number of fibrotic lesion

Intramyocardial fibrosis
in a SLE patient. From top to bottom,
an irregular lesion is present with
loss of myocardial cells and slight
increase of collagen. Masson tri-

chrome stain, x.11
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Figure 3. Correlation of anti-

phospholipid antibody and vascular
changes with intramyocardial fib-
rosis in SLE patients. Left and Right
columns: SLE cases
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Figure 4. Thrombosis in an intra-
myocardial arteriole. Vascular wall
HE stain,

shows no serious change.
x. 120

3. LM E DML, mER: SLE OEH 23 FiFo 6 FIILHANLE TR
W BT (figure 4), MRFELTCWAMEECIINERZEFORERIRDON
Rolz, 655 4 FITILLHNEREEIRD b, 2 FlTIKEED b zd
o= (figure 3 &), =7 L, FIFTHMRIIEHTL2HERABREON-DITHL, #
FD 2 EFTIHENT 1-2 r FIOMBARICMRSBDO bNEOHTH -7, —7F,

B B2 EERMERT 2 FlITBWTRD b, (DHMNEE L LFHA O LR O
BRI, EEMEREEIIBENREE LA (figure 3 /), LAxL, ZD 2 FliZidl

FRBELILR DR o7z,

LLE, 2 25TNZ 3 OFERM D, ARBFFO SLE EFICRIT 5 LEMHRELREOR
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ABBROOESIZ, Y VEEEHESBES L mEERTIRINDS, RIZFHLE
Dro—it Lo TSP REL-RIXTY, SLE EfCEEERBET AR LN
L OEFITIRY VIBERANRD bR ELTEY ), LHOERTEICETRY VEBE
FEBECEEL TWAAREERD D,

—F. DENSEERRLND O LHRLECEZRTIORPRONTIZ &,
EBBIEORENREMIZ LD 0HORERZRBTIEIRDOTHLIZ LT R
EORRICHENRESE L TWAZEEFTETEILOTHS I, £ LTI OMBRIEK
I Y VIEBEHENEE LFREENH B (B), LhL, Y VEEBESUEERRE O
Dl NRBD bRV e, £, IR LNEFTILE
JUIEEREORERZEINTHARNWI LR Y, AV VEEERE L LHNMLE LR
EEPNDIT BEFHUTITETZ LWL ODBRRTH D,

4. EREIREL. 8. OB SLE OES Tzt B UaRENRE(LE 2 58
W OBEWMEMICH - 728, DERBREL & ORICIEEIEED b kb o T,
Fir . BABREBERLHIRE & LR ERICITEEISRD oo 7,

[435] SLE CIREHEEICLHENOPEREIENRRD LN, T0O5 BN O1OE

FlCiLE ORAECH U VISEER O ML A/ E ol & OBSER AR S
Fr. LLARBL, DEOBRELERTHLOTHORERORWVERAN LS, Eio
WU VIREHERRBEREMALEL . 2TOLHREEILORRERY L IEER
MR THRETEENE ) DICIRBERES, SBRELIFEEZRHAPLETD
%9,
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18. BREREL BT A2HNEHBHRAEDORSY

HH ORE(REHREFERFEEZHAR
Rl #ek (EHREHEERFZEZELAR)
K# HEE (EHAREERFEZLAHR)
KE AT (RHAREERFEEZETAR
B B (M REHERFEFZRAH)

KEYWORD=-H1P FZ MBS HT4k. =& Bk %. ETA, Western blot

[FFEE]

(En] BEBREOZSWICER ZRAEMRIRGAONEFEEILEZENE L7,
(] R ELCHEEREMBE AV, AEMARBEHE L LAEIAK(ERE) &
v NS EIRANEMBEYHWS Y2 A5 Ty FE(VE) TR LD, —Ho
BARRIME Tk, B ARMMEZR CHEFEN 2 MRESEZRIRL THW,
[#FR] EETE. FRMESERBICBVWT, B20HETRREAISTKRE 3 h,

HHEBEREETIRSE - B bItERETH -2, 7ETER, SLHRE
8B 5451 T74kDad /N PR E R, MOEBTRA S o7z,

(k] PT4kDaBHP AP SZEHIRKICEE - BEHOSVI L L), KEED
SWICHRRZIEP Y TEARL, FORICHEOBITICX VFEOERPBEE~OL
Hicdbgro2 s s,

Anti-endothelial cell antibodies in Takayasu arteritis.

