20000643

o Féﬂ%ﬁnﬁﬁﬁﬂﬁmﬁﬁﬁ%ﬁnéﬁ

-ﬁ%ﬁ%éﬁﬁﬁk%?%ﬁnﬂ'T

B AR AR O, i & 5 UIRNP S04 1 55 7% -

o] -

:
E

3
%

357 _125I5§ e

FRIBEIH

TEHRE OB F X



(%)

10.

12.

13.

14,

Annual Report of the Ministry of Health, Labour and Welfare,

Mixed Connective Tissue Disease Research Committee

Contents

. A nationwide epidemiologic survey of patients with mixed connective tissue disease using personal case records

Of C“nical ﬁndings ............................................................................................................... 8
Hirobumi Kondo (Department of Internal Medicine, Kitasato University School of Medicine)
Multicenter prospective study of cases with anti-UIRNP antibody alone-2  -«-=»rerorerremmerrnieniiini 12

Hirobumi Kondo (Department of Internal Medicine, Kitasato University School of Medicine)

. Maedification of clinical features by change of anti-UTRNP antibody titer ==-«x«-stmrerrmorerinn. 17

Jun Okada (Department. of Internal Medicine, Kitasato University School of Medicine)

Analysis of vasoconstrictive factor contributing to the vascular abnormality in pulmonary hypertension of MCTD

Masako Hara (Institute of Rheumatology, Tokyo Women’s Medical University)
Histochemical study on the effect of corticosteroids on the pulmonary hypertension «-+-++reererassrerninnininiin 27
Shunji yoshida (Department of Internal Medicine, Fujita Health University School of Medicine)

A natiowide survey on the treatment of mixed connective tissue disease (MCTD) with pulmonary hypertension (PH)

.................................................................................................................................... 3 1
Shunji yoshida (Department of Internal Medicine, Fujita Health University Schoot of Medicine)
The frequency and clinical features of pulmonary hypertension in patients with anti-U |RNP antibody
.................................................................................................................................... 35
Jun Okada (Department. of Internal Medicine, Kitasato University School of Medicine)
Pathological changes associated with anti-U1RNP autoantibody-producing Thl cells in MRL/Mp-Fas* mice
.................................................................................................................................... 41
Tsuneyo Mimori (Department of Rheumatology and Clinical Immunology, University of Kyoto)
Analysis of gene expression profile associated with anti-U1RNP autoantibody production «--+++++++++seseresrees. 44
Yoshikata Misaki {Department of Allergy and Rheumatology, University of Tokyo)
Detection of anti-U1 RNP antibodies reactive with the conformation-structure on Ul RNP -+---=rreeevsrirarnaennen. 49

Yoshinari Takasaki (Division of Rheumatology, Department of Medicine, Juntendo University School of Medicine)

Endothelial-celt-binding activity of anti-Ul-ribonucleoprotein antibodies in patients with connective tissue diseases

Shinichi Aotsuka (Division of Clinical Immunology, Clinical Research Institut)

Detection of Chlamydia pneumoniae in MCTD patients using PCR and ELISA «---crieviieinnermnnnninnan. 61
Hidero Kitasato (Department of Medicine, Kitasato University Schoot of Medicing)

Monoclonal mouse anti-thrombomodulin antibodies bind to endothelial cells in vitro and induce cytokine secretion
and adhesion MOleCUle EXPrESSION =+« - rr e ir e et aaas 65
Taku Yoshio (Division of Rheumatology and Clinical Immunology, Jichi Medical School)

Gene sequence analysys on the human 19th genome from an MCTD patient comparison with the genome database

Mitsuo Okubo (Department of Transfusion Medicine and Cell Therapy, Saitama Medical Center, Saitama Medical
School)



[ 1]

=

E AE W 9% & #H &



ESHESHEERORE. SRS U RNP FUEICRET DR

FHEMEEF  OE FL
Bk D BAFEFEING

MAEE

REHEEEHEENE (LT MCTDimixed connective tissue disease) (3] UIRNP #ifk
ELAOHCHKRETSHRETH 20, AVROEEBEERBLT L ELL LW,
UIRNP §ifk O B S M8 01 & MCTD O & OB %2 T O XXy 5 ¢ FICHEHT %
2. FRRITTERLI DOV o 7 MR EMIG L 72, SRS S #-I1I2B ML =050
HEBEOWNZEET. SEETHETH 2R EIGHEG LO0 B OERLER L. Z
DK FiEO7O07 71l HLAODNAZ A E 2T — ¥ R—2ft L, 4L
372 TO ARG BIHIRE 48 B, MOTAEE 2241 T, MCTD 2WiELME L o3 41
XTHo, REELOTRART 71 TIHHRGOBEHASBE SN, 2Ol LE DNA
BA74—ALR 282l T EBERETHREL. REEUEBEOHLW O LY b
FRICHWSEETH 5,

MCTD @ E723EH T dp 2 i MEEPHIZ DWW T, OEENTITo ABERIZSH L -
PHOZEFEICSIERNWTHEEICEL T RFAAATHIS (EER50% T1456), 2
FO4 FEERAOEMNGHER TS INE, @FaXs3s 20 V8K (7O F
J=) OOPETORBMREL. MCTD O PHEFICHER TS S BB HT
%o

PHORRIZET 2T, O/ 93V 7REESOME L8, x> Rty o —
1 DEEESICERLEETFRECOME (5) . @# ULRNPHKE & O A & #la b ki
PEHZDOWTOME (FIF). @V RO REY 20 DHEOY A AT ERENTART
OMEREE (FE)., THREOERMND .

