B AR FR R R A B SN R B AT R S

RA PR S LRI (B9 % W ZE B

—EREER SR ORRE, GREBET 5 REMETF. HOiGOMR—

i

FRCIASERE  PEGEdE &

TiERRE LR X

SERE15(2003) 4E 3 B



[1] EEHRERE
hyrqo 3 14@@*@;%@% .............................................. 1
M Y (LEABESNAR)
(1) SERRSRE .
1. 1 ULRNP i B M 5l OB FRIEBICE T 5 T U AR Y T ¢ 7% Has L R -2

J‘.E:Eﬁ %S{‘ (jtik#[ﬁ%%ﬂﬁjﬂ) ............................................................ 7
2. UIRNP & B BB SR & 2 BHRHI M A s B 2 26 o) Wl BE M

=i BE (RERFEERCTEBRT LILE— U IFRE) o, 10
3. BEABE B B 5 UIRNP/Sm HiAD IgG 77 5 21 lT 2%

=4 R GRER P REBRRFFFFHER BIFE) oo, 13
4. UL RNP70-Kd #H & Ul RNA Of&Ic & 0 4 U BRI 38875 Hi UL RNPHiED

AR ERORRN

}ﬁilﬂﬁ %EE (}"Efﬁjq%_ﬁ@ﬁﬁp&]*ﬂ_) ......................................................... 18
5. BBIRA BE AN I BLAEAR 1 & 5 4 U1-RNP HABE4: & So s BRI OB &~ o L T

"E H - @EIEBRERL DY —HRFTERREBEEE) i 22
6. MCIDIZ8BT 5 ) UNEERB L R CHFEEICED 2 2 V55 E i

ME W (BETRTLRERZHEEZHRBMS TEME) e 28
7. BEHMIR RNP-A AT O SNPRHT L EOXMR LD BAAREA DNA S » 0 BEM

RARIR BEEAREER L& — Wi - MBETREE)  vrevereorrinn 34
8. FIRNP it BEIC BT B~V ) ARSI F U BETLH

BOHA (IERFEEERESETR) oottt it e rereen e et ra e 38
9. MCTD IZ 1) 5[ il EIECEH) O SHHEE S K NS RHES R OBRIT

HH % (BOERBREEKE) Y TFBIYEREL e, 41
10. 71 ULRNP FiiFB 51 1) 5 BMPR2 BET OB R &5 BMPR2 Hilkiz B4 2 #had

¥ H FE (AEERZEEEEEEPIFEL) cceveer et iamiini i eecr e 44
11. e e (PH) fic Bl 5B BRETF IR L v 7% —BMPR-ID DS

DT OB R at

TH R EEREEERED ITFERIERRL) o, 48
12. BRERGHINELEERE CBT 2 - BEERORBEROBE LR

R £&7 (REXTFERKERBRBER ) IIFEREL F—) e 52

13, BRI A D e i S 1< B¢ 2 B AR B N MR L oo 1 R
YA 00 o ENERFER OB

HE H (BBERK2ET LVILFE—)) IR FFL) e 55
14. i@ B BB TORY 505 4 7 (PG) OREl
JbE BER (it%k"%—"@#gﬁﬁi%) ...................................................... 61
15. Bires i FERE 2 £ ff L 72 IR S MRS SRR B 4 OB K el 2 R 1
M g (ﬁﬁ%ﬁk%@%gﬁﬁﬁ#) ...................................................... 67
[II] 5k 14 £ EREH&
Lo B e e e e 73
R - < N U 80
NAARR A ARy 3 Pt 3 a B B A TR 85

[V] BB LA B R B B o oo ee e e ottt ettt a e et a b e e e e e e ees e 87



Annual Report of the Ministry of Health and Welfare,
Mixed Connective Tissue Disease Research Committee

Contents

. MULTICENTER PROSPECTIVE STUDY OF CASES WITH ANTI-U1IRNP ANTIBODY ALONE
Hirobumi Kondo (Department of Internal Medicine, Kitasato University
School of Medicine) ...................................................................................................
INTRACELLULAR DLIVERY OF UIRNP COMPLEX STIMULATES DENDRITIC CELLS,
IMPLICATING THE PRESENCE OF INTRACELLULAR RECEPTOR FOR U1RNP
Yoshikata Misaki (Department of Allergy and Rheumatology, University of Tokyo
School of Medicine) ................................................................................................ 12
DETECTION OF IgG SUBCLASS REACTIVE WITH UIRNP PARTICLES IN SERA FROM
PATIENTS WITH RHEUMATIC DISEASES
Tsuneyo Mimori (Department of Rheumatology and Clinical Immunology Kyoto
UI]iVCrSity Graduate SChOOl Uf Medeine) ........................................................................ 17
CLINICAL SIGNIFICANCE OF ANTI-U1 RNP ANTIBODIES RECOGNIZING THE
CONFROMATION-STRUCTURE ON Ul RNA/70-KD PROTEIN COMPLEX
Yoshinan Takasaki (Department of Internal Medicine and Rheumatolo EY,
Juntendo University School of Medicing) <+ rrreeemimnn e 21
SPONTANEOUS PRODUCTION OF AUTOANTIBODIES AGAINSTU1-RIBONUCLEOPROTEIN
AND SS8-A BY PERIPHERAL BLOOD MONONUCLEAR CELLS FROM PATIENTS WITH
CONNECTIVE TISSUE DISEASE : EFFECTS OF MIZORIBIN ON THEIR PRODUCTIONS
Shinichi Aotsuka (Division of Clinical Immunology, Clinical Research Institute,
International Medical Center of JAaPam) e 27
SIGNAL TRANSDUCTION PATHWAY LEADING TO AUTOANTIBODY PRODUCTION AND
LYMPHADENOPATHY IN PATIENTS WITH MCTD
Takashi Okamoto (Department of molecular and Cellular Biology, Nagoya Clty
University Graduate School of Medical SCIBICES) orrerretrssrrr e 33
. ANALYSIS OF Ul-snRNP-A GENE SNP IN PATIENTS WITH ANTI-RNP-A AUTOANTIBODY
COMPARED WITH JAPANESE HEALTHY DONOR DNA BANK
Mitsuo Okubo (Transfusion Medicine and Cell Therapy, Saitama Medical Center,
Saitama Medical School)  «ererereeereenne R T 37
POLYMORPHISMS OF THE MANNOSE BINDING LECTIN GENE IN PATIENTS POSITIVE
FOR ANTI-RNP ANTIBODIES '
Akito Tsutsumi (Department of Internal Medicine, Institute of Clinical Medicine,
University of Tsukuba) -+t v oo i e e ce e e et 40
CLINICAL RESEARCH PROJECT ON A SURVEY OF THE OCCURRENCE OF
PULMONARY HYPERTENSION (PH) IN PATIENTS WITH MIXED CONNECTIVE TISSUE
DISEASE (MCTD) AND VERIFICATION OF THE VALIDITY OF PRELIMINARY REVISED
THERAPEUTIC GUIDELINE FOR PH IN PATIENTS WITH MCTD
Shunji Yoshida (Department of Internal Medicine, Fujita Health
University School of Medicime) — «oreeemrrrmm i i 43



10.

