALOHEIZLD RNPAIZBNWT
HEICAEEELDSNPAEETIIAHM -
f=. Z@SNPILISNP &I, mRNAR Y 3 /) BAS
FIZREBESZ VLD EBEEINSI HOD, ER
EME L TOB®REDDEEZSNS. £7-, RNPAS
"R SNP IR Uik E TENENAHT L /- 588
THEEL TWAhITTREL, —HOBEFEEICH
LZIEMRENL, TOBRE, FEFBIHIRKE
ORETF (ER) 2#H 0L OOHATH SRR
RLTW3,

RNPA 5'H#Io SNP % allele S8 TH#T 3 & SEME

2.5

1 L7=RNPA BICTFTEY 2 SNPII R AN B & fEF T
EDLWHDONEN, LML BT %heterogeneous
THFDMhomogenous THOM THENT 3 &, FiEH)
BIIHEALEEIRR AN —VERL T,
OBL, EFASKEORIGTFERELDRATH ST
REMEERL TS,

SNPIZRNPA @ 5 'f#l]l ITPKC @HfzFIZiEff<izohn
Tminor alleleDHEEAFNBE S BSEMNH D M5,
ITPKCBEEFHED LFOMHEFDERE RNPA D
SNPIZEENF S Z & BBFETERN. SHIIRNPA
BIEFOLEROSNPIZOWTHRITL THLS LEHH
HEEZSN.

o 0O
o®% °
o O
[w] o M
£o B
o% a P
DD

G0 g

o O O
. EQTDUD

-5
-5 ¢} 5 1

1. Tagman PCR O#5RERHEH

(X & VIC, Y#hFAM, F: woman, M: man, p: anti-RNP ab positive case)
B8 2 AGGGACCCAGGGCTAAAGATTCGGA[G/TIAACTTAGGTTCAGTACCCCCTCACA
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#1. RNPA gene @ SNP (2004 Feb ¥ 5l) &5 RIARHT U2 EBL, EFIBLUSHERER

(L & +60bp SNP NCBI {ii# Allele frequency # 64
LAY {major/minor) 1D number (&tE, B EF)
13523851 G 2254338 5

13524031 G 4802088 INTRON

13524151 G 2254326 INTRON

13524152 T 4803364 INTRON

13524391 GIT 1870087 INTRON 05 0.456 05
13524631 C/T 1869710 INTRON 0.031 0.031 0.031
13524731 T/G 1870086 INTRON 0.517 0.468 0.467
13525291 T 1455434 mRNA start

13525411 T 1457141 INTRON

13525651 C/T NCBIID 2L INTRON 0.276 02 0.2
13526091 A 2604874 INTRON

13526631 A 10408452 INTRON

13526751 C 9676480 INTRON

13526911 A 10400683 INTRON

13526912 T 10409130 INTRON

13528231 G 10422828 INTRON

13529091 C 2607416 INTRON

13530411 G 7259158 INTRON

13530931 A 2607415 INTRON

13531631 T 2604875 INTRON

13532271 T 10153483 INTRON

13532331 C 10153478 INTRON

13533412 C 207688 INTRON

13533471 A 736625 INTRON

13533991 A 897810 INTRON

13534931 C 7247628 INTRON

13535391 G 2607414 INTRON

13536451 A 2607413 INTRON

13536511 G 2607412 INTRON

13536811 T 2607411 INTRON

13537051 cT 2305798 EXON 0 0 0.031
13537331 G 2305797 INTRON

13537511 G 2279011 INTRON

13537631 G 4803365 INTRON

13537751 AIG 2249854 EXON 0 0.031 0
13537991 G 2249835 INTRON

13538031 G 2249835 INTRON

13538291 T/C 4802089 INTRON 0.093 0.093 0.219*
13539111 A/G 10412175 EXON 0 0 0.0l6
13539111 CT NCBIID 7z L EXON 0.016 0.031 0.016
13539111 T/C NCBIID 72 L EXON 0 0 0.0467
13539411 G 1058852 INTRON