L UIRNP HUEDORABIFIZOWTIE, ©F YA 4357 2 & HW=H ULRNP #{
BELIZHE ST SEEATMT (). @MRL/MP-Fast <™ Z 12 31} 2 AR B 4 % hli
TA5ThlI MO E/H). DLW TENEFNRENED SN, OMCTDEEZIZV A
2OF AN LLDHEEEZOBEHENRKABICE S THEIR I N, —H. BIBIZUIRNPH&
DERBEZNHT 2NEOEEEZHS MU, MBI AFRREL 17 556 2L,
RAMICHEWEZELBCHAONE 2R U k. 5%, AFRORERRIC BT 2 BIKE /15
BRI N Z &K NS,

MCTD QERRFE A G LN HEHEFFL E 2R E 2EMSEH N~ Th
EETEMRELEDN, 260 T708% HMMCTD OB EEOSHFITHSD I &HHHS AT
IEofz. REENS IDOF—F XA &N TEENHE & ET S,

TR & PERS SRR AL N B S 2 R BB O BIA TR & 2 D191 10 D WL TS 28 Ml Ik 6
BERMETEML >R IILELTIThbN, MCTD @ PH &84/ & O @iEIr D
WTERHPMIZER S s,



SHEFREE =6 B
B ARURFE FHR R BN B
#fh
=#F R
Rt e e R A B S A
st
s FTER
JIgi R A S PR 2 R B IR R
B B%
ME
ILERZFEFTHAR
Bh#R
B &7
R AR IR v F i Sy -
B
b8 EES
IEERFEFRMEYF
ik bl
HH #E
R R 19 1 K 22 TR R AR Ve Pk
kS 6sd
RAR HXK
B RERKFR S E RS- - A i
sk fib
HE H—
B 37 R R B - R SRR
2k
HE H
HEERKETVIE -BEWNEE
£

A. TREBH

REeM#EEHESN CAFMCTD) BEEEREDLD
LU THEAERREWRE CTEMMARSTHONTE
-, SERLSEEN S ORBERIE DT TORRZH#K
L. FiLWEREZHEIT I DOWKAMZREL 2.
Tinbht, OFREZHY T 2 UIRNPHUEORRK
MIEEE MCTD OfFRE & OREN S HH, @QMCTD
S L B R (PH) DR EE O AR & B ERIE DR
7. @i UIRNP HiikOEAEEFORY. THD,
1. FUUIRNPHIUEOBERMER  MCTDORBO 1D

HEmAHE HRN T
Bl Sz s I B AR
MRHEE
(m| FEth
B2 )7 FERRE MRIBRATI -
Bh#i%
B OBA
MM AFEZFFMEH BREAVIT -AR
i#fm
WH &%
TFERFHEZHE AR EEFEE
BhF
M HH
ERERKZENR
B
BEF  HER
SEEAFERBEHEEER RIRRES
¥ Fil

WHAFRKOEMBHTH S, OOy MIFEEL
TEBRERBEOREMEEMZHMEB L. ORI EGT
FlEWSBE L TTORRY T4 T ICERER BT 5.
L TAREBEG OB REEZRHAL. MCTD DRE L
DS EHEICT 5, BEMERE L THLAORERTIT
Do

2. MCTD {2 B % PH OJFEE & 19 - PHIEMCTD Ty
HLEERBMRL TH S, TORBINLERETHS
M, FORBNICY S IV TREMADBEOBRS, I
Rt 1. 5 WEHUIRNPHIER EOBTHEDRE



E2zWH5MIT 5, RERN T BRBEA&HPHD
TEEEHEICETE MCTDAYBERICSHL -
PH ORBICET S RREEER L. BEEETO
L2 hEBL, S6IITORYYA 7)) CEEL AT
O REE, REEEOEREBDNREZREL. DEDOT
BOMWEEHEY.

3. HFIUIRNPHUA DB A B F O figA « 47k 0 BE 4 1
FOMHIIRE, WEOMB~OFHRZFRHD &5
N0 T, AfBEOEL 2RI A2 0T
IEAE OARAMIEE I DN SRR S 2, AHE
OCEECHS T EETOHEAGMOMEINET
%,

B. Hiz% 5%
SHAMKEESEELD6EOWER HFEOBME
BT WEMEERL. HL£ETTOD 7 NERW
KalTH. TORME L TOH UIRNPHKOEERR
BEIIDWT, RU@PH OB, W0 ETE,
QoTnY Ly MR REEOWREORHETNE
LERROFIUIRNPHEBHEEE 2L, 20
BRGZRERICECH L, BEMEOFEHED RS
WEIEIZ Z B8R HLADODNAY ¥ 7 OB
Tofk. BHRIISFETEHEEARZER LD T,
SERIFHEIBHFFEETFEL TS, 2070
77 A T T AR UG 5 & o 5 BB
RO R Z L U AP UEOMCTD DR ER LI 34
LDEBEMRT S, BRI h/-MmiEE DNA 2EBHEM
SBEBERTT YN 7T 5,
@o7oy s bRE: REMTREL ~2EOBRE
WA EOF U 7 e i R R T D W TR R, 1598 12 B
5 TRMEERT o . BRSBTS WS T ER
B FTHE & SR TAUEIC & HF L 7= B8 L E 5 Oy
ELTTOREHA 7)) BB ORE~DOEINE KT
T3,
FRMROELT—< L L TOHUIRNPHAOE
HHF ORI 4 D0RI -1 HiET 4400 EEE
HIZEOMET S, @ PH OFRAEMFEFICET 2035
BEHAEL TS EOHEARFICLVZHTLS
127,

2E» 5 MCTD EEFREAREE %5 L. MCTD
PWEEOSHEERTYL .

C. R&ER

LA UIRNPHFOBKNERE: 702 27 MIED
ELUT, HIARE R TFH - I2nb-> ZHERHED
FEERIZ 31T 2 HLUIRNPHIE RS 0 ¥ 35 2 4 58 0O e {5
Z100B2E L 7z, T OB, BRFTR, REFMMAOF —
FECH LML EIER L 2 SRk S ELISA
THEEREL FIRBHEME). HLA ODNA ¥
TE T 2727, BREIZI00HIEL, 2055
BT EMREU T &7 70# Tid, MCTDA141%. SLE
H126% % L7z, B UIRNP L BUMER M 48 5, it
DHEHEFRN 228 TH >/, HLA ODDNAYV 1 E
>~ Z TIZDRBIY0901 M@BEE TH /=, TOWEIR
KM S 100F OB E2BR L THEHT 3, 5B
ShiziiiE. RUDNAZBEBEDA > 7 +—LK -3
EZMERTHREL. MCTD RUH ULRNPHIH®D
FECIEETLEEATORTICHLOND XD LiEER
DiHERESICEEFEEIBH U RE R B, SHRT
LINTH->ERBEEBENSBLILISHGBRESI
FIEIE. FAES=REL. REEBLHETH 5,