Il

12.

13.

14.

15.

STUDY OF BMPR2 GNEN AND ANTI-BMPR2 ANTIBODY IN PATIENTS WITH
ANTI-UIRNP ANTIBODY
Jun Okada (Department of Internal Medicine, Department of Microbiology*
Kitasato University School of Medicing)  «oo-rrrrrere e
HISTOCHEMICAL STUDY ON THE EXPRESSION OF BONE MORPHOGENETIC PROTEIN
RECEPTOR ON THE LUNG OF PULMONARY HYPERTENSION
Shunyji Yoshida (Department of Intemnal Medicine, Fujita Health University
School ofMedicine) R L
Correlation of the human inducible nitric oxide synthase gene to pulmonary
hypertension complicated with collagen diseases
Masako Hara (Institute of Rheumatology, Tokyo Women’s Medical University) «+-esesverrerermmmmniin, 54
EXPRESSION OF PROSTACYCLIN SYNTHASE IN LUNGS OF PATIENTS
WITH COLLAGEN-DISEASE-RELATED PULMONARY HYPERTENSION
Taku Yoshio (Division of Rheumatology and Clinical Immunology, Department of Medicine,
Jichi Medical SCROOL) et e e e e
THE ROLE OF PROSTAGLANDIN (PG) IN PULMONARY HYPERTENSION
Hidero Kitasato (Department of Microbiology, Kitasato University School of Medicing) «cerrrereeriian 66
CLINICAL AND IMMUNOLOGICAL FEATURES OF JAPANESE PATIENTS WITH MIXED
CONNECTIVE TISSUE DISEASES ASSOCIATED WITH PULMONARY HYPERTENSION
Akira Suwa (Department of Internal Medicine, Keio University School of Medicing) «-----r-ecoercrvmnia. 72



(1]

EAE B 3 &



ESttESH@RORE. AREHETIREMNEF. HCHEOHR

EEHRE . AE BX
=Y D AEBERFEERFEAR

MREE

BEEMHRHESHMA (MCTD : mixed connective tissue disease) 133 UIRNPHIAZHEOESHE L T2
RETHDMN, TORBRBAREILTLBE< R, TOHRKNEREMCTD S OMEE O 2 RY 54 T2
ENCT LI, PRILERLDRO IOV 27 MK E U THABEERSH 14EF 2B L TEE, &
FEREEFH L WIFREREICL S 3EHOMRONER ITH= 250, EMBITOE /UG . M REAORBE
BWEITHIIT 0 FIERGF L 2. BRER, REMR. BCHiE. HLAODNAY A EL 72505 -y ~—
AZMER L. HUUIRNPHUERMBIEES SMOFAHEMELERL TREZBEL T3, BRYMIRT4
THHOERIIASHTRABNS, SBTDARI T+ TREFAOBRER S Z &5 0. MCTD ORBE2D
MALEZWERORBELIITV AT U ARE5X3b0DEE2 5,

EHEOEERTF & OHHOMBIMCTDORANZEREOMRBICOLEMNS, HEHERE L TR
M SiTiabi/. UIRNA/UL-ABEAZBRMBNCEA TS SMBRMENRL I 2 & nBE s D,
PAEEAEFICEET DREERINRENE (SR, BRFEBREOH ULRNP/Sm FED [gGH 7 7 5 A RN
E. YT SAOHBRNS —ITBAERS D, ThI RENRETHE 2R LA (52). UIRNP70-Kd
HHEUIRNADRABREDEL S UFBEZRBTEH L WHUIRNPHANRMCTIDIC R X hi (Hig) . B
EHBHRICBIT SR UIRNPAGELAEZRN L E 5. REBLAEOMIITE BICHEEZEE L (B,
N/ —ARE VI F 2 (MBL) OBEGETFEHZFUIRNPHEBRMEETRE I N, MBLEGTF£% & f1h MBL
BAEIZIIBEN R SN0 WBEOMEIRH S TIIRh- = (8).

fimfUEE (PH) EMCTDIZE&HEENE <, THRERETIRDEELMMEETE S, BRFELL T,
FLWSO oy MREMNERLE (FH). 7’1:!2/\“_57“-4 THEE L TMCTD e 8% PH OEE =8 S
ML, AEEERTRBELERET T RS> (R) ORIAE2ENELEHETH S, SEORBESEEINS,
B, REMPHRET, BRREFOURL 7Y~ (BMPR-II) OEEFERNBETH D - LAVHBEL A,
ZTZTMCTDZ2EORBFEREHPHIZDWT Z 0 ORNAfT b, MEZH UIRNPHAEREF I DN T,
PHOFHETBMPR-IDBERTFERE LKL 208 ZRIIBD 5N pd -7, —A, BMPR-I o33 B Hitkz#l
FL/zLZa, MCTDBETEHEEICRHI N, SEIXPPHEFILZ v b TIX BMPR-II O 53 % it €h it 1 &
AKHRTETLTWAS I 2ROE. L EORBIBERESH PH TIRBMPR-IIOZRIZRE o Mgk =28,
PH OR4 & ORI R® XNk,

FiIBEWRASH PHEIICB T 3 —BIESHROARER (NOS) OREFEMLMITL, PHSH#HTILRET
ZROFENBN I EE2RLAE, MBEPHIZBWIA2T0A& Y5222 (PG) OREEEFIVEM TIH S Mz
TB5IEERBIE, PGD SEER (PGDS) 2RBIT AR MIIEE ) 20y ) VERPH S v Mois5 L,
PGDS OFH & PH OHIE ZBAS Mz Lz,

MCTD ZaURERICEHTHOPHOBBEEL U THERE OIS S 27 ) D BH (70--52) Ol
BTL, F—oMBIFEN T2, T8I, BREAGHPHESDPH TIY RRY L7y — %0k
BT ebtc. WENRLEKRTPHIRMLTAY TH D EORBUH 0., HENHBEI N2,



T HERRE
=il B
KRR ARFEERFEEMEREAR
kA
=F  FEft
FHRRERERE LM AR LB
BIR
L7
NRRE R FE B RA AR
Bh#s
HE #
IEEREEERAR
B
K’ FxF
RRACTF R R ER 77578 it 4 -
HiR
wH R
R E R (R 0 A KR IR R B EE ) DO F N R
#iR
RAR KX
W EERRFRSER Y -MME - MRS
EL2
BR #F—
B 37 B MRS AR - ST
H&
R =
BIRERKZETVIE )75
i3

A. IREB
REERESHER MCID) 1 ER1SEEETORE
RIC KD, FFEBEERT R &5 UIRNPHi# &I
FHEDEENDIZZ L, ERERLEL TOMELERE
(PH) OFEBORANERL., BRBEOBINEET
HDIENHSHIIR- F, KPFFEEIIMCTD O 2K
HEORNER- ki, BETHECHERTF &
{EF OV, PH ORBROBHEBBFEHIRSA 2D
RIEE EBNICHAREZT .

