B. ®&k - A&

FRR 13 F I SRR R MR 2 @bt O UIRNPH]
KRB M B & icentromere i B HEH 2 MR L . 1
# BNP {E. 4 ANP 83 & U thrombomodulin {i
(TM). von Willebrand H-7(WF), SEVIEFHEHE
(FVIIIAg) & MR IERE Ul L 7=,

5% ANP{E. BNP {3 G et € Bik, TM#EiZEw
if/NRERER, vWF, FVIIIAg lZBEERIREIC THlIE
Uiz, i ZERRAIC. By 75— OBk 2 mir
L., ¥EMBSREHEME (pulmonary arterial
pressure ; PAP) 30mmHg LA F OfEf 2 PH & 220 L
Bl —WOEFAITELAOT—TIRELZBITL
72 PAP30mmHgA £ % 2 U 72 8 (PHEE) & 30mmHg
I/ WEE GEPHED SHELBSALE.
FLUIRNP i B X U ¥Hicentromere HifA 12 ELISA(M
BL#EDEZR W,

C. &%

L ZER (R 1D 1. FLULRNP Bk EE 34
BITRE324, BE2H. FHERIT48.8 + 1235,
NERIZ., MCTD21 #1. SLE4#f. SSchfl, UCTD4 fH .
filcentromere FiiEEBM B IS, 28 FI T2 HLit TR
F#5 53.8 + 10.1 %, SSc-limited type 12 #. SSc—
diffuse tvpe 6 #1. SiS5 #]. F OB R H1ETM
Z4E 2 i, ORI 1 3. 18PERRIRZE 1R, 4
WA B— A1 HITH- . FLULRNP FiikiBHE
3AFHZid, BNPHE 100pe/ml &7 L /= BE & EFH
6 fEF (MCTD 4. SSc-diffuse type 2 ) H&
N, ZOHRD2HOMCTDHIIZ, 473 pg/ml. 2170
pe/mlEFEL <EHWBNPEZRL 2. L by
LY FZAED 1.5meg/dI BA L ORHEAEEFRTH
D, FEEEMIEI<AEATNOBRIZLSZb D E
EZSNDI05E OB RN SN LI,
PLUIRNP SRR 32 0BT PHE S IEPHEE
OIS EPHEHE, 146, EEF#51.3+ 13.2 5%,
JEPHREIZ. 18 #]. FHF#46.0 + 12.2 . [k
Plcentromere ik B 28 4 TIAPH BRI 124, F
H4E#562.9 £ 9.6 /%, IEPHEN 16 6], FIIERS3.9
+ 10.1 REEMITETah o,

1 ULRNP HFIREB 8L B X Ui centromere Fiika#:
BEITNETICDOWTPHOREIZ X SHBEEEIR, 12
BRIRREMOLEZ T /20, SEOHMHEBIIENT
. PHOREIZLZERTED SN, Hi
ULIRNP FikIBHERIC BT 2 MB$EES PHBT

15.4%. EPHHEET12.6% TEII/A <, HIEMEMEE %+
=T HEFNIIE o 7. FERITH centromere Pk
HEHTHL2REPHAZET 3R ONEN -,

1 ULIRNP JUkBA M Tid. PH BED ANP XMt 1T,
43.0 £ 51.0pg/ml TIEPHBEE®D 17.1 £ 6.8pe/ml iz
EAEEDOHEATH - 72, fE LMl - [S TRE
SIS a7, 2RIk, BNP EEE T,
PHE¥T62.3+83.7pg/ml & JEPHBED17.6+12.1pg/
mHZHENEFREZLB ORI o724, B LM%
Eo>THBYVREEHEEZLETSHEMERL . H
centromere HifFRGHEEE 28 %, i U IRNP &M
BEEERRIZ, PAPMET 2 BHiCHIT /A8 [ElRRIZ, ANP
EICH#EOEE R 50T, BNPH Tid. PHEET64.8
+ 82.0pg/mt IEPHBED 41.3 = 53.9pg/ml 12~
mWERNR S,