HMEFE TIE, BB P ICRBRERL L EFE ST L

(M) ZHGERRTAREEELECREE D O”RS
EANEL, BMBEAEOEEFMMILE,
2. PHORELERE: 70017 FIFROBEEHET
199817 - BIREIZSHT 2PHO 2EREICLD
FBRICHET S T RAERT - 2. EINEIZ50% &
WEHHERTH >, FEMEEL T, 2501 RE
DEYDUERT T - YRR oN. FEOBEN T RS
A OERICBBIZLSEEZ SN,

PHIZET 28 @HEL LT, HHIZAFTOCED
FRMEEE /208 U855y M THEESFNICR
U7z HIHEH ULIRNP FEB B E TIX PH 25
BIZHBRT A2 &2 Ry 75— 0T a—ETHS M
U7z, PHORBZE, FHGEZECT26804
TERTH2S. PHORECHET 2 &EFEELT4D
D FLTONE. OV 72 P T7RPEOBEOMET
W BRIRATHIURE 2 S IRE X N DAL BBk
REHWZBETL NI ORBTIIEETERMH -
(ItH), @RI B -1 OBEBEHICEE IS
BT ZBE SN Lz, 9% PHRE S OBEA &
MRBERT 5T LA EN 5, @i UIRNPHIE
B & ZRNEaEELEsd 5 2 Eatmah, PH
REMEREEOEENER I NS (). @PHH
ETEMEARTRN O RED 2 ) SHUES IS A



A 2 Y HHEFE L TH M OB RN TS
REiAERIZL > TRENT,

3. FLUIRNP A OREARFICET 5 &EME : €7
BMORBELTOTURAY ARET T AZBIT AN
ROEAICED 2 BHiRERFORTNITONE (&
). @ MRL/MpFash <17 2128 2 AGEESEZH
95 Thl iRz DLW TOME (Z/H) THREMNREDS
F/ze MCTDBEIZITY T 70F A Y X LDIRENFED
ENBHTEMSFD LI FREFRLORNP - AEH%
- R 3@EFESITL. TOHREERKINIZEST
ZUHEMEE R L (KA., FEORERELT
U1RNPO EkiiE #2283 A 0E HEOF RN RE N
7= (&),

4. £EMSOMCTD BEBKAEBAE (36954, *
FHREHDLERSE) FETEEELA. INEAWT
AEOBWHEESHBEREL £ LT A, H30% 13320

HAEERGEE Lo, SR FEERD Tid3LEr R,

HENEL, PHREOEELE M >/, ‘

D.#%

MCTD D787 B EPiisid il ULRNP Hifs TdHh 2 7.
Z O EFAEEERRE VL RaynaudfEREE 2 E BB RW
MR ER TL<HE I N5, MCTDIZ B WL TEDOEER.
BRNERICERSDENABHTH D, ZOREVS
MITBIENRLDOTOANRT T 1 THAEDENTH
%, S E ORME THAREBE TIEMCTDAR B <.
SLEMBEWTWVS, ZOXH BRI M HIA
1 FROFROBMEH S NS, ABEORBREKA —
N—Z v TERBEOH TMCTDOERK EIC 58 % BEN
Hemizisd l Eniahd,

MCTD OB TR BELBERPH T, BEREOH
TMCTDICESEE TEHT 5 Z EMERIOEFREC
S0 THEMITR S, TIT, BEEPLIZRREE
PfFbhis,. EI#EZS50% ET 5 L TELSERNS —
RIAZ (19984F) L ORI ORI BEELDEEX
SR, BEEE L TATO1 REOEHMAERMEEZ R
BT LR Tho -, BRBEICEL TR Y OXYY1 7))
CEEEAROFANENRETREN, DAETLER
MITbhB I EMrELR. HELTINICHATHE
BETH5.

PHORREEDSHICEAT 2 B ERE TRAT O RED
EHEERBTEZETINEBYOMMESL Ky 75 —0T
O—QBWEAE T E RS T ARENRET SN, T

Kty r—1 OESEHICERELELRTHRMASHBEL .
AFEBOPHEOBEENHLMES Z LR END,
FIULIRNP HiE R A7 I BT 5 SEFE THE. €7
NEhE RO TES T A2REEE2HET 5 EETOR
W, <47 0FA) ZLCEEL TRETFOMTREHE
EFLINTORETERNA SN, LinL, HUFE
A AEEH L THRECHEUT DTS2 < OBENREN
Th5,
MCTDEEEBREMAES2E, SEF/EIN, BTERE
feAiThiy-. £t I NALBHFFERIZES EMCTDR2E
HERPEIZ7I%IZTE N AL 2., BIARIZ
FKEAGMBENWI EBPSMIRo, FIT, LA
BHHO—MEHIRL 28 L EAZERERL 2. AR
FIZ OV TORDFEVEISEORFTHETSH S,

E. &

MCTD ORI E PR T S ULIRNPHUARRTED
WIGEBEIZDONWT, MCTD OJFREE OB E 28K T 5
TRANTF 1 TiHEEEBL 2, MCTD O PHIZEAY
AT, REEICR L Tl ML Z A L /i
ETHEMNEON. TORBIZHL TIE, A7O01 1K
BoAWMEARIHRBRREONE, TORSTFA 27U
HAOBBIIOWTIREEOCKRETH D, HiUIRNPHL
ROEERFIZOVWTEERE TITOI. ThENER
MAH LNz,

F. BREBEEEIR
MCTD {ZB# T 2 EHIL /s =



[ 1]

or H W5 E R



1. BESMRSHERERREEARDO SOMCTD OBFNAS

FLEH TEE B

A Ak BIH Al

Ty B e % L A S R A
MAEE

2ENSHEST TN/ MCTD O BRF AR AZE(3595 )2 BTEMILL =,
REHOBEHFFZELRENSOMAZEORFILH D5, 2EN S EH 3084 4, HE511
HNEF I N, SEEEIMCTD 2BiEAE O ARBIGEZE) DM & &, HigE£h
RERE (T & Pl L