13539531 T 4803366 mRNA end

13541691 G/C NCBIID 7z L INTRON 0 0 0.031
13541692 A 10607629 INTRON

13541693 A 10607629 INTRON

13541931 G 7254192 3

* p<0.01
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# 2. SNP® homo:hetero & A%t

fr & SNP homo #f hetero f homo & A$tt
(% Bk FEF))
13524391 ~ 450 G/T TT:GT:GG 10:10:10 6:19:09 6:16: 6
13524731 ~ 90 T/G GG:TG.TT 10:10:09 6:18:08 5:18: 7
13525651 ~ 710 C/T TT:TC:CC 1:14:14 1:11:20 2: 8:20

Single Nucleotide Polymorphism on Ul-snRNP * A gene.

Mitsuo Okubo!, Jun Okada?, Hirobumi Kondo?

1 Transfusion Medicine & Cell Therapy, Saitama Medical School,
2 Department of Internal Medicine, Kitasato University

We detected single nucleotide polymorphism (SNP) within U1-snRNP-A (RNPA) gene. Eleven SNPs were analyzed
by Tagman PCR system for 32 anti-RNP ab positive cases and 64 healthy donors. Allele frequencies of a SNP near
exon 6 of healthy women, healthy men, and the casess were 0.093, 0.093, and 0.219, respectively. There was
significant increased frequency of the SNP in the cases compared with healthy donors. Minor allele frequencies on
5’-terminus of RNPA were increased and showed a haplotype. Based on these SNP studies, it is possible that anti-
RNP ab positive cases have a genetic diversity,
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BAeEHBHRFMARHEDE @HRERDRIRUTEENR)
nHAMERE S

M RNPIRKLET L/ —ABEVIFOBECHAT MR

SHMERFRE BN SIRRFRREZE R ER
FREBIRE  BBAT. REAE. RAD). FHE. FREZ ARAFEKESR
EEETARE KO, HEME EIERKRE

MRES

(BW)= >/ —ARE L 7 F (MBLIZEARA CHELBRE LRI BRETFERICE 2 PiREDOET
CHOSBRSE - OEENERINTH S, MCTD BHE £ 5 < DHFRNPHEBY B CRERKEBESE DMBLT
GTFERERMLE. £/, MBLICHT 2ECHEOFETEOEELBETL /-,

[FiE) BEMKEN Y J ADNAZTHEL, PCR-RFLPEIZL Y MBLEBEZFN I R 542 HOHEE T
2. £z, BBERAGREICEY, AP MBLEE. BiUnTHMBLECHEOHEDRREE B I ho7-,
(HR] BARTEELIZEADS BIEREFREAANITOL. AT HARNIITH, PEEREERBIIS A TH-
e BTU—NOEEEZ2I0%THY., EALZFRLCTH-7/7-. BBTHIHEETIBREALDDODHWE
B TdH o A REERS S NN o R MBLICHT 2 B OGO EENHER S N YEFRES DR <BERED
BEIZBH S M Thho 7=,

(#538) MBLG{E T8 & M+ MBL 122 ORICH S nkzBEAt R o h/=4% MBLEHE R, M MBL#EE,

AMBL AU EMELOREORIFICIE S RIEADERNLE LB,

AIRAEKR

TS = ARE L2 F 2 (MBL)E & Claa ok
HEDE, TORBIZIVHDPIIRET 2HLEER
DRy E, BRGETCRELBRBLTR T I A
S5HNTWS, HEATIRMBLIEFOEILY Y D
AR 5AICRETFEHNEFEL. SHMFT (AA) I
ML, AFO (ABYTidifn s MBL #EEIZEBNICET.
DPEBTE (BB) TEESICETT2IL0HSNT
W3, KERR. @I ABEBE. 512388
GEEBIOMEDIERINTWE Y, KK TR
AR OHER (MCTD) OB TH AP RNPHED
FHEE MBLRETEE, BEOKREEOEEE AT
L.MBLBZTF£H S L <i13mhiBEOREHNMCTD
BRICERTHINERMNTE 5B &L,