RO TPHEQCHHD) & IEPHEGAE) £ &b
HTHRAT D&, ANP EHE#EIE, PH BIE34.2 +
38.3pg/ml, JEPH L 20.6 + 10.5pg/ml TH-H 7.
BNP{E Ti3. PHE£Z63.5 = 81.1pe/ml &, JEPH
21.1+143pg/mIZ R EEIZE<0.05)RETH - 7=
(% 2),

& T, ANP{#. BNP{E & [E0F 8% L/ TME, vWF
. FVIIIAg 2 HLULRNPHLEREEE & Hicentromere §
KB O TN TN O PHEE, JEPHEEHZ DWW THEL
28, TMAER, PHEOEEEA38.9 + 64.9U /ml,
2571109 U/ml . IEPHEOEEEA30.7 £31.3
U/ml. 21.8 £ 83 U/ml. vWFid., PHEOFHH
A, 199.3 £ 73.1%, 207.9 = 76.9%. IFPH#OF
{BAT195.0 £ 58.6%, 192.2 + 73.1%. FVIlAgit. PH
BEOEMMEA. 195.3 +42.4%, 204.3 +85.5%. IEPH
FEOFHEMEAT182.5 + 44.0%, 185.1 £ 75.5% TH 0.
INSOMEMIL. —HRICEEBL D bEMERTHE
RGO SNHOD, PHEESFEPHEOWHBERMTE
RSN,

KIZ, HLUIRNP HifeatE BE B LU centromere $1
BB OENZTNOPHBE 1461, 1241, HHHT26
Bl D ZLLT DA E RS, PAPE & BNPi & ORIZ
FSMRIFEOHBI RO, SEx 2T 556
ME - 201 1), 2 3. FHERIER RS o HE % PH
DEMRELER L. T ORIE TPAPE & BNPEO®
WEIBA T 45EHID PAP {8 & BNP %553, CaseA
L RENSKILFERBT BEMCTDFITH - 7=, PAP
A3 ER T, BNPiE 353 pg/ml S REBEZELT
WEABREREE < Iahos. 820 HROAM
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BMEIZ#->TPAP#E 91mmHg @ PH OZEIZTED .,
BNP {13 148 pg/ml & # L < ER L T, BHREF
. OOy Y300 EE, AFO01 RAlCk
L&, BEERE & H12 PAP f 68mmHg,
BNP & 20.3 pg/ml & EHRAMVR 51/, CaseBH
SHEMERIC, PAPME40mmHg, BNP{#E 301 pg/ml
CELLL ERLAEARERICEEERRSAR SN,
CaseC, CaseD TIIPAP{#® BNPE b L8 D7
o e SRR I — R L TEH L /-,

D. X
BERIZEHT S PHIZ, HICMCTDiziZZ D&
HENSRTHD, MHIZSSc, SLERETHEALNS
A, PLUIRNP FUEBIEHI A S N 2 EIZ3MEEORE T
HRLEY, SEL. HEORIZE. EEEHE. &
EHEHEICBIT S BNPE. ANPEOAH A OB
HMEHBMEL, URIZERS OF ULRNP SIARBIEH
B L UH centromere FifEBBAEF 2 HH U - ASEEEF
NENIZ,. BRICPHEEHESI N, Zhid. PHE
MRy 77— BEEEREICLSPAPEOAIZLD
HEZNTHED., LAT—F ML D PAPEOHEEIL
HETWhisWEsd, 4%, I5—TINICTRRI N
HZFITH., REAVKELEDNS,
PHOHEREDREIIBEET 500 & L THRHRERE
EX-N-ORFVBESINTNSEY, FIT, .
i ¢ BNP il , ANP{E I 0 Z P B #H RGP o R AR R
ELTTMIE, vWF. FVIlAg #RIFHZHERLBEE L
2. PH B, JEPHEO™METLRFAITRE SN,
mEMICERIA SN, Lo T. PHREDRE
HWzw, EEEHE. BEIRHERECHT AR
iR s ho . FEIOHMBEIL. WITNLHEBER
WTHO, MBRHEEODARSTREERICE BRI 2
g OMIVBREECHEENEES L TWA ) S HA
=¥ A
T, R4, M BNPE. ANPEIIGREEZLET
HERREREELTE<AVWLeNSEDIZE»7. §
b, Do mEOFEBEOMEANPEOREINIE
A CHD. BIERESMHET 5. Mm% ANP @4 iR A=
FILOEHOBERETH D, MBPANPHEIT. LEBAWD
FEOMM~— - L THEATH S, FAkkic, mi
BNPf# 1. D - DA 2 O HEAEE 255 U TANP#EEL
toEmEBTERIZEMT S, M BNPEOEELE
AR LDETHE &b, LDEAAERBRTS
T—H—EWAR D, PPH Tid. Nagaya 52’ 1Z24L 8.