1) FiUIRNPHIFRERBED SO AT T 1 THE:
BRI R & L =SB EEs R OB RRR LS4 E
HrcBEERRUBKEEZHSMIT S, MCTD

® OBHA

W RFEFRPIEHRBRRFTVF -RR
e

Was
BICHBAXENRERE VO THAE
e

[

LE B S AEE LR FEEHRR
BUR

JEE  ZEER

LR R FEFRMEYFEE

2

BB hE
HR AT
(BF) FEAEGEIn S )RR
AR &
IiE  FHh .
B U7 FERKEIFBERTIE -RE
Bh# '
FH FE
EHREMKFERNR
B+
ME AR
LB KRR & AR PR 2
AT

DEBESOHBELERAS, 3SFERIIESNEIRIZ
EJ& MCTD 2 EREKITT 5,

2) HiUIRNP Btk DR ERF OME | KR EOH
EERBETIHEBTHD, ARABERENTHHEA
HHRHE, kT TS 20BN, HE2a2—-RI 58
BFRAREHFLUWREENFEERAWT, TOEL
BFOBRHERESS, ZRS5OPEIZEL D UIRNPIZ
AT B R R & BT B H U WiIgR e~ O RSN
mEhs,

3)MCTDHEMBETHRIT . BEMLST 7+ —A K.
A2 NESTRRENAZDNA ZAWNT, MCTD
DFME, < ICPHE:BETIRETERHEREL. £



DOFENEEERHNT S,

4) MCTDIZBIT A PHOREEBE  HILNOY
QAT T4 THWETOV ey NEXBE LT, PHO
HE., BB, BT RS1 2 (R) OREERT
W, FEROBHWPH OREEEEIL TRBEO TR
OUHFICEHMT 3.

B. IRA X

1) FIUIRNP UG EB RO T —F N—Z B
PARRE BB N 1S

SHEREHE. RUHERNE 3 B0 14ERICB N
T. HiICRHE LU UIRNP Sk B SRR B E %
HE L. TOHEEF R HLARRR S & F—5 —~—
ZAL U7z, BB H & O HEHES IS T T
ERERAER BT 5, M, HLARZE THR - ZDNA,
HRRABERE L TRELBETHRICHRT S,
2) BLULIRNP Hik DB £ HF DR

(1) KiRMaRE % B Wz,

(2) ELISAWC & 50D 1gG Y727 S AD 5,

(3) MEEEZRMTHH L WH ULIRNP kD
BR.,

(4) B#ilgizBV 25 UIRNP HikE A,

(5) MR Y FIRERORR

3) MCTD O ik, jRiE L B 2 BT EROMEN

(1) RNP-AEH% 33— RT3 BETENT

(2) %> /) —AKEG VI F > (MBL) OBETER

(3) BERATOURML S5 — (BMPR-I) @
HETER

(4) —BRiLEEROEHER (NOS) Dz TFEH

4) MCTD O Jifi % ifn JEAE O BR R R B & i S 3

(DT OARYF 4 THFEE L TMCTDIZBIT 2
PH OHE L HERE

(2) i BMPR-II ik DR,

3y £B/270F U ERZ v MZBIT S BMPR-II
DFH.

(4) PGD & HiBE#R (PGDS) #RE T 583 M
EE/ O CERT Y MRS LPGO
RS AT

(6) PHEFIHBIARN MR OPCL A REEE OB

(6) PH EH O #HE & B K

(7) FEEHETOAY S 2 U VRO, G
FE DA B D FHAE.

REE~OERE : BEMSA T4 —-AKR- 30>
FEBTROLAZEZTI . HLAMBERE O DHERL
7-DNA Z2BETFHITOLDIZERT BIC4ED, &
b A BEFEMARCET A mEBRESICHET,
EBROBBAZELSORBEAT, FIREZERELT
HAT2. BPERICEL T, BHORBERVER
R AEERECHEL. EREMICER - TR
GXRVEDIICKRET S,

C. iRxER

1) HLUIRNP Bt 8535 028 - MCTD 134
UIRNP a2 LNEADOECHE L TARBTH DM,
EOEKRMERLIMCIDEOM#EE TR ARSI T4 T
WHLEMITHEDI. FRIIEEL VOO
7 MR E U THEIB RGN L L ER 2 B & L T
&z, FEEITBRRIES ORBERE & I H 123045
EREL. RKER, RERR. BTHE. HLAD
DNAF M ETEFBT—FR—J&ERLE. N
U1RNP Hidk BB RE S & O FIAEHEF I 2T T
iR E e L TRB L=, BHMN TR & pt
FRICEREI A, ) O NEERR, ¥ N BRI ESLED
YR P OBEENERICE S . MCTD 2 S
BHIROLAZEh o, B TOARY F 4 TIER
ORBERDZEIZED, MCTDOESEHE SO E
BWEEORBELILLY 4 Fo ANz b6nsEER
5,
2) WUIRNPHIGOEEMF  ZNEOELERF L
DA OB IEIMCTD DR AR BT OBRIC DR
M5, AN TREEWR TR A 6Thb
/. UIRNA/UI-AEAGBERIBAICBEAT S
EU 1 RNABM, Ul-A&REANHRAEELS
N EMNPHENTRD., HUEEEARFICEET ST
BEtEAR E N/ (Z1R) . BFEHRBEZ DI UIRNP/Sm
NEDIRGY T I S AMEHEIN, Y77 5 AOHE
NE—TIEAERS D, UIRNPRRERERIC
M SECHAED S B, [gGl TR CHi. 1gG3T
HHTOKF&ARFIDICBI AR U T2 S ADEE -
FBEL 7z, BLEE D, =23 UIRNP R UH Sm i
FEDIGYH T2 S5 A3 ThIRENETHSB T EERL
7=, BIFLULRNP70-KdZERA & UIRNA Q&I &
DECDUABELZRHBTHIH UIRNP fifk%:
MCTDI186 #ip 13 lic R L 7=, & OHIERBEFH T