Shunji Yoshida(Fujita Health University Schoo! of Medicine,Department of Internal Medicine)
Masao Katayama(Fujita Health University Schoo! of Medicine, Department of Internal Medicine)
Akiei Mizutani(Fujita Health University School of Medicine, Department of Internal Medicine)
Hisaji Oshima(Fujita Health University School of Medicine,Department of Internal Medicine)

Katsutaka Torikai{Fujita Health University School of Medicine,Department of Internal Medicine)

[Purpose]We attempted to establish a useful method for detecting anti-
endothelial cell antibodies (AECA) in patients with Takayasu arteritis.
Method]AECA were detected by enzyme immunoassay (EIA) using endothelial cells
from the human umbilical vein (HUVEC) as antigens. Non-specific anti-cell
membrane antibodies were absorbed from some sera by normal human peripheral
mononuc lear cells. AECA were also detected by Western blotting technique using
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the cell membrane preparation from HUVEC as antigens. [Results]By EIA method,
AECA were detected at various frequencies in patients with several vasculitis
syndrome and cormective tissue diseases, the positivity and titer of AECA were
tended to be lower in patients with classic connective tissue diseases than in
vasculitis syndrome. Absorption of non-specific anti-cell membrane antibodies
resulted in some decrease of the titer of the antibodies, but a useful
measurement condition for Takavasu arteritis cannot be found.

By Western blotting technique, 5 out of 8 sera with Takayasu arteritis showed
74kDa band, which was not detected in any other patient sera as well as normal
controls. [Conclusion]Anti-74kDa antibodies seemed to be a sensitive and
specific marker for Takayasu arteritis. These antibodies are expected to be a
useful marker for diagnosing Takayasu arteritis as well as to be useful for
pursuing the pathogenesis and developing proper treatment by the analysis of the

corresponding antigens.

[WF3E B 1]

FEE 3 TOMEY ¢, EIAEZ BV 25 M K U4k (AECA) 25 B FE I %5 S f R BE 1
BeDHEETRERONDZL2HE L, BRBREZCEEEOS IRHE L HIL T
B0, AEOWNKEMEE B, glutaraldehyde TOEEDEF D K L 7225,
ERGZLYDERCZ® 2o/, FITHREER, AEME~ORREZED S
. MO TR L 22 ME % BWwiRIAE 217w, ¥ 7-Western blotiETORE
L7, BRERAICEREEOBVAECAO KRB EREY 2 BM®H & L,

(#9585 ]
MRELT, BEERE, 2OMOME SERER CEHBEHY 7 ~<F (MRA), NX—F
v M. EEMLERRECPN)., TLULVF—HAFEBEEME L (AGA) ., vV F

—~WEEE), FOMOBER (EEEI I T N—T A, BEE. EREHE, 18
HHEE ) v , REMESGEABH, Y-V VERRE), b —LE LT
EANOMEZH 2,
AECAMIE (IS F WV 72EIAE T3, EIAF L — MiC & N R B 5k P9 E2 Al B (HUVEC) %
confluent {253 L, glutaraldehydeTREE L7z, #0#%., HBROEZ RN, 7L
AT ART 7 H — EREHBRNIgHE LT ®RML ., PNPPOES Z405nnTHEIZE L 72,
Prikfx B 5 72&EIA ratio (ER) & L CH#HBMEFEODASEHOAEZ ANTwell

DODEFIV/-b DG & L, BEAMBOND»SE#HDAZDIDEFT VL D E2H
e L7z, EARMMA S LER OGECTHEL -EBEHERE OB ILE (R
L. S7EE20H ., AB2REEE L%, ZBLLTEOLBFrEERRIMESL LT
EIAZ L — MIZIDR 720
AECAEIZE iZJH\v>7zWestern blot# Tl HUVEC, KEVRHBHRALMIL. © b HEBEK
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2265 IM van der ZeeD FEY CHB L -MBESEEHEE L, SDSEY 721
V7 I FFAVERKZT V., S oo —- ARCESER, $HRMEZRINL T
TNAYTH ATy S - ERRESLE PgCHEE 2RuAF L L, BOIP-NBT TH & &

RCAV A

[#5 3 = & 5]

HUVECR i & L7-BIAMCH ., FENEAEZMGE THAMOBE b DI R Hh,
THABERAZLE CRAMoBRE AR ohi, —F., v MEEREHE
YLABIAETIE, b LAHBMBEREZNEO FAEGWHAMEE R L 72,
FITY FEERTRINL Z-MmE % AV CTHUVEC 2 HLE & U EIAR % 4T » THA 7,
LA LB oRINE#E T, ERTRA2END FNREBEBERIIEHG IR ORE» 72,
DF DHUVECH PR & LAEIAE T, WENAEMRICEEY 2 eEEL T
B EMFRBENT, EINETIE, fIFEOKRST T, 4EHONEMEBE AV, #ik
EEOHEIOWT ORI 247V, FBIE S ERICEEE ICHAYNR & n s,
EBERERAECBEREMEOBVEERIRVWZE o, BEEREIZBIT HAECAOH
Az onTid, Simab ¥ i3, HUVECR B W 7-EIATISH O S RKER AR FMIE 17
BB M OAECAT B H S, 40P D EE ATIET XTE®ETH D, FACSTY ~
SNERR R I R, 18K 0 BE TIERENASUE, AV T ) ¥ UHUE,
ViR, VIDNAMIE, REESERI TR TRETH- L EBELTWE, FUKE
BT, &5 ilcell sorterPEABEMELZ LAY, TORERZHERAL TV
BY, gL, MOoMEREREFHIIOVWTIERERE I TBL . Z0HE
DREBEHEREICIOVTIIABETH S, SEEORITH EERTHRIRL /2 ME = H
WTHBTEREICEEEOEVAECA* BB T2 HFEZRWEE 2o,
BREIME SRR ICB W TAECAYRIB ENAA, RBICL DV HEHEEER - T
LUEEMIZFEZON DL, # 2T, Western blotiEI X 28ET %47 - 7= HUVECHIAZ
BEAIEE LD ZRIEARAL 2,