M4 BNPEI. AHATFROBELLRD, i, 8%
EEFH (& or =150 pg/ml) OFRBEIRRT, 5610
BEOEEELTYH, MEBNPEVSEBDTHRTHS
EMMEENTWS., BEAPHIZ, PPH & 20K
H - WEAEOTEMLTH0, RETIEPPHIZED
TZEBIUBERTTOA TN THS., BER
PH & PPHOBRKBTRES RIS E A PPHT
. BRERAEIRSHE L Th s o fTHEIC L hEENR
iz Z &M%, —F4. BEF T, FHZEH ek
THd. ThRbb. BERBTRPHERBOVRERT
HAHZ LD FOEE. BERE L Tgd,
HL5NIEBERPIZHERT S, PPHTEAFTOA K
FERTENEINTHED, MCTDIZBITAPHD. 5
BEMICEPPHERMLTWS, LAL. MCTD#IZH
3%, A5 04 REEOANMEERIHELH DD £
7=« SLETid. PHIZMEXARDOHEEDHEHH S, T
b RFEEHEAICHTSEEEEEIRTS LTS
#BHAT O REFEORIEII DL TR il
257eWh, INFETHE. PHORBFAIZHNT 3, 250
1 FEORBHEIZEL TRERIHTWARWLY, BR
FITIE, Rk L X500 REgE T L EAO
iz, BEAEFRSRoNTRD., BRIZHAIZST
HATOA1 FEIEESBROBRFAIREDDEEZI LGN
5, LD LSz, LT, R KIER OBEE
MHLENTIHWEVLWHOO, BEFIZHB WO TPHEE
OEHERHZHTIZ L, JDBEEOKEVLDHOD
EEZLNS,

SEOKEH T, mEBNPER. PHETEEON LR
WHON, £, BEDRERBL TEHL ., EEE
HIE, WEEIRNEICOERAEBbN . o T BH
FHEPHIZBW TS, PPH EEHIC. 4% BNP L
FOTR2RELHEBICRBRTHBELL2BDEER
SN, 512, 14 (Case A) DAFEH, BREIR
<, Ry 7/ s—DLREEEREICESZ7) -2
T TR TH - =MCTD @I TiL. ZWrald 4 BNPE
7 353pg/ml EREEEZLTHED. TORIZAME
WMEANEL -, MEBNPHEOHIED, BEHRBEO—B)
Elen s I EERTEMAS b/, mEBNP#EAD
PHOREBICEFEZED I ENIERIITERWN A
DAMEZREICERL. BEREADERIZBNT,
PHEHZBRMRALIZEEL L TEHTH D &%
TTHOEEZ SN, BRFAEBASEAEND
aH, Sk, EFEEET S L TREFPHFA DM
HBNPEAEOFRTEEZ S SICHSMNIT L Z EME
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s,

E. &%

BRBPHIZH W T M BNP{E. ANPM#. TM, vWF,
FWlAg ZRIE LA A Z®RE L7z, PHR T, JEPH
BICH~MEBNPE NAEBICESETH- 72 MO ETF
T, mMBICERR SN, -7, mEBNP# 13, F
DB ZEBAFATE. PHOBRERORR LS4
BEEDIIEHL . BEFPHICBWTMEEBNP A
OREIL. PPH #l &EFEkic, PH &BEOREZHICH
ATHD. £, BESHRHEICIEERIEELED
nr.

