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MULTICENTER PROSPECTIVE STUDY OF CASES WITH ANTI-U1RNP
' ANTIBODY '
- Re-evaluation of MCTD Criteria -

QOkada JV, Kondo HY, Sato T?, and Okano TV

Department of Internal Medicine, Kitasato University School of Medicine", Department of Preventive Medicine and Public Health,
Kitasato University School of Medicine®
Clinical Immunology, Kitasato University School of Allied Health Sciences®
1-15-1, Kitasato, Sagamihara 228-8555 JAPAN

To clarify the clinical entity of MCTD, we conducted a multi-center prospective clinical study in patients with anti-
UIRNP antibody. We re-examined the criteria of MCTD utilizing the patients who were enrolled in this study.
The study included consecutive patients referred to the centers for evaluation of connective tissue diseases between
January 1999 and December 2003. We intended to evaluate anti-nuclear antibody profiles using immuno precipitation
method (IPP), double immuno diffusion method (DID), RIA and ELISA at time of start in this study.

One hundred forty two cases were used in this report. Anti-Sm antibody was examined using IPP, DID and ELISA.
When the result of IPP is the golden standard, ELISA showed high false positive results (15%), and DID showed
low sensitivity. In anti-DNA antibody, the positive result in each laboratory did not match the data by RIA method.
RIA data showed 76% positive in the positive result by each laboratory. On the other hand, in the negative group,
the titer of RIA more than 6 units was found 12 % positive and the titer of that > 30 unit was found 0%. Cut off point
of RIA anti-DNA antibody was supposed to be 30 units.

The criteria of MCTD were re-evaluated. Pulmonary hypertension is the most important symptom-affecting prognosis
of MCTD. We are planning to change “common symptoms” to “core symptoms” which are including Reynard’s
phenomenon, swollen hands and pulmonary hypertension.
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# 1 .MCTD & HLA-DRBI1 #2. MCTD & HLA-DQB1
Japanese Control Disease Japanese Control Disease

HLA DRB1 ALL MCTD non MCTD HLA DQB1 ALL MCTD non MCTD

118 162 95 67 118 162 g5 67
*0101 13.6 19.8 23.5 14.1 010 ) 0.6 0.0 1.6
*0401 5.1 8.6 8.2 9.4 *0201 4] 0.6 0.0 1.6
*0403 6.8 5.6 4.1 7.8 *0202 1.69 0.0 0.0 0.0
*0404 0.0 0.6 0.0 1.6 *0301 17.8 16.7 14.3 20.3
*0405 19.5 22.8 20.4 26.6 *0302 17.8 14.8 14.3 15.6
0408 76 6.2 6.1 6.3 *03032 32.2 35.8 37.8 32.8
*0407 0.0 0.0 0.0 0.0 *3401 19.5 23.5 21.4 26.6
+*0410 59 1.9 1.0 3.9 *Q402 14.4 4.3 3.1 6.3
*Q701 1.7 0.6 0.0 1.6 *0501 16.1 19.8 23.5 14.1
*Q802 11.0 8.6 8.2 9.4 *0502 8.47 3.7 4.1 i
*0803 1 1 .0 1 3‘0 6.1 23‘4 *05031 6-75 3.7 2.0 6.3
0901 29.7 34.6 34.7 34.4 *0601 223 27.8 22.4 359
*1001 25 1.2 1.0 1.6 *0602 20,34 19.8 21.4 17.2
1101 5.1 2.5 2.0 3.1 *0603 0.85 2.5 3.1 1.6
1201 5.9 3.7 4.1 3.1 *Q604 9.32 49 7.1 1.6
1202 25 0.6 1.0 0.0 *0609 0.85 1.2 1.0 1.6
*1301 0.9 25 3. 1.6 * P <0.05
*1302 10.2 6.2 8.2 31
*1401 5.1 6.2 51 7.8
*1403 1.7 31 31 31
*1405 59 2.5 2.0 31
*1406 1.7 0.6 0.0 1.6
*1407 0.0 0.6 0.0 1.6
*1501 21.2 22.8 25.5 18.8
*1502 11.9 t4.2 15.3 12.5
*1602 5.1 1.2 2.0 0.0
%3. HLA U & MCTD 3 & UHMZE R & ORI
HLA Alleles Disease Control P Pc Relative Odds 95% Confidence

N=118 Risk
No % %

DRB1*0101 All 162 19.8 13.6 0.174 0.993 1.190 1.569 .0.816 3.017
DRB1*0101 MCTD 98 23.5 13.6 0.059 0.797 1.392 1.955 0.967 3.954
DRB1*0405 RNP<50 18 44.4 19.5 0.019 0.388 2.710 3.304 173 9.305
DQB1*0402 All 162 4.3 14.4 0.003 0.048 0.482 0.268 0.107 0.670
DQB1*0402 MCTD ag 3.1 14.4 0.004 0.069 0.309 0.188 0.053 0.661
DQB1*0402 RNP>50 109 1.8 14.4 0.001 0.016 0.205 0.1 0.025 0.493

Pc: P corrected
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MULTICENTER PROSPECTIVE STUDY OF CASES WITH ANTI-UIRNP
ANTIBODY
- Association with HLA and clinical manifestations of disease-

Okada J¥, Kondo HY, Okubo M2, and Okano T

Department of Internal Medicine, Kitasato University School of Medicine", Transfusion Medicine & Cell Therapy, Saitama Medical
School?, Clinical Immunolagy, Kitasato University School of Allied Health Sciences®

Disease associated with anti-U1RNP antibody is the main autoantibody in MCTD. To clarify the clinical entity of
MCTD, we conducted a multi-center prospective clinical study in patients with anti-U1RNP antibody. We examined
the association with HLA and clinical manifestations of MCTD utilizing the patients who were enrolled in this
study.

The study included consecutive patients referred to the centers for evaluation of connective tissue diseases between
January 1999 and December 2003. We evaluated anti-nuclear antibody profiles using immuno precipitation
method(IIP), double immuno diffusion method(DID), RIA and ELISA at time of start in this study. HLADRB1 and
HLA DQBI alleles were determined by DNA typing. Anti-nuclear antibody negative individuals was used as normal
control in Saitama University.

One hundred sixty two cases were used in this report. Patients with anti-UIRNP antibody were divided to two
group as MCTD{(95) and non MCTD(67). DRB1*0101 was increased in MCTD group but the difference was no
significant. DRB1*0405 was increased in 44% patients with low titer of anti-U]1RNP antibody (ELISA < 50 unit).
DQB1*0402 was significantly low frequency in patients with anti-UIRNP antibody and MCTD group.
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