FEZEEIL 2044 B TRAED 70.8% & 58, 2EMOHLZILIZE2 917, FHO—
X0 SRR L B o /2o MCTD 22 B O30 RO SEIE TII el %3
feinolzAl, FLUIRNPHUKAHFIN 2EFID 12.4%, IREPTR 200 FEIA 17.8% 12
O LTz IREFTAORIEER OMHE TIL, 2EFSEESEHOHMENDL IDOEMN >
feo TOMOAE LT, Mg eE, FattERE, TS0 R EHEOEE SR

TN 7,

MCTDOEAEDORIREEA D &, FOEAEMNZ WM, AHOEENE <,

WIAE O DIAAMBBEEEZL 5N,

A.B 8

MCTDIBBERED 1 DE LTI EN L EHE
DFMEND LD o, FOEDEMEED
i Nz, 1998 4EEIIMCTD D EEMIZHK—EH
TZEEIRAEMR A A ICERE N, 1999 EE LD
Ao Tng,

ZOMMAZBIEREICL > Tz n. HEITHL
S5NTHS, MARI2EOHBHE, S ETH5EH
DHEEIZESN, BTEREKEENA, Zhicdk>TH
fiE & B W E N BE DOERERAT R EOES AR EEIC
Ko,

SEBIMCTD LB THFEI N -BEDD
BEMCTD DM RIEDGEE FEZEE) O (% 2 fighr
L.

B. W&k - 5i&
A OR B & BIR E R < £E 44 58
HFRA S FHEE IR A AR S e, 1999 S H M

,5,

C

b=

GEFEF MG TELCR U=, FOBMIZ35954%
THol TRTOHEZEMDIA FE2EHTO
Ea—F-IZANL, BTEELEL .

IOF—FERWT.AAZOEEHMLMCTDE
WrEESEF A L. COAKE 2 L2
B4 & MCTD OZMIHE OMEE TLE# L 7=,

C. iRARR
LRI N S 6 A7 MCTD
A HGEFIE359561 T LO9ME O FHH B MEI5 1 1 #H
(14.29) E B i 3084 FI(85.8%NI 3T b, Hix
HIE 821917 SAMITIEFEIMIZE WL, DD 52BN
HESBHIL2544M(708%)TH -, ZOWMBED
ML 87 1913 EFEAELEDL AT,
OB SERmS A ER 1 IZRL . O
E—213 50 #LAE — 229 HL Tha 2 &AM
L7z



2. BEERFT RO

PHEER 2B TMCTD O2MMEECANS
NTWBHHIZXDMBEEAER2IIRL . Raynaud
W% EEMBPBEDICHERT. fFRNLTFED
HERE® 90% & BHEETH o 1z, REF TIHHFUIRNP
HiE DRSS 86% THo/=., BATRAD 82.2% &
=, 2 E L TTI%NBHMEREEZREL 2T
Eirino Tz,

MCTD®E & RO BHEEE W8z 71T TR
R U7, EHEFEER OBENHESH S PP ENE
MRS SNEHM, TOHEBE LU TAHOBREN2H
HIEFITEWI ENET 5N 5. SLERFTR TIZ2HE
B A OBEENE <, BMEESRTR T, FHCREAEL
7= e B LAY, SREH AR A TS HE TR
ETHol, —FH, REHOHENREDHNONHEKN
FRR T, FEMRERMRE. IEBEREREN RN THS,

ZOMOTR & LT, @ ILEE, FiatEERR. F
RO EBELOEEREZETHT DA, > 2.

D. EE
BRRRAEEAZORBRNAZEETFMHEIEL . %
MROEMEE &5 2 EAMGEINS, UL, &
FERNBLENEE SN DZREED S OEFHFIA
NENEZENE L THETH S, T - OBERE

BOH EIZHEREE LN CHZEL OREENTIM
A s ro . FEEOIITEHBEFMD S B
MCTD ZHiEE a8 f(E2E 2mE L. MEOLL
BET > MCTDOZBTEAEIEMTH 545 3
CEa—F - AN EREAEET S &
BESTH/-. HESEMICZ OEEEHTIED
THD L, BHBESBUERAIZITIN ERETSH S
fro TOEEEL THWMEENER T, HEENE
VEOHIZIIRER RN EN D ZOAWHIEEH
Wil s TH DS, BRMIZIEMCTD &£ X
SENDMN, BHEEEZRELRRVWEFANEETSZ

EAFEBME N, &< UIRNPHIEO G EATR

BDEARKETH S, ZOLDEREMCTD &
TRED, INLOVBATREMTISEBOEERKR
MNEEETH D,

E. B

SEMNSDMCTD & L THEIN-ERALEE
ANEZBTERMELEU . PIEFEFD DS MCTD @
BEEEZABLAEORT08%ICT Elaho i,

X &
1 HER | EAESR R BIRE S TS & RN ST AL
THERRHEE.1993.1-3

=1
IEL 7] 2B 33
B tlslelzsinlu|la|s|slels|s|a|P|v|a| aje|lulea{luln =
A% (3|8 |8 | B8 % | |B|F| x| |F|8|wini# v\ s\ e B a0 =
% glsle|e(nln|g|RjRle|e|8|(s| /|8|n(rlajlp/n|le|sjaln
HFHBE 6 110 4 4 113 7 13827 |70|141]18] 1 5 [ 8 3116129 3
g " 1184570 501469557 |44(411(171]|99 211190 44 2y 2213002y |75 (145 51
F # 124 55|70 s4|50|108| 57151 48(209|126| 70252108 45] 5 |27 |22 |38124][91(174]54
B ﬁﬁtﬁ%;%%lﬁﬂmmiﬁéﬁ?E1E§§E)’(EE$¢
asﬁaﬁﬁammmmsugmﬁmrﬁgﬁxﬁmagﬁ
% RF|(m R |R|S|2|elelk|f R R|e 8 p ajn|le|le 2 F|8
gk 6 {15[58 3 2 8 (201 7 7111 9 2 21 2 9 ] 14
- 2 32169|311(234 32115135 64|85(53]|37(26|75]31|151]29(63 6936|142 49
& N 38| 841369234 3sl17135]|72(105/60]44[37 84331512984 71145143163




