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FENEL B U7 FERAREY D TFBREY LIV
F—HNE, ARRERTFEMEHBREBY O~F7 1L
W¥—NEL, TERZPEFHRHE _ANERE, EEE
BLREWEL LB RPEFE# AR HLA DR/ DQ D&
RIIBF-TE, BEFEDOORBEXEICTIERT2
ZErELR,

C. AR&ER

114 FOBERDSH O, FAEZHSEINEN=DE 104
5], HLAZ OB A DA IRH W= & DX 805 )
THolzo 100 FIHSERKER DRI D OJEETH -
f=o FOEHRER1LIZRLEZ. MCTD 39/, SLE 25
., UCTD 14 4, SSc 7 f#l. Sjdgren JEEHEE T, RAT
FOMIUFITH > iz PIRBIFOERIZ40.7 2 15.95KT
BHEDAFE EN T2 FEABREMMIZHIU IRNPH
ABIRFI(60)T 1.09 + 0.9 4E, FTFHE@0YHITIE1.13
+ 0.84 £, WEBlIcZEADshRP o=,
Wiz, HIRTZ2HOHURICL b, BmEEY. BiFs
40 B¥ (IDNA A, #1Sm ik, Hitopoisomerase
IFED TP D) IChiF TR Lz, LA /—
WG, HHMIETT76.7% LIEHMBET2 5% & BB AR
otz —F., B, U EEX, B
HEHTERZN67.5%. 45.0, 42.5 & BHET D 46.7
% 16.7. 18.6 ILHAFERICIE P o, L L, HE

ERLUTHROALF—3 0 POERICEAEBZ IR
Do fze MEIMEREISHERE10% & BHBIC DD
L of. — A RERBTIE. & 2/ RIAHFHT
20%., BHBEED1.7%ICBREEICE {., FIDNAFE
82.5%. HiSm #ifE52.5%, M SSATUKSTS% L EE
ZAashiz (K1) /2, Vo2 M RETOHERDY
BEEFIZ57.5%., ERifAME S 45.0% & BMELIZ L~
HEICEZDh o1,

W, HLADREDH#E T LTV 580 THLA-DR,
HLA-DQ DHEEICOWTHRIF L, SRldEE L
T, H12[WEBHLAT7—7 Y ay 7OHAADHLA
DEEEE AW HLATE, (HEFNCIEEE AL,
DRB1*0401/4/5. BLUDQB1*0401/ 2 BERIZD
<. DQBI*0301-3 IHEFHTELPEETH -
(#£4): DRB1*0405-DQB1*0401 N7 A 7H18
FlAH s, ZORESLE £ bidSSc BEmERE % < H
L. #iSSBHfRlIHIzcA L NGl o,

D. %

LU IRNP HKBHERI O SR 70 X7 5 1 5%
BHIAE S KETIFEH R BREED 114D
Uiz o KEROHE TI, BERBEE D F A T £/ 1007
FICHRE L.

HREDERARIEIR OREIT T, H1ULIRNP fRESME
MHlL, MCTD OEBELEIC B U HKERZ2E T
LZEERMRATER. APIRTIE, HBELT, #
U IRNPHUAIE B M 3 20 B iU IRNPHIUELAAIZ L
DNATK, FiSm #i{k, FiTopoisomerase 1H1{4%5 %
BT 2ER L Ui-h, BMENI L UERBDS PP D0k
o, MBOBEKMAER T, HEEE TIEEICE
ideh o= h, SLE (ZBE U =R ERRIC S o
fro S HEHRIIANEERDIF LA EH, FIDNA
FUAE M S FUADBIETH o 220 eELHH
%o L L. SREZAEBEENE IR, BrAeBEEAEA 12 B8 L Tid
MR CEDS R o2 Lid, LU LIRNP HiFEOD HIEH,
MCTD OB L 7= IREMRE 27 2AlaetEBH 202
& hERE N,

SRR BT 2RO ERICE L TIE, B
BEREASTMEL DO TFH 1 ETH D BIFR T A
SERRH L EREROHREERD =S OE 2, o,
LAL. BIBRERATOAN FEEHEHL-EHSHTIE,
SLE BEEEIN D, BHRBEEENDHEEZRD .

BEDBETRIFCELT, BEEHmE, BEE
BHs, BEA LV 74—L R N EREDRSIC



Hinl, JOEBIESWEERAICTEELSORE
LD, BEOEMNBLNMEREIIDEDL LI U .