X547, MBLIZZ BT 577 r—FA(SLE)E#E
DEERLZEICHBFLTWAEIEBHAISNTWVS,

> T MBLICH Y 2 HEHRENERET 848, MBL

DOBEEZHEBELZD. TTIZKEL TWHWAMBLICES
LTHERFLYELEDTHIENERENS. H
BEMBLICH Y 2 HCHANFEL TS AEENE S

M E R FE AL IC L S HIMBLE SHHRIERZ AW
T EIT 7,

B.AARA &
HAIIHAFERFHEBESZ RSB LUHBORET %K
HERRIC TBEFRIFTORRBE S NI TH I,
HEOEBIC Y > TRTRTXBICL D BEETHETIC
HTLREZER. HEETRRERERIALS 6,
FTHESGLIEBEARMNMY >NBRXOY /4
DNAZHEL. 2RMNGEFERS» O TSI —%28
WTPCREIBIZCE D SRMEFETEHSZHEL . S8
DS ELEEBY T ) —IIDHE YN S HREEFRBanl
CTPCRERMEZMEL. 7HAO—ZERKEIZTN
¥—EHEHRTHIE (PCR-RFLPH) ik Wit
MeEmEL R,

i+ MBL#EIXZ Yy ik  MBLAZH L/
BHBERIGEIZEDIEL -,
HIMBLECH&EZRET 220, S ZERBEEM
e RWERNEREZERL . MBLZBERLLT
L—RZ, AN MMREHRICMBLA 1gG ORI &
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BB L EMETH-DIC EDTAFEFIFRLE
Mm% RS Wi, BRERTRiAERWTMBLE
RiSLI-1gG #RH Lz, ChEnF—y&8%E - i
BAMTHET 5 & BI0, BEORBKTR & Oz
B Lz, SEIZEE 1124 (SLES1, MCTDS3,
BRES). M A 134 ZORBIEER LI,

C.HR&ER

i RNP fitk it & iz 315 MBLEBEFOY U -
BB AN 177 (79.0%), BAT47 (21.0%) THDH.
@ AICBIT S 214 (79.8%) & 54 (20.2%) LH#
L TR ERETH - . BIEETRIIFRNPHIAEEE
TAAT0. AB37. BB5IZ At L% A TIXAAS82, AB50,
BR2TH N, BEHTOLRBMEN - EREEEILR
Mot (). FEETE &P MBLEE & ORISR
k& D O & REROEWBIEA R S A, it fE
fE% MCTD IS L ZG8ER & MBLEEFHRIED
B EII R S TIZHA S MIT 2 TWialy,
FiMBLHECHI### MCTD 25 0HC R EBRRSE
mMETHREL-EZ A, SLE BETHAMOE LB
HbHNZBERALNTZ., PO WEELHZH
vy, B IC MBL Z38 L 7= inhibition assay &7
CBIC K AFeR OREERER AW, MiFhO
IgGCHMPEFERBICLDRFRNIZMBLIZES L TY
LI EEMREL. BIEE TIZRRNPHARTEEE 26
ZOFIMBLITADRIE % 3 25 kB O 3% I
BOLAFIZALNTOHARL(R ). U»LH MBLEMH%
DOfti & FIRNPHUED M Z el L= & 2 A, HREREDR
Mo MIEOHEET ZEmMMAR 50, FIMBLE#EA
HFIRNPHIEBEEOMFIZHFEL TNE I EAURM S
Nn7=(112),

D.EE

MBLIZERGEIC L ZERBFHIZESEL 5130,
O REERORELETICRE/MEHINTNWS. B
CaEEEITEh S AN X LIRS A TN [
SMOBRERATOHRICEIL > TWAHAHEES, 71
b— i Z MR O MR MBLAYE il TF QRO RIAM
HEHBE OB, S ACHFEEIC DN S REENE
Zohd, o TMBLOBEFERPLmMPEE S
RNPHE#IIUD LT HECHEOES, £-RES
OEFEEFRFML TWS ZEIIHEELEbN . £/, 8
CREEBOBREFEIISE>TRATO F2EBCHEL
T REIHEFINER INS -0, WERATIIREE 2