3 Ayilllady

SHREES ORI i U AfER

i f N=2544

N=3595

g i m it
o™ o5t B Bt
0 200 400 600 800 1000 @ O 200 400 600 800 4
= 2
HAmR. REFNAMRSLVREAROLS
SHRBIER (3595) BEAREHRLLLER (2544)
51 Bl R 5 B R
L1/ -B% 95.4%  4.2%  0.4% 97.1% 2.5 0.4%
L LFEOER 90.7 8.0 1.3 94.1 4.8 1
MUTR N P ik 85.8 1.9 12.4 100 0 0
REMA 82.2 17.8 0 100 0 0
(O MK



MCTD®E & R ELE
LRFEN (3595) WA EFHL U LER (2544)

) L BR HY &L ENCE
ZRME % 81.1% 16.9% 2.0% 85.5% 12.8% 1.7%
UIPIAY: ]! 35.4 59.0 6 39.0 55.6 5.5
BAmAL B 37.2 60.2 2.6 37.6 60.2 2.2
LR 10.3 81.5 8.2 11.6 81.2 7.2
i B ¢ 11.4 82.2 6.4 13.2 81.3 5.6
Bl 41.1 43.9 14.9 48.8 45.2 6.0
/)4 ek 4 10.0 70.0 20.0 11.8 75.4 12.8
FRICER L EERREL 64.7 32.5 2.9 76.3 22.1 1.6
Bt 4R HEE 25.5 63.3 11.0 30.3 60.2 9.5
MRS 16.7 50.4 32.9 21.2 53.4 25.4
Bt ShERER T 15.1 41.3 43.6 19.7 42.7 37.6
RERBET 13.5 50.7 35.8 17.8 52.9 29.2
BAET 38.9 56.1 5.1 46.2 49.4 4.4
BRI B 26.7 55.3 18.1 36.2 56.0 7.8
BFERLOBENEERR 8.8 28.6 62.6 11.8 29.7 58.5

O ERH

A NATIONWIDE EPIDEMIOLOGIC SURVEY OF PATIENTS WITH MIXED
CONNECTIVE TISSUE DISEASE USING PERSONAL CASE RECORDS OF
CLINICAL FINDINGS

Kondo H and Okada ]

Department of [nternal Medicine, Kitasato University School of Medicine

Three thousand five hundred and ninety-five personal case records with MCTD were collected nationwide.
These data were inputted into our personal computer and kept strictly in our institution. We selected 2544 case
records (70.8%) compatible with the diagnostic criteria for MCTD proposed Japanese MCTD Committee. The
other patients did not fulfill this criteria because of no data of anti-UIRNP antibody(12.8%) or no mixed
symptoms of MCTD(17.8%). The compatible group for MCTD criteria showed higher frequencies of mixed
symptoms and pulmonary hypertension.
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mEETEREL, 4861 T, M &S HDNAPUEE 3 H SmBUEREAIZ 220 T - 7=,
BRARAEIR TR, L1 /BB 70%. TEERES51%. SRBARNA 56%, IR 17% 24
Sz, METIE. YT FHFA8%, HmERE43%. HiSSA Bk 39%. i DNA Filk
29%., HLSm¥FIA23% TH -z, HLA ORFTIZ. DRBI 04* 25%, 09* 18% 12, —H.
DQB1 L 03* 62%, 06* 46% iZH 5417/, {EHD MCTD # & O ULRNP iR @
BRI L THEY., BROZYENHOMIZINAAD, SS5ICHMAEREEEED.
JLUIRNP HiRDERKMNEREZH S NITT B,

A.RRBEM

MCTDO RS ESAR R BT LA CHR TH S
PIUIRNPHEBHFI O BAREICET L W< Dh Ok
FHIH B, WD retrospective 2R ET.
s & iThh Thv/aly, 2T, MCTD D% S 4
L OBHEICT S 0, MCTDIZ & b7 S IREE
OHBEOBREEZHS ML 2 &5 BT, Syt
FIRFFEIC & O FIUTRNPHUAR B30 RR ] 0 B i 18
MANRME, FTHRERE T, £/, MEBELT, KB
FRMAFIMITROREE D B EH LD, O

FEE LU TR BB SMC TD 08B IER 2
5450 EHESMIT D, FEEZIZI X0 T, 5EF
DEBINEB LG INARBOBEGERIL
7

B. XKk 5k

BB BB UCRFAMERRE —FLEL 2. BH
% 19994F 1 H &0 200 L4 3 A Oz, %
MBI 2 A L 2 BE O 5 BH UIRNPHA A 1



FEF 2 2FEER L 2, BASREE LT ¥18201 L 41
FoMAT A RESXURENIMERAREOS S E
HEL. B LEFBEERLZLEBEFIIDOLT,
PEEICNES T, R RE, BEEZZALERRY
5, [FEFCRERICELL. FIUIRNPH&AOERZ
Gl BEiE THEEA L . HLA DR/DQ#DNAZ T E >
T THRRL -, BRI NIEROBKER. RER
. TRAREECATEERRES | ETLICHE
T%, SEFIEEERLDL, ZORIAOTBRED
FIUIRNPH(EBEMEH EHH & L. FLUIRNPHIE
Btk T DH DNA FLR £ 72 1300 Sm AR Rt ] 2 8
BELAET DAY T ¢ THHRT, W THRKIE
R, HOFUK. HLABE, PESOZRIZDOWTERE
T 5, BIERE. BN K PEFBAR. REREE
ZESHBRBE PR AR X FEERBEHAE, 8
BEBRZE7 VI -BRFERE EXERERY >
& —sE T ERNEL ERZ FEKRKERER )
RFEET Y —. RS KRR RE
vr FE BRI IRBEREL B2 ) T 2R
KEVIIFRBERT LT -NEL R REEEY
PH2BERER ) 7~ F 7 LIV —NEL FERFES
ME_ARERE. FEERKZERNR. LERFES
tBNFL, HLA DR/DQ ORIz H/-- TE, BEH
SORBEELBICTRETSI L LU,