SLERRIBASERTH S - E MR BT, BE



BRI B W 25 UIRNPHAEEEZRFLEEZ
A NGBEREN S OMRIIERICHEZEEL /-,
FTOERRITEBENHEI VU E L 2HEMT 5 &Hik
EAPAR SN, BEDRE2TRTE B 8EEIRE
SNz (AR MERMHBRAS VI EZERORYE -
U N, BCHAES & ORICHEEEEE R
L=,
3) MCTD & E T 3 RETFEROEN  RIZACE
BEBEOMENTRBEINTVAET Y/ —AREL Y
F > (MBL) ORB{ETFEMEH UIRNPHEBHEET
dRZB4IZDNTRRL 2. MBLEBETEM -
MBLIBE BB R S 0% iR & ORBEIZE S
NTREh- 7. COXEIBRBETEHNOKRNTIZA
FABEACBIT2HENLET, RNP-ARBEFD
SNP 2B L TS KARN S FORMNH - 1=,
PHICBET 2% & L TR, F4E, BEREPHER
T, "EKEATFOIURL 75— (BMPR-1I) Oitis
TREVBETHDZENHUHL. MCTDZSDBR
REHPH COWTEFRMT bR, BEIZH
UIRNPH&BHEFICOWT, PHE B & ESBHT
BMPR-Il DBETEREZHB LU THEIF L. PPHT
WENDIERBAITIIRRUEZBROERNA SN
Mofz, —F. BMPR-I AT 2 ERE L&
5. MCTDAE THEEIRE SN, FOEHIEH
END,. EHRPPHEF VS THAE/ yay) >
FR T w b TIE BMPR-1I O R3 A ENITR 25 74 H 4
RTETLTWA T L28%, PHREICXHT 285
ERMEL =,
FiIBEHaH PHAIC BT 2 MELERT TH 5
—BEBROARMER (NOS) OBREBETRE SEIFL
2o PHEHHTIIBEFEROEENB W & 25
L. NOREOETICM bkt e R®B L=,
4) MCTD O fifi 8 1t FEE O B FR AR AR & S5 BT SE : MCTD
THENBES FRERETHAHRBTHSPHO /O
P MRRBFECRELE (FH) . MR T O AR
25 4 THEE L TMCTDIC BV 3 PHOMEE & ¥
DFFZERANTHLENIL., RHZH-ORTEENT
RBLEERIIFSAL2 (R) OREZBEHE LT
WRTHD, REMNHHENS,
HRIIMCTD 2 S RIFK & 6 PH ORI THiE)
AR B PR KERE E DPGI, & iREER O RE 2 PHIES B
Bl b L7, ARARERR Nho 7, dLEI
PHIZBWI2I0A& 752 (PG) oREI2ET

VBV TEH S ML, cell therapy a7, Thb
5, PGD & kEE®R (PGDS) #RE T oM
/08 VERPH S MBS L, PCGDSOR
REPHOMH ZHENZ L, FOBEELTIY

RE) 2B EA OB OBES ZRBLE,

PH &6t MCTD DR & DOfFEHT Tit. MCTD @ PH
BHRITI8% T, T DMK RO HII L BT L#IEAA
RO ERBERE S EBAR. EHELER ESLED
FREHEREDRTH o= @I,

MCTD 2 S URBERICEHT 2 PH ORI
ETORSHAL 2 8H (70—-52) QBB
bhe, BELTZhIZBHL, F— 9 2 8BET 2
Biciole, EBICIIREY LSy —HFED
BBRbITbhTWw3,

D. 8

MCTDROLVETIHRMENE <, BEEBE L TH
VMUERBENTHS, LML, EBOERIIIERD
VHLDOHBBERTH S, ZHRPOE—OHRRET
& HHUIRNPHIABEEERRAO T OARTF 4
IR EMREE - MORAHEROEZEREHLMIC
L. MCTDIZ BB R R & T REMBRIT O LML
DE D I MOHELE FiDNAFESH SmbiEk) @
HEEZEDLIDORBBICREL DB MG TE
5. MBCHSHRERNED SINE, 20T
YARETHYTMCTDOREBIESNHITHEERS
N, BTOBMEEOUITICH DR S, FEFIIFR
FTMESIRFOBMMTOI, T—=FR—AELTH
BELEBDIZRS T,

FUIRNPHEOEEMFICET AL TIIH LWL
BRAhs07yFOo—FHRaoniN, ERHTEECS
ETRHRFB-TWARN, LML, ZEZ2ESDEDEY
REOEEMEERZAECTaR25E FMETOR
RNBETH D, EEEFORBHNEOHIEIZ DM
EMETH 5.

MCTD 28U BEERERBOKK, HEBOMAICIT
BIEZTFER, BETEHMLSOWENEETH S, L
MU, BRAMAVBEDSNTS, TORERREICHT
SEENTNEERS W, MCTDIZBIE T 285
TERIZDWTOFREEOHETD, TROFEIRR
IR, RBRERICEKRFRENE DDA,
PPHTZREMNS 2 EINTWBBMPR-IIIEDNT
BEH PH THEHERSBD Shlaho =, EFEH D



BWEEBAZOTIE LU TDNAZREE L, SHEBREED
RICRHTELL D ICREORFEETH 2. TEH
REDETHILERFPERETIIHBERS TERN
/oONN, MOMKETHRBROMENTESL LD
IREBEENRINZILENHS, EEI MO
WIZDWTHRERRT, SEXFTHRTESFDD—
BRI SR,

MCTD OB b EERIBEMETH B PHIZDONWTO
PHEDIFRAN S PGL, NO, T2 Rt U INEETH
HIEEPELTHEHEENILTERE, COIICEL
CTIBREE L TPGLEALRORT /—)l, T
Rl L7 d -8Rt O VmRRsh. £
DHEPDENRENTWS., bAEICBT3 - hson
BEMERICHAET TS,

MCTD &6 PHERT L RS54 2 (R) 2¥EK 134
BRRRLEN, CORIERTHS> DO IOy
MRAREFHIZICAS Lif s, TOARY T 4 TITER
ZEWT 22 L T.PHORHZE S BRERICDNT
DLEF AN ENS,

E. &

1) fiUIRNPHGEBHBRED T — S R—ADFEHE T
OANRY T4 THRICERE /-, EBEEHT 3
E I OMCTDOEBH SO T & U BTz
RwEIXED,

2) MULIRNPHIE DR ME R [gGH TV 5 20151
BERHTIHLVRABOHEMNSEHLSMT - T,
3) MLUIRNP#&EH A NI MCTD 0EERBEFE
THLHPH BT OIREFEROBIIERL =,
4) BEFEMGHPH ORBEBEICEL TETIVEM,
BRNFR TERNA SN,

F. @RE#TENE
MCTD iz B ¥ B |10 7z,

G. MY EEOMEBKR
A



[I]

S B 5 E W



T.HRUIRNPHARYEANOEKERBICHT A TARRSI T« TS HERILREHE -2

SEFRE ke XY

MR HE WE #E

i B HE &% LB RZERFERNR
HRES

(BAS] HTUIRNPHUBBEMBHEAIZ DN T, 19994 LV FOBRBELBB TTOARY 5 0 THIEET T
ERN, BERHMZER LEFZEPT Z & T, FiUIRNPHAREFAOERE S MCTD & OB &8 5 hicd
%,
(GE] MCTD 3E D a MR T 1999 451 A & 1 2001 4 3 BMICHIZ L= BE D 5 5H UIRNP Fik Bt 4l &
117 PIOBHREETT S SFEHC, FAICEIMER S MAEIEAREHOT, BRE SN/ 5EROEERER, B
ERME, THREBHHRZETS. HIULIRNPHIAHMBAZRSE L, 5 UIRNPHEEME T O DNA Fik £
723 BT Sm EBER 2 3B & U TRETT 5.

