PHEOEREREEIZTS &M, A2 -5 AN
DR, BEEEANTEST, F2 11N —ORHE I8
B2l

C.ifRER
1. B HTHE A
SERR L0 AR QBN G 1 KFHEIZ BT 5 2R E
#1588 FIh PH & BT A8 6 T d - 7=, F DM,
MCTD230 4t 16 {5, SSc320447 164, SLE847
Hr 145, PM/DMIS440H 04, OL37Hh2HTH o
fro ZOPHEMEIO D SMPLESEHRO44HIZDNT
SHGAEMAEMAITEM L, FE 124941 8 27 HE
41 Bz EN L 7z 2 FES o 2K TPH Tl
I & FIREATIM L7272, 7% 0 D396 & M &R
& L7,
2. B REMBEDOHE
I9FLCH T L EHMEYBEOBELERZLICRT, @
E1 X704 K&l &PHRELEF#Es & ORFE
80

3]
70
o
—~ 601 o 8
E :
50
= 8
B 40 o
il
o 304 o
20 8
10 T T
L H )
R7Oq FEs
H3 X704 FRAKRSE LPARNEE & ORIk
50
o
40 - )
=)
T
£ 304
B
@20- o © o
H
<< o o
%104 o0 o
[=]
(o}
0 to—o, T T T
[ Ly (] L o LN
d w [~ o [aN]

ZFAS FRAHSE(PSL. mg/R)

BOEMNTETH D, EELE OEHNEROHEYE
ERHE T, BN PHIZ M SN D3 H 0 1E
20 AT 0 REEA64%, FRAEIMGIHERAT10% (2 R X
NTie,

*1 SEEMREILO M

PH £ (f 12505 H1 ¥ 39 i)+

L.CatHi# 16 #(41%)
2.ACE BHE % 7 HH18%)
3.PG A 23 #l(59%)
FOPGIZ 15 (38%)
#£ 1 PGEL 7 Hi(18%)
#iE PGEL 2 H(5.1%)
FHEH 16 #1(41%)
4. A7 04 RAE| 25 #(64%)
5. I I A 4 H(10%)

B2 ZR7F0O4 Fix5 &PAEERE & OFR

50
o
40 o
(=]
I
=
£ 304
P
o
B 20 - 8
Hj (=]
< o
10 e B
8 ]
[=]
o
o ° -
£ L &
ZrFrO4q Fis
X4 REIMEE & PAEMEE & ORHER
50
0
40 - o
=
E
£ 304
i
# 20- 9 °
3
o 0 lo]
0 Q -
KL )
S NFIE



3. AT 0 PEMGH LEET SRR
PRFETRHEAL TS 2/ IMCTDIC31T % PH
BEOFSE2) ITHDMKMRE 2501 KR
OB ER A, THER B LI AR 5O REAl
TNRE 23 FH 201, FEREHITE O Bilh 6 451 & fdi e LT %
WERAIA 5 FUD=0.069), TH nRNPFIfk) 1325
1 REEFERBE 226 146, JEMHEE 13 Hth 45T
HO. DR MEHBICEWERLA S N72(D=0.103),
FDRRAEIZZRBOLD &L SEHTHO. 5
B0 2XAEZTDOBLZ 142E OB 6 B DL
MBHO, AT OA REMAR 5 F b AW, AR 14
ik 24 Tdh o f=.
4. 2701 REMH TS PH EEisE
A7rOq0 FEFROHAMPLHEXLEEESEEHT S
PHEEFEHE & MEt U= PHIGE GER AT A 7101 Rk
R THRICEFE TS o 72 LD LY & pEne (s
439 £ 124 F, FEEHEES6.3 £ 10.2F, p=0.0050)
(K1), BHEATRDPAILDEEPAIENEE LT D L,
INHLATOA REFHBETHEICSH TS /=(F A
#1561 = 13.0mmHg, JEFHTES11 +443mmHBg,
p=0.0388)1 2), A5 011 F#EABERE PAIKK
EELOMIZLHEEOEDHBEAA S (p=0.0006)
(B4 3)
5. S MG EAE R S B 2 PH B e R
KM DOWTHLATO1 RELFBEOHEE
o7, RIFMGEEMINENT 46 & Disho7=h8 H
TEAMHI A B TR RIC I LA BIC PAIE N E
ENSETH - M 25.8 + 16.3mmHg. JEfiH
B 9.05 £ 9.64mmHg. p=0.0213)[¥ 4),