C. MREGBR

WEEERE S TRUZNEZE 4 & MRICRML. B
EOBFGEBEL, 199941 ALV 20014E3HD
RIDOBFRRE, BURLU = 100FIOBENH 0.
FEEMEUE NI 7246, HLAZORER O
g E N OIS EMATH - 2. 7065 E
FERER DB AT RETH o /e, FORMEZ R 1ITR
L7 MCTD 29 @, SLE 18, UCTD 9. SSc
8. FOM 20 TdH -7,

Kiz, HETHECHRICED. HIUIRNPHUAR
SRR YERE (48410) &, JEBUMBBMERE 22 (DNAP
B, FiSm ik, FiScl70HEDOWTNAMEE)
HIFTREL THEZ. L/ —BKRIE, BIMBET1S
% & IFBMBE 4S5 % I HNERIZE Mo . — . U
SNEIEA. BEAIIERMBTENENS0X,
36.4% & BMBD21.3%, 104%ICBEHRICE
Mo, LML, MEEBIOHLRO I R—2 b
DERICIEEZ T oz, MEIMERE 17.1%,
Sjogren FEMRRE 15.7%., HIDNAHA27.1%, HiSmi
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4 20.0%. 1 topoisomerase I ik 1.4%. #i SSA Fifk
371%DEETHONE (F2),

KAz, HLA OBEIES# 7L TWS 50 #THLA-DR,
HLA-DQOBEIZ D WTHEH Uiz, SENIPREI#HE D=
W, HBELT, FL 2REBHLAT -7 a v 7DA
A& AN DHLA QB ZE A=, DRB*0401, DRB*0901 4%
£ < HB5h., DQB T2 DQB*0301 7% <., DQB*0601,
DQB*0501 AR R S (&R 3).

D. 8

Fi UIRNP HFABUR O LR 7O ZARY T 1+ THE
ZHMRES, AFER. BhEROESPL, FEEFIZH
ED100EMOERL . AFEORETIE, Zow
T, TTICHKRENFATERT 0ER TR L=,

W OERIRIER DT T, Fi UIRNP & Bk
FY, MCTD OEBESIC B LUEEREREATSZ
LARRERTER AWETH, #RE LT, HULRNPH
MRIEBIMF T 7545 BT ULRNP HR LA i DNA HUF,
i Sm¥Fik, ¥itopoisomerase 1FifE% a7 2 EF &
U7zfs, BUmGIZIEUSERIERAI LG & DWW 2 ARG
Mm&fzof, Lanl, 2¥EFNL 0 0FE  EEFENN
W, BEGHLA OFEHBH B IEEEEA S, REED
BREFPHFEEIND,

E/o, BEORBGTRITICEL T, BENEE, R
2EMG, BEL T 4—LARI 2 MREABORERN
mEN. INED, UHENTY, $TICRELEE
ERLBEHEZOREIIHSLWAERICTHRENS O
BEEELLEIC—HAELEEL, BEOEMNBLY
R#&EcDEBLEIT L

L% BRIV 100FOBHREZ{TVL. FLUIRNP
HikBERERAO T O AR T4 THAETHRSE D,



Rl AREFDOEREKE

EEE EGIE SHE(%) MBEES
MCTD 29 41% 46.5%£14.1
SLE 18 26%  25.8+8.60
UCTD 9 13% 46.3*+15.1
SSc 8 11% 39.3*+18.4
SJS 3 4% 50.4%+18.0
RA 2 3% 36.1£59.4
Discoid lupus 1 1% 40
Overlap* 1 1% 25
=11 70 100 40.6%16.1

T2 BFREKOHR
R - BT 24 FUTRNPE I MUIRNPIER S p-value

(70) (48) (22)

L1/—HE 70 % 813 % 455 % 0.0029
EBaxwLEOER 51.4 56.3 40.9 n.s.
SREE A 55.7 52.1 63.6 n.s.
1} /B 304 21.3 50 0.013
BRE#T BT 186 10.4 36.4 0.023
(=B A0 42.6 35.4 60 n.s.
FIECRRE L = E @it 35.7 37.5 31.8 n.s.
kR MEGE 174 16.7 19 n.s.
BHET 15.7 18.8 9.1 n.s.
HENEELR 18.8 21.3 13.6 n.s.

n.s.: not significant

&®"3 U TRNPHIKIZMESIC S DHLADSEE

HLADRB1  Zs3f XtER HLADQB1  Fgfl pOLi
Allele (50) - (195) Allele (50) (493)
1 8.8% 7.4% 1 0 0
4 25.5 21.5 2 1 1.3
7 1 0 3 36.5 28.9
8 12.7 12.7 4 16.3 24.6
9 17.6 10.8 5 13.5 10.6
10 0 0.5 6 23.1 32.2
11 1 5.4
12 1 5.4
13 4.9 8.7
14 8.8 10.3
15 13.7 15.3
16 o 1.7
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MULTICENTER PROSPECTIVE STUDY OF CASES WITH ANTI-U1RNP
ANTIBODY ALONE-2

Kondo H and Okada J

Deparement of Internal Medicine, Kitasato University School of Medicine

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

The study included consecutive patients referred to the centers for evaluation of connective tissue diseases
between January 1999 and March 2001. During the three years of this study, medical records of clinical and
laboratory data will be obtained. In addition, a questionnaire is used to identify any illness developed during
follow-up period. All patients with anti-U1RNP antibody were entered to this study, except for the cases treated
with corticosteroid. We intended to evaluate anti-nuclear antibody profiles using immunoprecipitation methods
at time of start and end of this study. HLA-DR and HLA-DQ loci were measured by PCR methods.