(#5R - #538) 2001 L3 ARAET, 117 HMBE SN FONTD b3 — L HEIT & 7= fRHT o] BEse fild
103HTH > 2. KBFINFIL, MCTD41 #, SLE 25, SSc 7. UCTD15. Sgoypev FEREE 7. RA 7. Over—
lap FEMRRF LFITH o e MIBRFOERITI0.7+ 152 THo. HIRERL A ) —BHERLFEELEh o -,
M UIRNPHAR MBI, 66 81T, d8 &2 25 DNATKE = 135 SmHFUEB NI 376 TH - 7=, LLE
DRERELD. BIOEAKZEDL. X0 RYMOEEBESICTL 0. §i UIRNP FHABEREH OFE S8 5 hic
TLIEHREREEZ SN,

A. BIRBEM

MCTD DKREBZE X DI 52k, MCTDH.O
Y72 B CHE T 5 251 ULRNP HEBEH O B R IE %
MEHRBHWTITOZEMEETHSS, LML, W
¥ T. Reterospective Dt L/ <, MCTD DS
BRI TIHASBHINTWB EEF 0N, F
BIRBEIZ B W T, UIRNPHEBEFR O BRES O
VI MIRELTERLTERE (MCTDIZEBRD
WERFEEOHEOBEEWEMIZTT BT & & HBIC,
ZRRRAFFRICEL D, H ULIRNP FLEBEImBEH O
ERAREER. REMME. THREN, MNBELT, EBERE
HHEHGORFLRO IEFAE A ND) KGN
SEMOBEAIRE LT 22T, Kproject ® 3
FRERL. EFOBREOEBMHEZ L DEFAKE
BEmEE, WEAICHARRETEALSICT S,

2. ZORREMCTD OZEEORITCHR BT S
FETHZD. COWEZEFEL TEHAHMEBEIMC
TDOEBRERIZES T INE2HEEMIT S,

B. fRAE

MCTDBED T 3FERMD TR RARY F ¢ 7 % E i ki
THEEDIT, THIEMRERLY. BBt
& 2002 1LAMS 12 AXTOMIC AR S22
FEBEOBMBEETY. MNHETLHREORMEILA
FERUETD, Tabb, HREHRErYZ U -BE
D3 B4 UIRNP HUA MBI IE & 2 B&E L. B
RIFLLT, MIBAT1 ELULOMAT O REBLL
RENBIRBRAEDOH S BEE Ui, B8 Lty
i/ LIEBEICONT, #BESEICfK- T, EE. i
T, BEERICA LRET S, BRI REE TR L,



- HUUIRNP FiE O R 2 BB L THE L. HLA
DR/DQEDNAF A YL FITTHRT 3, g hi
EFDOEWKER, MERRE FTHREFTEICE =8
WHESE 1 E£ILHAET 5. HLADR/DQOBRIC
HlE2TH, BEROBBEEESTORREZET, B
EPCOREEHEICTIAT S,

C. iIRER

2001 E3 HRBET, L1ITAVNBRBINALN. 20
A7 b I3—)LAEIR S N R AT BRE ML 103 T
Ho . FERBAFIL. MCTD41 . SLE 25, $5¢7.
UCTD14, SjogrenfEf&#f 7. RA 7. Overlap fE@ERE
LPITH o0, MBROERIL40.7 £ 15.2TH- 7=,
MREERLA /—BHENASHEROEN 2, #i
UIRNPHABMBE BT, 666 T, % & 2 5HDNA
PR Sm P EBEMI3TH TH - (F 1),
2001 E D RBERAEFNT, BHIEE TH 30 MR
INTHD. BE, EWEERPTHS, £, BEH
BOMROBETIERRDZ 0. FOMEERITT S
FETH 5.

D. EE

MCTDIE 3ROSR T OARY 74 THARE
T HULIRNPHIFEBREFEIZIRED 1 0 0EH 252
L7, LML, ZMROEBNO—DOTHIERED
Brgticid, TR ER, 2EkBiENnED,
3EMOHROBEBRIC L D EHMOBERAENTEE S
TR T i BREMEYIZARTARIBRIC S B, Fi T
EFDBHNERD. L DHEOBIANTAS Z &4
BEAN3,

HPE DERRAE IR ORHT T, 1 ULRNP HifkBihEs
YEHI1L, MCTD OREMRIC B L EBREREET
B EEMBTER. FHATIE, HBELT, #
UIRNPHUEIE R T 72 B I U IRNPHIA LA - B
DNA#UE, 1 Smbifk. Hitopoisomerase [ kS %
HTDEF & LA, BMFAIZ L EARNES &L
NI EMHG M ET o, F7=720 630 fl 2L L A%
Bahamd, EFKIS0FE L&D ENMEE
N5, BEREHLAOHEHENT bR B L oh, &
BROBRENHIREENS,

S8R, BEEINEFAOBHEEZT L. HIULRNP
PEBMEBEMHO T AR F o THEERREE S,
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Edh EflE AR (%) fI2EE4

MCTD 41 42 48.5+12.5
SLE 25 25 30.0+11.3
ucTD 15 15 45.2+16.2
SSc 7 7 57.9+12.6
SJS 7 7 55.7+12.8
RA 7 7 34.6113.1
Overlap* 1 1 32

aat 103 103 40.7+15.2

&1 HBEFOER SHER

MULTICENTER PROSPECTIVE STUDY OF CASES WITH ANTI-U1RNP
o ANTIBODY ALONE

Okada J and Kondo

Department of Internal Medicine, Kitasato University School of Medicine
1-15-1, Kitasato, Sagamihara 228-8555 JAPAN

Disease associated with anti-UTRNP antibody was not well defined. To clarify the clinical entity and natural
course of MCTD and, we conducted a multi-center prospective clinical study in patients with anti-U1RNP antibody.

To obtein the data for the statistic analysis, the entry period was extended until the end of 2002, In addition, a
questionnaire is used to identify any iliness developed during follow-up period. All patients with anti-U1RNP
antibody were entered to this study. We intended to evaluate anti-nuclear antibody profiles using immunoprecipitation
methods at time of start. HLA-DR and HLA-DQ loci were measured by PCR methods.

One hundred seventeen cases were entered before end of 2001. By the end of 2002, more than 30 new cases will
be expected for entry. One hundred three clinical records were received. Diagnosis of those cases was MCTD (41
cases), SLE (25), SSc (7), Sj6gren syndrome (7), UCTD (14), RA 7 and others (1). Age at first visit was 40.7+15.9
y/o. Group of anti-UIRNP antibody alone was 38 cases and control group of patients who were positive for anti-
dsDNA antibody or antiSm antibody, was 21 cases.

To clarify the clinical features of patients with anti-U1RNP antibody, we need to complete this prospective study
and analyze the data.