HLADFEN D37 b /=80 B DRI T, SHERETIZ
R AICEE L. DRB1%*0401/4/5, BLU
DQB1*0401/ 2 B ERIT/PIx <, DQBL1*0301-3 (I}
BHTOOERTH -2, ShE. @FEMTHLADHR
BREERDEBDE 2P 5. —F. DRBI*0405-
DQB1*040t N7 & 4 718 HlH S, ZOEIE
SLE & DI SSc BAgFER %% < A L. FiSSBIAiZ ¥

ZAshElP-k. ThSOHLADEEL, kol
Hrer ARKREIED SN T, SEIE. HREOM
AOERE UTHEAELTIT FETH o
E. ¥R

FEED MCTD B L THI U 1IRNP HFUABRMER DEGIR G
B L TWeE=h, HETIHEDEHETIE, SLELL
ADFERTIEE Lo /-0 & SITHTA EFE L2 ED.
PLUIRNP HiROBRRIBERBEH S 2T 5,

®1 HUIRNPHEGEHEAIOE 2 ET

UTRNP {4 B 3d (5| H7EEE
FE5IEY 60 40
ER S HARA (LF) 1.2 + 0.89 1.13 = 0.84
REZ
MCTD 18 30.0 21 525
SLE 13 21.7 12 30
UCTD 12 20.0 2 5
SSc 6 10.0 1 25
RA 5 83 2 5
Sjogren Syndrome 5 8.3 2 5
Overlap Syndrome 1 1.7 0 0
%2 HUIANPhtE & BEREER
Enr FUIRNPH fkBish @) PETEHI P-value
60 40
No % No %,
L4/ -8R 46 76.7 29 72.5 N.S.
EBARVULFEOEE 38 63.3 25 62.5 N.S.
LR BmK 28 46.7 27 67.5 0.04
FIVIAY: ] ] 10 16.7 18 45.0 0.004
i Jecrg 1B 11 18.3 17 42.5 0.015
FRIZER L = BRE{L 25 417 19 475 N.S.
MG ER D B AL .6 10.0 4 10.0 N.S.
FEARMESE 1 18.3 12 300 N.S.
BEEH{ET 14 23.3 9 22.5 N.S.
BHET 9 15.0 8 20.0 N.S.
BEURELR 10 16.7 9 22.5 N.S.
B M EAE 2 3.3 4 10.0 N.S.
SjogrenfEkE 17 28.3 12 30.0 N.S.




F3 HUIRNPH{E L R ERLE

BERK NRNPiR &R H BT P-value
N=60 N=40
No % No Yo

REARMY 1 1.7 8 20.0 0.005
B kgL 22 36.7 23 57.5 0.04
mhRAHED 0 0.0 3 7.5 N.S.
MDNAHLE 0 0.0 33 82.5 0.0001
nSmintk 0 0.0 21 52.5 0.001
MSSA & 15 25.0 23 57.5 0.001
SSBi{k 4 6.7 7 17.5 N.S.
i Topo-Hatk 0 0.0 2 5.0 N.S.
fiJoliidk 0 0.0 0 0.0 N.S.
FOfOinkintk 10 16.7 8 20.0 N.S.
YoeFEF 19 31.7 23 57.5 0.01
B M 4 6.7 18 45.0 <(.0001

#F4. IMUTRNPindk & HLA

HLA allele @A HIhRtER PHEERE P-value

DRB1 N=307 N=50 N=30

0101-2 5.1% 7.0% 10.0%

0201 0.0 1.0 0

0401/4/5 22.6* 23.0 15** 0.02

0501 0.0 1.0 0.0

0601 0.0 1.0 0.0

0701 0.5 1.0 0.0

0801-5 12.3 13.0 10.0

0901 14.9 15.0 16.7

1001 0.5 0.0 1.7

11014 2.6 0.0 3.3

1201-2 5.1 1.0 1.7

1301-6 8.2 4.0 0.0

1401/4/5 8.2 7.0 10

1501-4 19.0 19.0 18.3

DQB1

o201 1.3 1.0 0.0

0301-3 29.0 26~ 36.7* 0.054

0401-2 15.6** 18.0 Shid 0.05

0501-4 10.7 13.0 13.3

0601-5 322 26.0 23.3

* 12th International Histocompatibility Workshop.
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NATURAL COURSE OF PATIENTS WITH ANTI-U1RNP ANTIBODY -
LONGITUDINAL CLINICAL AND SEROLOGIC FINDINGS

Okada } and Kondo H
Department of Intemal Medicine, Kitasato University School of Medicine

Disease associated with antiU1RNP antibody were not well defined. To clarify the clinical entity of MCTD, we
planned a multicenter prospective clinical study in patients with antiU1RNP antibody.

The study included consecutive patients referred to centers for evaluation of connective tissue diseases between
January 1, 1999, and March 31, 2001.

At the time of the follow-up evaluation, clinical data will be obtained. The patients again will undergo physical
examinations. In addition, the questionaries will be administered to all the center to obtain the clinical and laboraory
data about the patients.