D. &%

BE B §EEE D PH & R O BB ORRIZDONWTY
= METHERT> /R, FOBE. AHEOBEREN
PHTHHEI NS LD EIRESPEEE, fim
AMREEDIZMNIC A T 1A BEDREMH L Db
W5 GEEIEAVE U OIS I N TW,
UTATO4 FEMBHBE PH BIEERAEET PA
EOWEENGMETH D, RRXATO RERESHE L
PARKEE S B ILOMBEAMNS S, E/-GEimH
FIZDWTH, BETE TPAEZHIE L 76 034
EDPBTES 0, FHBEICHERICPAIEOKERE
MEBETH -, B AAITNG DHEEEEO KT
i, PHEOBDIZIMT N THREI N LD Tk

<L EFNTFNORBERO PHUSN OEREE LT
RESh-bOEEHNE, LML PHIZHT 220
DGR EPNRKE A DEFTHMEIN TS,
PHZOHOIZHT 2 REFHEEOERIZI DN TIRS
E DM TIIMEETER L, LALESSHATHH
ATHRBERNGHPHIZHN U CREEESAMHL T
REFLEHROEONZEESATAINE 2 &9 BE
W PH O I IS BIIR O M A5 Eh Th 5
HDRHEHDLI L, BEMSWIEEENABERSH PH
IO U Tl IISRERIAT D I/ & T 2 2 & AHE
IND. F. EOXDIVEFIARIEERITEN TN
DDE, MEL., BEWSOPH OBEREHO—
(LA AT,

E. &5

WE B 535 D Il 5 1t L (PHD) S BERE S5 39 01 0D 3 ek
MEME U/, A7 107 FEEMH B EDIE IR 2
(L4EDIZEE L PHREFBOEBICHEETH /-, £
ZATOA FERSOEE, RAATO1 FESE,
SR G.(4 P OFEIZ TR EFBIRT Ok
EECHEITHEL Th A, BEX D, BEHICSH
T 5 PHIZH U TREFHEOHIMEIRIB I N/,

X

1. BESER. EOEIE. MEENTE. BHiE 8. Koo
AR E I BT DM A ML DS HRAE. e HREE
ALBEN - A5 T HLEBR R I PR S A SR S Bl
AL LOIEIERFFE B A 1999:24-27.

2, FIPNATG . WEH—. BEERS. 3h . REEESHS
HOME AL BB OFEG & . Uw<wF 1991 31:159-
186.

3.EHEEEN. LR, RiL{CE, KBAT. BB A
EMEEC ST 2257040 REOEBIIET 2%, BHER
FEAEUR O AE R IR SRR HEE BE 1 1 4 e
ity 20001 19-22,



A SURVEY ON TREATMENT OF CONNECTIVE TISSUE DISEASES
WITH PULMONARY HYPERTENSION (PH)

Shunji Yoshida", Hirobumi Kondo®, Yoshinari Takasaki®, Masako Hara",
Yoshikata Misaki®, Tsuneyo Mimori®, and Shusaku Fukaya'
Department of Internal Medicine, Fujita Health University School of Medicine"
Department of Internal Medicine, Kitasato University School of Medicing®
Department of Internal Medicine and Rheumnatology, Juntendo University School of Medicine®
Department of Intcrnal Medicine, Institute of Rheurnatology, Tokyo Women s Medical University™
Department of Allergy and Rheumatology, University of Tokyo®
Department of Internal Medicine, Keio University School of Medicine®

To clarify the modality of the treatment of MCTD with PH in this committee, 48 PH patients with connective
tissue diseases were extracted from the survey which the previous Research Committee (headed by Doctor
Takeshi Tojo) had gathered information prospectively on all the patients in their Committee members’
outpatient clinic visited during August and September 1998. The new questionnaire for these PH patients
with connective tissue diseases were sent to this term Committee members in November 1999, collected and
analyzed statistically. The questionnaire from 39 patients were collected so far, 25 were given the steroid
hormone and 4 immunosuppressants. The onset age of PH was younger significantly in patients with sterotd
than those without. Each of the steroid administration, maximum steroid doses, and immunosuppressant
administration was significantly correlated with improvement of the pressure of the pulmonary artery. These
data may suggest the usefulness of the immunotherapy for PH with connective tissue diseases.
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1.Sanchez O, FHlumbert M, Sitborn O, Simonneau G. Treatment
of pulmonary hypertension sceondary to conneclive tissue
diseases. Thorax 199964 273-277.