2.UIRNP BHERESEIC L 2R ERAZBRSE&IR
D HEM

DHEMREE D2 B
WEBAE  LWF —E
PR fEaR

P R RFEZEBRHBE T LILE— U< FRR

MREE

HE; REMEEIT. Fel 275 — 24 L TMCID 2 S OREROEERERIZES LT
WA, TOBEESEPOHCHENFORIGE ST 2SN S 5., 72T, UIRNPHR
MR RIS 2 B DRI BEMEIZ DWW TR L 72, F R &R UIRNA/UL-AB & HE 55 v
DAE-XEHWT, #RMEANICEATS S, [L6EENMML -, UIRNABE, Ul-
A/ E—XTI3MB® LA, 8 ; Toll-Like receptor (TLR) 3 1B =48 RNA 2165
RMIICB#EBTHLEIN, £R—FYTH B UIRNAICKET IOV ESE I BN D
A BREAESABRICED, BEEEIIVIERELT DL, RIELEBEL. BB
RIZBRE T DREEEENH 2. MIENIKEVAZThEX VLY — ADNAE K ERET 5
ESNDTLRY EDRBGHDBNIZEN, SLE & MCTD & DR & DB IC AT 3 A6

AR EN D,

A. BTREN

BEOMHEHER (MCTD) &2 LA VWEBER
EFTH. FLULIRNPHAAEBEFIZBWTIL, BE%.
LA/ —IEMREE. FEEE. B2 EMCTD ISR
FIERMAERICE <, VI UIRNPHIAERHEE NS
NEREVNFETL20TIEHRVWAEHERINTNS (U,
2}, MCTD S BB TIdd 508, B2 EBNF I —
TH32HMTY T b—F A2, FiDNAH GO EE
ERBELTNS, 5T, SLETHEU 56 EHEaE
WEDNARXZLFV - L BEREEFELTEDC &
W%, ZRIZH L TMCTD DFHIZRNABEHES
S &z,
EEARBEMRREREOD TN - 20T
% Toll-Like receptor (TLR) i B 28 T35, &
DR THEZRET 5 TLRI L 2 F# RNA %2, TLR9
I CoGDNAZBRTAHZ ENHGON TS (3). B
. U b RAFEEZFHOHEL Sy — %3
95BN, BELLFEMBEHARRY LAY —A
ENDNATAEEFICE D ZATHEET 2 BHHEG
Shic (4. Thid. TLROEKFEMEEEZ SN TS,

ZDOZEME, BEHE (EEHOBEDNA/ X2 L F
V—4) A% MilICERENABRICL - T, ik
ERIBTEMENS 0. ZOESIRERRICES T
SUEEMNTTER. HEVIE LB 526k
BEEEIT, Fel 7y —2 ML TMCTDREDR
FRPREBRRICE<BEEL TWSY, MlicEman
RBHAEPOEEHEREY. ERo X S e
WS SRS B,

TIT, UIRNPIZY, MANOEROERIZL -
TH. FRICHER#EEEEHE. 2L TEORKY
S S MRER OBR VA, DNABETEAO K G &
¥ ETSSLE &, RNAKKHT ARG EE%ETS
MCTD & WS, BRDFBBREEDE L TWS Wi
KDOWTRHNTRZ &L,

B. IRAE

KBECTHEREI . BYULAZUIAY I EF b
EAZAN 5 LT endotoxin 2lREL~E, o) a
EFPUIARS Ty VAE—XCRB\ SR, &5
WZinvitrto TEE L2 UIRNA S # & 2 #, UIRNA/

_10__



Ul-A&&EEHERLE.

BRRHIRE, <D AL V. MACSZHWTCDl1c

positive selection {7 T U /=, SEREIRRHI8 24 i

%O LB 116 13 ELISA IS THIE L 7=,
RUAHEEFOEBRFBEICDONTIE, HRKERE

FREYEBRHERNED DR ICE TN TH =,

C. BIRER

UIRNA, UlAZER, E-XHELTVWAL
U1RNA/UL-A# & & 0T N E BT 13RI b ks
RAIREAD 5 DILOEABME Nmn o7z, & TAH,
UlA2S5 7y 7 A —XHERMEL, T5ICUIRNA
ERBFIEE, ¥—ZHEE UIRNA/UL-A B AEI,
[L6EALZHEML = (K). UIRNAZ#EGLIZNUIA
EERHEE E— X0 T ORIBEE LS 5 i DT,

600

COFEHITIUIRNA S OESRBRIC L > TEL S &
Eiond, £z, AN SDOUIRNA/UL-AES
EBENTIE OEEERITEEI WO T, Bk
RBRNDOERIZE O AL THO T, IL6 EER(EHE
LTWwaEEZGNE,

MR DRNAGE O EFIITLRIF EEZ 5 Tw
%, LU, TLR3GEH _FHERNA # R EMICEBH
THEEIN, BR—FPTH B UIRNA KRGS 50
REEIIDIRNWEB R 6NN, BB EAE LN
L. BERLDDNIERELT D &, RISHZHEL.
AERERICE ST 2EENEZ 5 N5, Hid, @
FBATOH, FEREELETBEHAE CoBE
WPKR 2 L TWA MR S HBREHT 20BN S
B

wn

Qo

(]
i

D
o
T

L6 concentration (pg/m)
(W3]
o
o
1

g UTA/
@ UTRNA

.

X/ 1.U1A/UIRNA complex enhanced the IL-6 production by dendritic cells

_11_



ik 3. Alexopoulou L, Holt AC, Medzhitov R, Flavell RA. Recognition of

1. Hoffman RW, Sharp GC. Is anti-U1-RNP autoantibody positive double-stranded RNA and activation of NF-kappaB by Toll-like
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INTRACELLULAR DLIVERY OF UIRNP COMPLEX STIMULATES
DENDRITIC CELLS,
IMPLICATING THE PRESENCE OF INTRACELLULAR RECEPTOR FOR
U1RNP.

Yoshikata Misaki, Kazuhiko Yamamoto.

Department of Allergy and Rheumatology, University of Tokyo School of Medicine.