Method. All patients with antiUTRNP antibody were entered to this study except cases which have history of
corticosteroid treatment. The patients having disease specific antinuclear antibodies such as anti DNA antibody,
antiSm antibody and anti-topoisomerase I antibody will be entry to the control groupl. We evaluate ntinuclear
antibody prifiles using immunoprecification methods at time of start and end of this study. HLA-DR and HLA-DQ
loci. will be examed by PCR methods.

Results: One hndred fourteen cases were entired this study and 100 cases were used for the analysis. Diagnosis of

those cases were MCTD(39 cases), SLE (25), SSc(7), Sjogren syndrome(7), RA (7), UCTD(12), and others (1).
The numbers of cases with antiU1RNP antibody alone was 60, and 40 others (co-exisiting group) were cases with
disease specific antinuclear antibody.
There were no significant difference of clinical findings of SSc and myositis component betwee antiU IRNP antibody
alone group and co-exisiting group, which are showing more SLE componets because this group had anti DNA
antibody or antiSm antibody. During observation period we could not find development of new symptoms. In HLA
analysis of 80 cases, frequncy of DQB1*0401/2 was significanty low in co-exisiting group compared with normal
healty control.

In this prospective study, it is suggested that there is no significant difference of clincal symptoms of MCTD
between two groups. We need to complete this study to clear the entity of MCTD.
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W EIE T 52 BN &l LT,

BEBTRRE 55.7%, RE 48.7%.

Sharp I35 REE 20.8%, EEE 17.0%. Alarcon-Segovia i3, B8 52.4%.

BE 58.9% Th- i,
Kz,
L EFRICETSHERICD

OB, HFEFRNT0% S HMB 11.7% ICERERICERTH - Iz,

FLUIRNP HiRBINE: & foFil DNA Hifk.
WT, B2EEREEERH L. SLEOSHEE

W Smafk, HiScl-70 Hiik

£S5

& / KA PM/DM), SSc O EEETIIR# & b IZEFRE T, £lA
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[#53m] MCTD LW 28I —EET. 3SHERAOBHERLERETRA S
T, MCTD OZKEEOBRANVBLEELEZ ST,

A. BM

FIUIRNPHifFIZ. MCTD i3 Sharpiz &k Vgl Eh
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BEIEENTHneY, SE, KiEFOH UIRNP Hifk
EPEf A sEES I L., Z0BEEMRELT, 2
BEEDZ YN EREF L, BUDACKRERRBIZFE
B HND OB EEORKRERZ BN MCTD
ZWEEEHETHREL -,

B. &R - Hik
199941 H £ D 2001 43 R ORI/ 14 Kidk & 2
L. HUUIRNPHIEB S & Mt L. T OBKRF RS &

UREHSESREIIBEITL 2. SEROEBEDZHIC
HOWT, MCTD @R 44, Sharp. Alarcon-Segovia
D# MCTD Bl EECY LD -BERITLZ, X, b
UIRNP Hifk B &, SLE < SSc 28 RN
HEOHERAMIZOVTH, MCTD O&Z M EE,
SLE,SSc,PM O MR M. OB L THRE L /2.

C.&%

bk E N AEFTRENT PTREZR 100 5T ULRNP fifk
Pt 2 SRITRREE L 72 ERERIEICL 5@,
MCTD 394, SLE 258, SSc 7#. UCTD 144, i = —
TV AEERE TH, 1BAERIEN ) < F TH]. SLE & SSc
DoverlapM 1 FATH -7z, EBESRMCTD LHEZE
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L.
BE4AAEMCTD MR T3 46 #l. Sharp O MCTD 2
LT3 334, Alarcon-Segovia ) MCTD 2 f &
HETEAS2HANBEEREZL TWe, BELEIIERE
55.7%. B 48.7%. Sharp {34 BE 20.8%. ik
17.0%. Alarcon-Segoviald. % EE 52.4%, &
58.9% TH -7z,
KK‘HUU%Wﬁwiﬂﬁt\@@ﬁDNAﬁW.ﬁ
SmEifk, PiScl-70 FiikFEZ2FRFICE T 5 HEFI
NWT, & %E%ﬁ%ﬁﬁdbf@ﬂ)&ﬂ@ﬁﬁ%
HEORGHR, HEFIN70% S BB 7% IZHREE
WCEHBTH-o . IR, HETL5HKEL T, SLED
SEERIIEAINTWL AH DNAKE. BSmiEo
BHICEDBDEEZLSNS. UL ERUEGBLA/ K
JEHR(PM/DM), SSc DAHBERAETIImE S TR
T, EBidlahoe, TR, FIUIRNPHEASEET
5’&ﬂ SSc® PM/DM DIERZHL 2T INWT &%
BT 5. MCTD OZMEEOKE TS, fiEHON
m Ub%ﬁﬁﬁ%&i%« FIUIRNPHIGRDEET D T
E BHNHD., [HETIHEOHERIZ. MCTD @
B ROBERER TIIEMN W I ERERI N,
. FMHiZ Sharp OBREOBERIZH - THE. #Hi
UIRNPHUAOHUAEMFE S, JIUIRNPHIEL B
OBEFF 1 EEBRES LU THRAL .