EFFECT OF CORTICOSTEROID HORMONE ON THE PULMONARY
HYPERTENSION SECONDARY TO CONNECTIVE TISSUE DISEASES

Shunji Yoshida, Masao Katayama, Shusaku Fukaya, Akiei Mizutani, Hitomi Miyama,
Hisaji Oshima, and Katsutaka Torikai

Department of Internal Medicine, Fujita Health University School of Medicine

For the pulmonary hypertension (PH) secondary to connective tissue diseases (CTD), we examined the
usefulness of immunosuppressive therapy, which is frequently used for the treatment of CTD, clinically and
experimentally. Japanese literature is surveyed for the last five years on primary and CTD associated PH by
Japana Centra Revuo Medicina . Fifty-nine cases were found to have immunosuppressive therapy . Of these,
steroid therapy was found to be effective in 32 patients out of 52, and immunosuppressant therapy in 6 out of 9.
Similar reports were found abroad, but it is difficult to evaluate their effectiveness because of many biases and
the frequent use of oral vasodilator therapy.

The effect of corticosteroid administration on the monocrotaline induced PH with rats were studied.
Monoclotaline induced increase of right ventricular hypertrophy tended to be inhibited in the rats with steroid
compared with those without on the fifth week. On the second week, monocrotaline induced increase of the
ratio of medial layer to the total vascular bed tended to be decreased in the rats with steroid. These results
confirmed that some reported an improvement in patients with PH secondary to CTD following
immunosuppressive therapy, and suggested the inhibitory effects on the PH experimentally.
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PULMONARY HYPERTENSION WITH ANTI-UIRNP ANTIBODY AND
THERAPEUTIC RESPONSES

Jun Okada, Keiko Koredo and Hirobumi Kondo
Department of Internal Medicine, Kitasato University School of Medicine

Pulmonary hypertensions (PH) in MCTD appear to be important with respect to poor prognosis. The
difference of PH between MCTD and other connective tissue diseases has not been well described. In this
study, we have analyzed clinical characteristics and responses to various treatments in PH patients with anti-
UIRNP antibody and without anti-U1RNP antibody.

Patients with PH who visited to our clinic, were studied. Diagnosis of PH was based on the criteria proposed
by Research Committee of MCTD of the Japanese Ministry of Health and Welfare. We performed Doppler
echocardiogram and Swan-Ganz catheter to measure pulmonary artery pressure (PAP). Patients have been
examined for drug responses on PAP. When patients have high immunological activity, corticosteroids therapy
were administrated.

Fifty four cases of PH were studied. The diagnosis of CTD was MCTD 12 cases, SLE 7, SSc¢ 20, RA 3,88
2, Raynaud discase 4, APS 2, Still disease 1, and UCTD 2. Among these paticnts, definite PH was 42 cases and
probable PH was 8 cases. Twenty-eight (64%) cases were positive for anti-UIRNP antibody. Observation
period (5.746.7 years.) afier diagnosis of PH in RNP group was longer than that (3.7+3.1) in RNP negative
group. Some patients who showed slow progressive course or good response to corticosteroid therapy were
found in RNP group.

It is suggested that the patients with anti-U1RNP antibody have good responses to therapies. The development
of proper therapeutic protocol should be evaluated.
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Materials in the study
Number | Male/Female |Age (AV+-SD) |Anth-RNP (%)
MCTD 28 127 41.29+/-8.55 100.00
MCTD+PH g L] 46.L1+/-16.21 100.00
RA 30 426 59.0+/10.70 333
SLE 8 o8 36.38+/-10.50 12.50
Others 5 045 35.40+-10.88 £0.00
Normal b+ } 171t 43.60+/-14.58 0.60
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DETECTION OF ANTI-CHLAMYDIA PNEUMONIAE ANTIBODY IN THE
SERUM DERIVED FROM MIXED CONNECTIVE TISSUE DISEASE (MCTD)
PATIENTS

Hidero Kitasato', Hirobumi Kondo?, Jun Okada®

Department of Microbiology, Kitasato University School of Medicine'
Department of Internal Medicine, Kitasato University School of Medicine?

To evaluate in relation to Chlamydia pneumonae infection and MCTD, especially accompanied with pulmonary
hypertension (PH), we have examined serum derived from 28 cases of MCTD including MCTD with PH, 30 cases
of rheumatoid arthritis (RA), 8 cases of systemic lupus erythematosus (SLE), 5 cases of other collagen diseases
and 28 cases of normal control, using Hitazaime ELISA test (Hitachi Kasei, Japan). Results indicated that 1gG type
of anti-Chlamydia pneumoniae antibody in MCTD was significantly higher in comparison with RA, SLE, other
collagen diseases, and normal control (p<0.05). In addition, IgA type of anti-Chlamydia pneumoniae antibody in
MCTD was also significantly higher than those of other collagen disease and normal control (p<0.05), but not
significantly higher than those of RA and SLE. No significantly difference was found for IgG and IgA types of
anti-Chlamydia pneumoniae antibody between MCTD with and without PH. More studies will be necessary to
indicate Chlamydia pneumonae infection as risk factor in MCTD.
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FB: #4352

I . ET-1 production of endothelial cells and fibroblasts. Cells were cultured in 24- well
culture plates supplemented by serum-free media. After 24 h, culture media were
harvested and the levels of ET-1  were measured using an ELISA kit.