572 WMBLEVD % RIBIZ & 5 EEYE O IIAIRIEIC
ZullEttbd D, FHBMEICE BRI REEDHME
MBLEZ TZRHOMENHEZNTEY .. hithhd
SLEBHIIBWTMBLEBETRERRED ) A7
B#AH D EERETET—FEBTHA, ACR
HRBIZBT 2 B MG#RE EMBLE OREE S 51T
HDEFIZEIOBAL T CERBEBETHHER
hihs,

4 E| DA TEH RNP HEREFIZH1T % MBL D
BRT7U—N B7U—N) OHEEIZBREANSRKER
<.BBAREMHEEIZRBEALDSPENEMNR HN
=AM BRREDEBHFISLEBENEEHETH 7. H#Eo
TB7U—IOEENEEMCTD REQGERRATIC
BoTWAMRERIIBEnSDEEZSNKL, 2. C
NETORE LEER. FIRNPHEBRESIZEWTD
MBL B/ F£ R & i MBL #3H & OB ATRERR
TELM, FEEOMBEEIASHTI AN/, BHE
DR E OBEORFMIIELR T TH O, SEREN
EBIADTETHS,

7=, MBLIZH T % HEHUEERBRTED & 2 ABaHE
FHTHEH TH B, HiRNPHUE & HEMAEET %
A E 54, EERIZHMBL B S HKOH RNP Hik
BB ICEEL TWAHA[REMEAIRE I N, BRL 7
L HIZHMBLIUEDTEET 288, BOAEEBOR
BIZHeREBERITTZLBEEENS. SELD
HELOBEIIDWTH MBLHAKOGEEOEEEZRE
L. BHETLHE8RTOERNEREZHLMILTY
SFETHS.

b-g

1 Sasaki K, Tsutsumi A, Wakamiya N et al. Mannose
binding lectin polymorphisms in patients with hepa-
titis C virus infection. Scand J Gastroenterol 3b6:
960-5,2000,

2 Tsutsumi A, Sasaki K, Wakamiya N et al. Mannose
binding lectin gene: polymorphisms in Japanese pa-
tients with systemic lupus erythermnatosus, rheuma-
toid arthritis and Siogren's syndrome. Genes Immun
2:99-104,2001.

3 TsutsumiA, Ikegami H, Takahashi R, Murata H, Goto
D, Matsumoto 1, Fujisawa T, Sumida T. Mannose
binding lectin gene polymorphism in patients with
type I diabetes. Hum Immunol 64:621-624,2003.
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ASSOCIATION BETWEEN ANTI-RNP ANTIBODIES AND
MANNOSE BINDING LECTIN

Akito TsutsumiV, Reiko Takahashi”, Daisuke Goto!}, Katsuki Ohtani?, Isao Matsumoto?, Satoshi Ito?, Nobutaka
Wakamiya®, Takayuki Sumida"

Department of Internal Medicine, Institute of Clinical Medicine, University of Tsukuba'.
Department of Microbiology, Asahikawa Medical College®.

To clarify the association between the presence of anti-RNP antibodies and mannose binding lectin (MBL), a key
molecule of innate immunity, we analyzed the codon 54 polymorphism of the MBL gene, serum MBL concentration
and titers of anti-MBL autoantibodies in patients positive for anti-RNP antibodies. Among the 112 anti-RNP
positive patients, 70 were homozygous for the majority allele, 37 were heterozygous and 5 were homozygous for
the minority allele. The frequency of individuals homozygous for the minority allele were higher than that in
healthy controls (2 among 134), but without statistical significance. Serum MBL concentrations were significantly
associated with the MBL genotypes, individuals homozygous for the minority allele being the lowest. Relationships
between genotypes or serum MBL concentrations and characteristics of MCTD were not evident. Titers of anti-
MBL antibodies had a tendency toward having a positive relationship with those of anti-RNP antibodies. Titers of
anti-MBL antibodies were studied in only 26 anti-RNP positive patients at this time. It is necessary to measure this
autoantibody in a large number of patients to determine whether presence of this autoantibody is related to some
clinical features of anti-RNP positive patients.
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