D. %

FRIEFDHLULRNP PiikEMES E W RIC. BEA.
Sharp. Alarcon-Segovia @& MCTD 25 ¥ E 4 D R &
Z1T o7z, EMCTD DB IR DO ME DS ¥ &
#EL, BEE, Sharp. Alarcon-Segovia D2k

HEIIFEFOWEEORE RN S B AL T E
B L7z, SEIOMRITETH UIRNP FiEFTH S
o), BRRICE, FEMCRSEEFM TSI &0
Hdiznd, ZEEHETEOEREOEMIIAIgE L Z
ALz, TRENOBKARII SR ZEAI
46 4. 2441, 52BTH 7=, Sharp W%ﬁﬁ%ﬂ
EEFEITMOWESEE L o2, ZHUd. Sharp 2Rk
T, B, MKRZE. Ravnaud W&, FEOEL,
HUIRNPHIAD S DOHED S S AFHE#HLL T
WIRWEHEEZMIIES RV, ZO35, Bk &R
EDEL SMOEAMNNE /RS2 DBERIML N &
BNl £ ZHAETHSMAAERLS &7 T
B, ZO2RD-DEFIEPEREI NS BN,
TR L B4 EAlarcon-SegoviaZs W L BE T,
RKFRBIUBET - L 0BMMRETHOZD
28, EFENE<Z-oTnSEBbNb, BEER
W E Y T Sm Fifk. HiDNAHIE, H1Scl-70 Hifk.
flo-1H&HidH 2B EICITEERIZFHET 2 & WO R
HHD. FENZINS OREBEESRA S Uih-
Jzo HiSmPE, FILDNAPIE, B Scl-70 itk %857
RWHIUIRNP Hitk BB EBEFII60 I TH - 7=,
RiZ. PLUIRNPHIAR BBV & . BSR4 &1 50T,
SWTHREDRIEZ1T-> /-, BMBTIZ. SLE 0h &R
MR- TEMANRE RIS Mo, ZHUT. BEERNC
IDNAFIUE. FISmbifknEh - BB LEZ ON S,
—4.SSc, PMOZMBEETIIWMEIC ST Ao &
D &id. SLEZHEET HARBIETE. SSc, PM
DIERICEBLIZWI EWRE I, F/-, B
T, ZO>5BE4AEZKBEETII23F. Sharp2
HIMETIL 154, Alarcon-Segovia Z W% TIL 30 #]

#&1. HUIRNPHGk & BEEEDO SR

ZHEE

B (60) HTFBE(40) p-value

% No % No
SLES SRR 11.7  (7) 70.0 (28) 0.001
SScERENRRTE 23.3 (14 27.5 (1) n.s.
PME4 X2 HEE 6.7 (4) 7.5 (3) n.s.
EEREHEE 38.3 (23) 57.5 (23) n.s.
SharpE2hnE % 25.0 (15 425" (17) n.s.
ASERERRE 51.7 (31) 55.0 (22) n.s.

AS: Alarcon-Segovia

THDNABLEE, HSMIAORNBEIIEGET
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ANALYSIS OF THREE SETS OF CRITERIA FOR MIXED CONNECTIVE
TISSUE DISEASE

Okada J, Hamana T, Ishikawa A and Kondo H
Dept. of Internal Medicine, Kitasato University School of Medicine

Objects: We will clarify the usefulness of three different sets of criteria for mixed connective tissue disease (MCTD)
using patients with antiU1RNPantibody who were selected in MCTD multi-center study.

Methods: Patients with antiU1RNP antibody were collected in the MCTD multi-center study performed in this
MCTD research committee was used for this study. We analyzed the specificity and sensitivity of three different
criteria for MCTD in 100 patients.

Results: Included were 39 patients with MCTD, 25 with SLE, 14 with UCTD, 7 with SSc and others. The sensitivity
of three sets of critenia was 48.7%, 17.0%, 58.9%( Japanese, Sharp, and Alarcon-Segovia respectively), and the
specificity was 55.7%, 20.8%, 52.4%.

Next, we compared the cntena for SLE, SSc¢, and PM/DM in the two groups between the anti-UIRNP antibody
alone group (alone group) and the antiU1RNP antibody with other disease specific ANAs like antiDNA antibody
group (associated group). SLE critena fulfilled 70% in associated group but only 11.7% in alone group. However,
other criteria for SSc and PM/DM were satisfied in same ratio between two groups.

Conclusion: Three sets of th clinical criteria for MCTD showed difference sensitivity.

It is suggested that the new criteria for MCTD should be developed and evaluated.
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