One hundred cases were entered at this report. Seventy clinical records were received. Diagnosis of those
cases were MCTD (29 cases), SLE (18), SSc (8). Sjogren syndrome (3), UCTD (9} and others {(4). Age at first
visit was 40.7£15.9 y/o. Group of antiU IRNP antibody alone was 38 cases and control group of patients who
were positive for anti-dsDNA antibody or antiSm antibody, was 21 cases. In 70 cases the clinical manifestations
were present 70% in Raynaud phenomenon, 56 % in arthritis, 48% in swollen hands or fingers, and 19% in
pulmonary fibrosis. In laboratory findings, rheumatoid factor 499%, leukopenia 41%, antiSSA antibody 38%.
We examined HLA loci in 50 cases at present, and found DRB1 04* 25%, 09* 18% and DQB1 03* 62% 06%
46%. These frequencies were compatible with previous reports.

These data may suggest the clinical entity of MCTD. To clarify the significance of anti-U1RNP antibody, we
need to complete this prospective study and analyze the data.
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3. ;U1 RNP f#RFmOZE(bIC &5 ERKIROIER

SEMZERE 0 WE
WEHHE © FEE HEF . G B, EH R . A% By
It JE8 e R I (8 e AT

2 Jb T A 46 0 4 2 R SR 1T

WAES

FLUIRNP#HiAKIZIMCTD OEBEHIUATH S0, FOREMER & OBEIZHE TR0
"B, 2 IZT, PUULIRNP iR DERRAEZEAESMIT 5725, HLUIRNP HiED 1L
L7=EFIZDWT, EORKRM S, PRI IEROBL 2@ L /-, Ykt Z3

Fe 3B T, Pk = 8Oe Uk ik, ELISA, RSIMIRICTRIE L., FIUIRNPHEDEM
LI o NTIER 2 1762 i U 7=, BEME(RIE, 2 EREEREB L UELISAIZ THIE L
fzo #Fi@Y, F1 UIRNP FUAOREMERS S SN/ 17 HIOBZ M. SLE 8 #fl, MCTDA4 i,
S5c2, UCTD 2, APS 1 #ITH -4, #ZRFME33.3 £ 1235, BRI 135 £
6.8 FTHolz. RO TIE. L1 /BT OHIZHSHARED 3 FIAEE Lk,
Lo 7 —BSHEHRL Thiz 4803, Flcentromere HifR(ACA)DHEAH SN T, B
Figeld59%. FHEIZ 0%, U /HIEAKIZ70% SEEBIZALNIA, —BIET, Rk
BRIZWER T DRERIN S o7z, £72, HEHL6— 18%, MMM 17 — 12% L {K8H1E
IZHERE L fo, —H. B SSA BUEGS — 8 ), ANCA(1 — 2 f8]). ACA0 — 4F) . HY 28
BHHEQC -6 ) 2B CHROHRAA SN, HREBERS O TIE. B bi
3 L1 /B, FIDNATRAZERICSRICED 51, FIUIRNPHIEOK
HEAEIZHEVERKRERNZEL L HTUIRNPHUAORME T 2EANL. £/ 0PI

TELOERZET DI RSN,

A. BN
FIUIRNP#Hi{EZ. MCTD, SLE, SSci: & DBEE
MIZHB L, LA/ —HR, SR EAE & ORE %
DIEMEN TV LR, FOREMEREN TR
W, M=, HiUIRNPHUfRIZE <2, @AMT, &
BIEE: & CBEEIIZ LW ESIRT WA, UL,
—HBERI T, ANEARREET 2 T LMk aNT
W, TIT, RBEGHEMNEMAL B8 OEIR 2%
T2 ET, AYiIAOEKERE OEE, HENS
REBRTLIEMNARTH D, AMETIE. B
UIRNP ik DERKMNEREHS NI T 520, H
ULRNP HURDREHAL U IERIZ DWW T, Z OBKRE
& FURRMEALICE S IEIRDO T L2 BT U 7.
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B. Bi& - E&&

FE 1975 F L D 2000 EFE DN AL B A LR R R
AR ZHZLAEFHD DS, HiU 1 RN PHEAEEE
fld D, LT R A iz e f 2 U 2z, 1) Bk
RESETAETE, ELISA, @it TlEL., ¥
BHZHT ULRNP FUiA A BB O EM O mn G, sz
MU 7R, 2) LU LR N PHEOKRM T, 2 &%
BHRUAB L UELISAN E B I L O &R
BlEPE L, ZOEGEMR UMD 7 FlHH s
Nz, AHEE BRI & RERS A & PR RS E—
BEd, DU RN PHRSERSMEG =il L
7.



C. g%

7, MU 1 RNPHiERELEE L) SHUL
R NPHikFEGEBIEE (B SOoEREFERT (K
1), B, FEOREENAS N 17 O B2
t3. SLE 8, MCTD4#l. SSc2, UCTD 2. APS 14
THoo, BERETIE. MCTD 9. SLE 2. SSc 2 #i,
UCTD3., #OM 1 B Th oz, —K. JI2REHDOR
MEEBET 38.7 £ 14458, FIRBIER390£ 97K T, 8
HEMHEFNEFN 136 =66, 114+ 45 FLWMPETE
R0 s,

VIRER OB L 72, BHETHE, L1/ —HENT0
% &<, BRI EMTIZATS &7, BB 29%. T
12%. U 2 NEEK 6% Lo, KRiT, BB EERD
R bR Ui, BESTI. L1/ —BR88% M
HHEEHIZ 100%ITHEIML 2, £/, FRHEDS, 2k
I 17% M 5 5% ICmB RNz, —H. L1/ —]
RITFEHACTETIE, 47%0 5 29%ITE DA LN,
FiUIRNP HifkOBRMMCICBED LT, L1/ —HRD

WA shizho 4T s, Picentromere
Pk OB A SN Tz, Hicentromere FEILH
BIZL A /—BREESIZEMS, L1/ —BHBOFE
RBAFGAEOHBBEICLA2BEOWREEDEZ Sk, —7H.
SLEICRE#E# L /=B % 59%., U > NEER71%18 EDJE
RIZERIIR SN, —#lET REEERIZIIHE
TRERNEN -T2, £, BEIERRORERI R L6
~17%. FH44ERE 18~ 12% S {EBEEICHERE L 7= (B 1).