Although it has been known that immune complexes contribute to the pathogenesis of autoimmune diseases, it
remained elusive how the quality and sorts of antigens are related to the variety of immune complexes mediated
inflammation. In order to investigate the possibility that the U1RNA-RNP complexes, the target of anti-U]1RNP
autoantibodies, can act as a stimulating agent, splenic dendritic cells were stimulated with UIRNA/ULA complex,
which is formed with in vitro transcripted UIRNA and latex-beads bound U1A recombinant protein. The complex
induced a significantly enhanced IL-6 production in dendritic cells whereas neither latex-beads bound U1A nor
unbound UIRNA/U1A did not. Since it has been demonstrated that DNA/nucleosome complex ingested by B cell
receptor promotes B cell growth via Toll-like receptor 9, intracellular delivery of UIRNP complex might stimulate
dendritic cells via TLR3 pathway. The differential stimulating activity between DNA/nucleosome and UIRNP
might be involved in MCTD pathogenesis different from that of SLE.
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3 BRBREBEEFICEITAM UIRNPSmHFADIgGY 7 ISR ICHTIME

SHEEFFEE | = KR

MRBIIE | ER, 4 EF

PR e R

D B RERE BERAR BR S

MAES

ELISAIZ & U, FLUIRNPHI# 5 7 3B Smbiék ke 4 BRI % B 1 1 (O U TRNP4S R R R B (70K,
A, C) &Sm#HE (B'. D) KT 5HCHGRGY T 7 S AEA~NE, BT 7S A 70K H
#. 7B’ K TIeG2. HiARKE. MDD TIEC2 BL N IeG3 TH -7, THH CHiEIZIgGL
FEETH o/, HDHAFIXeG3. 18G2. IgGl. IgG4 DIEIHEE T, 477 SADEE Ny —
KRN S ol FLUIRNPREBREDICHTIHTHED S B, [8G1 THHFICHL, [gG3T
R 70K G, MiDHFICBIIBARACY T2 S A0EAEHEBEILE. BEED. HUIRNP B LT
FSmHAAD [gG YT/ 5 AR T KENET, —HDIgGH T 5 A TREHGOEEMRET 2
ZEMRBEINS, SRIQGT TV T ADOHENY — > SHEFEENS 2 WIEBESMYOBEE S B8R

LSRBENDHD,

A. BIEAMN
FLUIRNPFi{d 3B X Ui Sm HAIIE &Mk S8
W (LLFMCTD) 28T )FIh—FZX (UF
SLE) BETEBEEICANWFE I 3RENLIIEY&
THH. HICMCTDEE TR MEHH UIRNPHI &
ATBBIER T ORETH D, AHFHICBVWTHED
EERFORRBICELEIEIERTY To—F il x
n, MCTD BE2RICH HERVBHENTE S,
— AP Sm #iF 1L SLE D& BIERTE T, HLUIRNP
B IR THEEREIIENDDOOSLEIC EhD T
FEEHE . BREN I S Sm FEBHRETIR
FEAETXNTOBEH UIRNPHIEDBHE T, M
FEOEETIBEWCBEET SHEEENRR INS,
M UIRNPHAB I UH SmiEOBHICIELETX
DZERBHEEE. RETOY bk, RETLEE,
ELISA7ZZ EXFAEh 5. RNA REERE T, #
U1IRNP #if&lZ UIRNP @A %L . # Sm Hiéki
Ul, U2, U4/6, USRNP #3320, /Oy
PRI B RIGEN S, BISmH&EIZI UL U2, U4/
6. USRNPIZ# @D B’ /BBLUDERSBHTS
DIz L. H1 UIRNP Hif13 UIRNP i2 E# @ 70K,
A CERZRBTIZEBRESENTVS, LAMALKH
St IR M EVERICHFIUIRNPHABE T 5. T

RHBHB /B-DHE LK T0K-A - CHikE &£ET
BANZZAAZ DB TIRAS TR ET N TN,
I, MOREBRBAFABIED 2 VI REICE B
Ev5HERFICBWTELISAIC K D RIE I/ —88
DIgGY T 5 R L RBIEEME F /=115 &~ ORIEH
HEINTNWB2D, UL, BEXTH UIRNP/Sm
HAEOHEBRESICHT 2ACH&#OIGY TV 5 X
BT AWM < BRMRNPES £ A W/EELISAD
SENRAETOY MEREICL AERNBREND D
DHTH B, £ THEDLIbHNE, FIUIRNPH
&5 WEA S HFEBEBRERBRE LD %A,
UIRNP Z #8728 EBE®RS (T0K. A, B', C. D)
ZEHELZELISAIZ X > TEFNEFNOBE 2 BT
B18GH TV I ADBUNRY — L BLUEFDORBHED
HEZRNDZEEAMELTE,

B. IRAE
HEEERTO) TR T - BRBBSE MEICBNT.
BMEZE/Z ELTROEN, RNA LBz E D
U1RNP HiiEBE 5 2 WIZH Sm ik iE S Riwra
7Z80MEEHRE L, £S5 MEROH ULRNPH
# EHSm itk % MBL (BRZ4 %P5 O ELISA
(Mesacup®-2 7~ X ;b RNP. Mesacup® Sm5 2 k) I

_13_



EDRAELE, ELISAICBNTWTENARBETH-
HBE, 70K, A. B'. COLEBU~TF REEE2EA
HELRELISAZ L — b (MBLIZTES)) B& R
Sm#iR % E B L ELISA 7L — b (Mesacup®Sm
TAR) #RW, EFF LKL b eGH TS5 AN
% kHifk & L. avidin-alkaline phosphatase
(Sigma #f) &RISE /%, pNPP (p-nitrophenyl
phosphate, Sigmatt) 2HHE & LU TELISAY —4—
(BioRadft) TOD,, EHEHE L. RBEHSTH
B’ /BHEEDHAFEESUMN, #iB’ /BHAEDH
I DHEOAMICHERB L EHDTEN =D,
HSMARZAVWERAICEBHDHAZHELS 2D
DEEX . EBTERERE AN SBERLE1L
M & FERHCHIE L. £ OFEME +2SD LEZBHEE
MLz, ENETNOEBERBNT, RETHRGO
FEY T2 5 A (major subclass) ZH SN LA, F
IEENTNOEBIRIET 5 1GY TV 50D, &
MOHERZRN. I 5ICRUIRNPHE & HSmbifk
EORBEEHSMITZEMNTH 70K, HLA. HiB',
NCHEEHDRFDGHTZ SR 0D, HOH
REmatl .

C. IR

RNA %@L T & O 5 UIRNP Hifk & 7 1341 Sm
PUARRE - BT = /e i 80 f % ELISA I L DB R
D= Uk ET A, HiUIRNP Hifk BB A
46 4 (58%). HiSm HikBMBIAEN 24 (3%). H
UIRNP/ Sm BB IEMN 14 41 (18%) THo -,

KIZULIRNP IR BRESICHT 3Hi&k
(IgG) DU Tr 3 A% L. i 70K Fifkid [gG2
MEBY TV IR (71%) Thofz. OD,, METH.
leGl & 1gG2 L OMICHEMNAE SN (A =
0.63) M5, fDV 7o 5 AMICARZMABITIZh -7,
MAFBEICDONWTI, 1gG2 EIgG3NEFH TS5
(86%) LEX b/, LALINSDEEY TSR
MicE BRIz (r=0.32), [gG2 & 1gG4 (r=
0.70). 1gGl & 1gG2 (r=0.55). IgGl & IgG4 (r=
0.53). IgGl & 1gG3 (r=0.53) wEEAHENS -
72 FLCHUEIIH TOK 3 B WIHLAHIEIC RS S /B
EEEELS, GINFEH T2 5 X (13%) &&FX
e BH 7O S AMICEBEBRAVWE I hah-
T RBINLOHFBIIBNT. IgGY TS ADHER
NE— I MR BEAME R s 1,