% 1. Profile of Selected Patients

X W
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primary pulmonary hyperiension. Circulation 2000 102:
865-70.
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AntiU1RNP antibody group Anticentromere antibody group
No. of cases 34 28
Sex(M/F) 2/32 0/28
Age(yr) 4884123 53.8+10.1
Diagnosis MCTD 21 SSc-fimit. 12
SLE 4 SSc-diffuse 6
SS¢ ' 5 SiS 5
UCTD 4 Others* 3

*Primary biliary cirrhosis 2, autoimmune hepatitis 1, chronic thyroiditis 1, sarcoidosis 1
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%% 2. Plasma BNP and ANP Levels in Selected Cases

No of cases BNP (pg/ml) ANP (pg/ml}

Anti/1RNP antibody group 32

PAP >or= 30mmHg 14 02.3183.7 43.0151.0

PAP < 30mmHg 18 17.6112.1 17.1£6.8
Anticentromere antibody group 28

PAP >or= 30mmHg 12 64.8182.0 25.5+17.2

PAP < 30mmHg 16 41.31£53.9 2454138
All Cases

PAP >or= 30mmHg 26 63.5+81.1* 34.2138.3
PAP < 30mmHg 34 21.11£14.3* 20.61£10.5

(* :P<0.05)

PAP : pulmonary arterial pressure mesured by Doppler echocardiography

Figure 1. Gorslation of PAP and BNP Levels in Patients with PH
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PLASMA BNP AND ANP LEVELS IN PATIENTS WITH PULMONARY
HYPERTENSION COMPLICATED IN CONNECTIVE TISSUE DISEASES

Okada ], Akira I, Toshiya H and Kondo H
Department of Intemal Medicine, Kitasato University School of Medicine

Pulmonary hypertension is one of the most important organ involvements affecting prognosis in connective tissue
diseases such as MCTD, SSc and SLE. Recently, plasma brain natriuretic peptide (BNP) and plasma atrial natriuretic
peptide (ANP) are known to be useful markers of cardiac diseases. Especially, plasma BNP is a useful marker of
right ventricular overload and prognostic indicator in patients with PPH. Therefore, we analyzed plasma BNP level
and plasma ANP level in connective tissue diseases (CTD) with or without PH. Patients with antiU IRNP antibody
positive (34 cases; MCTD 21, SLE 4, SSc 5, UCTD 4) and anticentromere antibody positive (28cases; SSc-limited
12, SSc-diffuse 6, SjS 5, others 5) cases were selected from patients who visited to our clinic. Diagnosis of PH was
based on Doppler echocardiogram to measure the pulmonary artery pressure(>or=30mmHg).

Among these 62 patients, twenty six(26) cases of PH were selected antiU1RNP antibody positive cases(14/34) and
anticentromere antibody positive(12/28)cases. Plasma BNP concentrations were higher in both 26 cases with PH
(63.5£81.1pg/ml) than in non-PH patients groups(21.]1 + 14.3pg/ml). Whereas, plasma ANP concentrations were
slightly elevated in patients with PH than in non-PH patients.

One representative case (case A) with MCTD, showed a high level of plasma BNP (35.3 pg/ml), in spite of normal
level of PAP, before the onset and acute exacerbation of PH. In this case, the level of plasma BNP was so useful as
therapeutic marker. It is suggested that plasma BNP concentration was useful as a marker of early diagnosis and
therapeutic marker of PH complicated in CTDs.
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