PR ARAR T B RAME(L R TIdH Sm Fik 23.5 ~ 35.3%.
FIDNAF KR A7% ~ 70% N—i@EIcGRICHB L2, X
7=, Ficentromere ik, lupus anti coagulant % D
D CEEETIAESEREPIZ6 Al EmRIRD N T,
Hicentromeredifhk® 23%, ANCADH 12%ICHEL., k&
R TSR E AN ERT 2N LN,
ST, SmAK29%. FIDNAFIHKE29% LIE<, £
OHOBECHAOHE BTN X SERTH (R
2).

FULIRNPHUAIELISA) 2 mil THIRT % LHZ2kO

#1 #HU1RNPHEREERICBITSERKRURERBOHER
TE - 2R TECEE BRI ot 53]
- No % No % No %
L1/ —HE 8/ 17 471 5/17 29.4 9/ 17 52.9
E4uv LFDER 4 /17 23.5 o/17 0.0 5717 29.4
WSO EBEL 1717 5.9 3/17 17.6 3/ 17 17.6
ZREAWR 8/ 17 47.1 4 /17 23.5 10/ 17 58.8
AT (il C v N 9/ 17 529 6 /17 353 12/ 17 70.6
b HRIEE 3717 17.6 2/17 11.8 3/717 17.6
FMET 1717 5.9 0/17 0.0 1/ 17 5.9
fis MESE 1/ 17 5.9 2/17 11.8 3/ 17 17.6
Sjégren FEEMREF 17 14 7.1 1713 7.7 1/ 17 5.9
B MR 8/ 17 47.1 6/17 35.3 12 /17 70.6
I/ \ig 4 4/ 17 235 2/17 11.8 4 /17 23.5
BEEEERE LA 6/ 17 353 3/17 17.6 10/ 17 58.8
MDNAFL & 8/ 17 47.1 11 /17 64.7 12 /17 70.6
mSminiE 4 /17 23.5 2/17 11.8 6/ 17 35.3
HSSASLTK 5/ 17 294 8/17 471 1 /17 64.7
SSBin{E 0/ 17 0.0 1/17 5.9 1/ 17 5.9
o1tk 0/ 117 0.0 0/17 0.0 0/ 17 0.0
HScl7 0 & 0/ 17 0.0 0/17 0.0 0/ 17 0.0
fcardiolipiniiit 0/ 117 0.0 2/17 11.8 4/ 17 23.5
Lupus anticoagulant 2/ 17 11.8 4 /17 23.5 4/ 17 23.5
W) A IEERE 2717 11.8 4 /17 23.5 6/ 17 35.3
Hcentromeredifd 0/ 17 0.0 4 /17 23.5 4/ 17 23.5
ANCA 1717 5.9 2/17 11.8 2/ 17 11.8
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#%2 ULRN PHARRIBIER & RMECH & DLt

£ 1

U1 RNPHRlmOHR

PLERUTRNPHLE(index)

3001

2507

2007

1501

100

5y
b

EX - RERAE iR BEtE{LBF  p-value
NO % No %
La1/~IRR 17  100.0 9 529 0.0013
BLEWLFEOER 7 41.2 5 294
SREAMA 10 58.8 10 58.8
VLAY ] 9 52.9 12 70.6
awia:i{): 411 14 4 23.5 3 17.6
ity End 7 41.2 3 17.6
BHET 1 5.9 1T 5.9
b= MLEE 4 23.5 3 17.6
Sjogren FEIZEF 6 35.3 T 5.9 0.089
B m Bk 13 76.5 12 70.6
/[ i 3 17.6 4 235
mEMEBR LR 5 29.4 10 58.8
MDNA AR E 5 29.4 12 70.6 0.039
LE#f2 5 29.4 7 41.2 0.089
MSMin{EEE 5 29.4 6 35.3
SSAI RS 7 41.2 11 64.7
i SSBn REE 4 0 0.0 1 5.9
Ficardiolipinfi {4 0 0.0 4 23.5
Ficentromerefn (KR 1 5.9 4 235
ANCA 1 5.9 2 11.8
il et Fett{b8¥
3007 |
P<0.001
2501
94.7-46.2 2.5-36

2001

150

1004

501
187.5-59.2 1445658
. 0 .
First Last First Last




Pk S, R LBETIZ 047 it &, HB o 187
BIZHREEICBETH o7z, BRRSHRFE B L T
H, BMELEIL 25 B S SIZARDETHALNE
7. BEBAEE TGO FREOEB A SN
foo ZOLEA S, BRI, BRI TN SH
RSB TH . CHAVEEEHEL THWSRES
EZHND, £ HEOZEEBRBIELEROANEL
i, B AR ECHRCET2BENHERS
B BWEEMBE A 5N 5, kBT HFIULRNP
Pkt Bl EHHEL, b1/ —HEOHKb A ONE
Moz,

D. %

AFZ T, $i UIRNP FuRBRECIC ORI R
BOERNEET L0 EME L, BEECHETIELA
7 —REHFEROBD & EBIZHET LM, FERE
BTHL/ —BHEOMEZIEAEALN >,
T/, BEOREERTESLESOmORBREREZET 5
HENEN -0, FRBEFIIMCTD, UCTD
EEFRERNEN ST, Thhbb, HIUIRNPH&R.
LA ) —REEICDETEHOHEFKER & EECHE
BHLTWAIZE, FROHEEEDICHEELERSH
95T EM5, AP NELRIEBERNEICIEER
5%, RENGEHCHATH S I LETRETIb0DEE
Ao,

EHFEOAHNHRL THAEHEZHTHD, £2<EA
BRIz HiSSARASENEHOMD NAGFSF 2 FEICHET
A=, MCTD iZ B L /=5 R 2 3 X THi ULRNP $iff
THATEX ST TRV, XHEMGD, FEPEE
HRECHEOHEENRASN. TS OFKIZEETS &
#ZzohaEikoBEbA NI EMNS, S, T
EOEMaEREEDIC, BENLERDREAL SRS
HEIOGN, LETAHAIENEELEALOSND,
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