KiITSmBFIZH T HHETH 208, B HiE T

IgG2 (31%) MEBY TV SATHo7, LIELE
DHJENRY — 2 k—ROEMITZRZLS, T2
MO b IRA o 2, —HHRDHFICEL TidlgGa
(26%) &1gG2 (24%) NFEH TS A THo-,
FICHI DRI M & O 2§ TlgG3MH DHLIEHE
HTHol. E-12G3 (26%) >1gG2 (24%) >IgG1
(19%) >1gG4 (8.1%) DIEICEHEE T Z DIFi-Hilk
EENFEINTWAEENRBEINA (K14),
FBICIR L TR, BHEY TS5 2080
B EHSmBUEMIIEmWEMICH o 7=, RBEEOR
v 1gGl. IgG2. IgG3 IXAWIZOD,, {HDEEE
RN, [eGARMO BT 52 LM Eh o 2
(B 1B),

RIZHUIRNP R EBRERICHNT BHEEHD
btk & OB R R (H2). H70KHFE TidIgGs,
HAGS TR eG2. HCHATRIgGLIEBWTH
CH7 753 A0H DHFiOBRHEENEN- 7. &
[gGH TS5 IBNT, £UIRNPREBAESIC
HEBHEEH DHGOOD,  #EOMEERENS
& [gGITHRIICHEERDHMAEIC (r=0.42), 1gG3
THH 70K Hidk L F D Hifkiz (r=0.44) MR
HENE, EEIEG2ICBWTHB ks D&
D OD,,.,, EICLLEHBWEBABHONE (r =
0.56),

D. 8

SEOARIEICIZELISA 2B LA, #Sm
BB TIIEE A EDBE(88%). F{UIRNP
NELBETHo M, LaW-> THB' /B-DHiEM
BEOHE. Hl70K-A-C- UIRNAESEIVED
BETHES. T THSELNDIELISAZENT
UIRNPIZREMNBZHEERER (70K, A, C) BLU
Sm#HR (B'. D) KRBT BIgGH T 52 %2HiE
L7z,

REETHUIRNP O EEY 77 5 X1,
Gl THD (RFETOy Mgk EHERNPHIEZAL
J=ELISA). IgG2H 2 N3 IgG4idFENE HBBFEINT
VB0, FH Sm A EEY TS T3 1eGl
EIgG2 & T H|E (RETOw ME) ¥4 1gGl (M
SmHFIREZEB W ELISA) M100% 5, bhbhit
MBL®OELISA Z B WTHIE L 28R TIEH UIRNP
HAFEII1eG2H NI IgGINEL, 1gG4IEENT
BHol, TEHSMPAEKIIIEGINBVWEDICH - .
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GEETNETNO UIRNP HEBBREEB LI Sm MK
OWTRIST BT 75 AR/ &2A1gGINE
BT ISATHFORACHEORT. B #H
ETIRgCI BBHE LT METRD N 2,
70K FIE, FIATUE, FiDH#F I DWW TIEHD L A1eG2
HHNIeCINHBMETH D . EMBFBTHUEL =R
E—ELTWeE, ZOLSKBEORELRIZSEE
ELT, BIEEOBY, £EFCELISATH-> THHE
LN TWAHFEORWICEZ EBEX0N5, BiF
5IXELISA It X35 UIRNP K oHiEizmlL.
ULRNA ZBH{LHRICED 2 T &tk b, T0KEH
EFERBELY b-TRBREIN, —EaSii#E
BREMODHETRETSH o HEFAICBWT BT
BELTRDT LEWMEL TH D2, SEERL ™~ ELISA
REETHRESNEERERREICLL T X D BBE
T, HIZMCTD BE BT 57 UIRNPHEOREIZ
ERHTHBEEZSNTE,

UIRNP & RFTEREBICHT 2 82 % Kk
R SmBIRIZHT D RIEANEER > TS hEMIZD
WTHEHAHTH SN, IgGH T 2S5 ATLITHNT S
&L HELSTWHREREFEELE, T/bb1eGl Tt
MCHELFDREN, 1gG2 TIRHB ikt DH
&2, [gG3 TRILTOKHEd 2WITH B’ HikEHMD
NETHD. LLOD,,, EIZHELTHARLLDD
B LN, UIRNPHEBRERB I USmARICD
WTRRTSRGY TS AELT—BHENENE
HEAON=0R1gG3 BT 541 TOK Hifk & i D Hidk
THD., HLTOK Bk B D EB I Sm piisHEO
BEETFEEA SN, RBH SmEOIEH L
B’ /BEDEATH LN, FiZlgG2izBNnT, KB’
Witk EH DHAD OD,,  EIZFBAL 7,

ENERGY T Y S AOEERGITOWTIEIRARH
DENB NN, [gGl, 1gG2. 1gG3 DWW T Thl K
BT, gGAR T2 KIETH 2 & T 2EN L1919,
HNONORKTEHRTOKRATIgECL & 1gG2 D,
DH&ATIgGl-IgG2-1gG3 DEZRHTHD. =h
SITDWTIEThl1 Y b THSBIFN ¥y BEEL
TWBARENNS S, LAL—FTHAREDLSIZ
18G4 £ [gGl B L UNIgG4 L IgG2 OEEE VD - HiE
NHD, HTOKFELHDGE S REERFINRLS
EHRHENS,

I, MOBECHEICBNWTIZCY 7Y 5 A0
RBEMMTORTWS, [gG2BORAN DT Y B

ERBE B E TERMR ML EE N RBAE?. Hib2-GPIHi&
i118G2 % 3\ i [gGI BAHHEE TR IR E S FE
HNIBRET & REY, &5 NnEIMPO-ANCAIZIgG1 B
PENIRERBEEERET 2HCHEDTIE G
BT I ANMES N, PO2ME TR oY T
75 A 1gG BRHEIYREDO FRNCE T D B R
MENTWD, £/-SLE Tld, [eG3Mom v L7
V- LENRBEEE LTI 59, [gG2 BOH
nucleohistone Hifk & [gG1 HDH dsDNA Fi &AL —
TABROMRCEES T2 CRBEIMEOBIZES L
THAALTH HRELHD. —HTHENHDH SSA/
SSBHIED IgGH T 5 X L#iA KD congenital
heart block DR ER SIEER LV ETEHE S S
%, FUUIRNPH#H 3 WZHSmEéid stk mn S s
EEMEERATUBMBELIINWEZEZONTER, £
ZMCTDRSLEDSREIZ BT 5 N7 M5 5 R
RMEBWN, REFELIE, FOKEB GBED., Wl 25
ICIERERM S G 77 S ADMEEZB & Micd
BLEERBEATVS, E-HLALOBEOSHELHE
FZOWTHRARERNG N TR BERL. &
DESOMBTAZV—Z 0T E2F0ENEEL TN

.%O
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