HPAEC: human endothelial cells derived {rom pulmonary artery
HUVEC: human endothelial cells derived from umbilial vein
FB: human skin fibroblasts
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% 2. Effects of cytokines and growth factors on ET-1 production by endothelial cells.
Pulmonary artery-derived endothelial cells were cultured in 24-well culture
plates with several kinds of cytokines or growth factors, The levels of ET-1
in the supernatants cultured for various times were measured by an ELISA Kit.
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STUDIES ON VASOACTIVE FACTORS INVOLVED IN PH
ACCOMPANIED WITH MCTD

Masako Hara, Yasushi Kawaguchi, and Kae Takagi
Institute of Rheumatology, Tokyo Women’s Medical University

To clarify the immunopathogenesis of pulmonary hypertension (PH) complicated with MCTD, we studied the
effect of cytokines and growth factors on endothelin (ET)-1 and nitric oxide (NO) production in human endothelial
cells derived from pulmonary artery (HPAEC). ET-1 is a strong vasoconstrictor and growth factor of endothelial
cells, fibroblasts, and endothelial smooth muscle cells. [t was reported that ET-1 was elevated in plasma of the
patients with PH with MCTD. In contrast, NO was a strong vasodilator and was induced by the autocine effect
of ET-1. Recently, it was revealed that NO production was not argued in serum of the patients with PH. In this
study, we found that IL-1 @ , IL-18 and TGF- S increased the production of ET-1 significantly in the dose-
dependent manner and that NO production was induced by IL-1 « alone in HPAEC.

ET-1 was overexpressed in HPAEC by the addition of IL-1 «¢, [L.-18 and TGF- 3 which were produced from
activated mononuclear celis, suggesting that several cytokines and growth factor might be involved in the
immunopathogenesis of PH through the production of ET-1.
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I. Class 1) OFH% in vitro DR THETL 7+,

B. &R 7GE

1. HLUL-RNP HiiEBE B F &) S, Protein G 715
LIZE D IgG Rl &R Uz, & U T, H#fidsDNA B
(KRR PE RS S AMED S 6. MR IeG /il &5,
2. PUUT-RNPHAGE B HE ME O l2G o, X512,
BWHRUL-RNPR2AH LT 74251 —HILEHN
T, HAMSFIUL-RNPIAZRBRTAEEBIZ, A5 A
DF 0T ETH ST UL-RNP HiikiRE 126 %157,
3. ZOEDITLTHAIEG ., H-KIRNPHEKE R
BAIRIZ IR m L, #ifa L D3 5 F 5 K UMHC /31 0
&, Cell-ELISA T{F 2z, IV Ty MT e - F= 1A K e
IOV FUML-L ol TeG o, MR ETHASZEML
CO V20 -J-T 200 R L=, 7L — R ZWO WL,
.7 Uy d O, KA ELT, v AE/ 20

F—IUHE, ZRPUAE LT, A F o8 —HES
i A lgGhAERIGE ., %IZEH O ELISA D
HiETHRIEL -

C.lRGER

L. FRER : NEMROES T TBEUOMHC 47
DEBRELI2EF 2 ML-1 a2 TERELE.
ICAM-1, ELAM-1, Class I, Class I O3B & ¢, i
FERAFAIZIEmML 7= (1),

2. MEHIA~D IgG 7 EEMme ICAM-1, ELAM-
1. Class I, Class THEBIZWT28E : ){ UL-RNP
FRREE I2G 23 Fi, HidsDNA ikl IgG 4@ D iR
MBIZHKEL T, ICAM-1, ELAM-1. Class 1 ® £
AR S, O L AOUZEE A leG ORIz g
BIZRMETH o7, —H., IgGiM TClass IO I
W A 2R amo s (J2),

3 REEIFI UL-RNP HifRiZ X 2 8% 0T B I UMHC
AT HBITHT 288 1gG /rE ORI TR Ko
ZEDTOMHC 3T ORBEIBRD SN0 T, KR