EBMBIZBNTEERDONY FAR LN LD, SEBIRABEME T, 8B 54
\274kDam sy PR LI, O EBEMNFEFCEE AMTICERAY FER LR 2
olze BRBFHUELEGET TREMREENEMBMAREYHVTHRBEONNY FHERS
N7zh5, b FEMEEREREFRHVAESE, BEAENY FFERLAE o 7,
ERERAICBIT HAECAIZ D W T, EIAM: & Western blotFEDOPMARM % LB L TH
72o MEMICHEZOFMKMEZ., N FORERPS (). (£). (1+). C2H)ITHT T
A 2D & D2, EIAETESENIFITWwTFN b Western blotETHBEE LR T
BY., HH5BEEOHBIR SN, Western blotikiZ & 5AECATIE, van der
Zee5H2 2 Jiann-Shyong 59 e HH LYY F< b —F A T15-200kDad /N ¥ % 3%
BHTWVBEY, MOEBTIERIT LTy, Hill6Y L MEERE TR L Tw3
A, MOBEREEERETIIRT L Tk, 5%, Zob74kDadifkic 2w T,
FOEBHREMOBRLRBENLEL., 2SI ICREOFHEZTHIEI12ED. &
ZEIREOZWRHEDEBRIZL IO EE DS,
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SEFEOMEF T, EIAETIZ, BRI 2MIBRELZIT> THSREHRKIIE
EHREMOS VWA KRR ARINEIBITE ol L LEFOWEMRE
T4 % v 7-Western blotETId., M74kDaiA I B LRHME ICHRE TRHEN
DE WA EMERAE S L TiE Sz,
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19. IFROBWE TV EREICET A/MEBREFHE

ZRE HA& #
AL ERFEFIREFE — B

4 o

CHNETILHNERARTHLOPRENLHRER T Lo, RENALBELFEIIONT

2

BREL (BBERF) IBEREEREEARRBET ASMRL/Mp-lpt/lprvv A28 WT,
& FEZEET (5 4 YR, 25-43cM, Lprm 1) B X UMGLEET (8 3 fetafk,
64-73cM, Lprm 2) OHFEHETAHILEFHL ML LTE L, #0OM, BHEFO—-2TH S
FATARYFY (OPN) OBBEFEHFRLABRKETROBIELOMICEELBELRO
720 MERREIRDLBEFOLRBELETORYAME L FNIBEL TOBIEISHDE
ETHhb,

EHL (ERERT - ¢ MEEET VLY & —) IEMR L/1pr~ v 2 OHDNALIA
EAEMBEATFE LTRIEENZX 7 LENS Y74 VEBET (Nue) 2/ v 2797 (N
uc—K0v 7)) ¥5&, PNEOEROHEERE (>90%) 53 bhrz, NucKHEIC
X 3 MERBERERERF DFFPRE-N L,

BIS (BIL/ORHESHEH) QM ERRERRAEE TR L LTRELEER
BREFTHICIVE IS - U BREEFETAMMP -2 Z2o0WTKRE L. EB LV,
DRNA L~V C O % —BRICED /2, 287212 &E L/2Film in situ zymography T
MmiEeEmEEr MMPEEOMESR L7, Film in situ zymography ZILEKDEL D
EEGELMMPIEEOERE, REZMSL LTROTCHFHET 72y 7 Thb, BLOME
FIZOWTHBROBIITEFLND,

e (ERERFEZFRE) & (NZBXNZW) F 17 AOREMRBEREORKE.
7 AFRERAN G L F - BT AMENAMMEZ EL I S Ak By TllE LIRER
BEESTAEYEMmELN, (NZBXNZW) FIsNZWEREY7AIIBWTTA
yOYFIA MECEY, B3, BT, FIOREBEKEICE L EOEAERNEREZEER
FHEDFEZ FIE LT20 FNEFNDEBEHERFITIIM A 2 RERBICEDLL T2 —
M3 2 BEFEPTFEL. SROBETFREFRI NS,

HHO (EHAREERNED AEMEYAE (AECA) F"ERME AREREFETH
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RICRHEEND 2 LWL Lz, BEMEPLE LT, BRIME 2 H v 7ELISAE,
WM R L L7 oy MERHWOHEREZRET L e 1) o
B E PRI O TS (3@ T 5 PR & WIS O AFETET 574k D a DIFISHUR 2 #R
L7ze SHROBHPELIND,

RS (JEAE--IRE) IIEAEMNERLRAZECOSHLBERZSREITHT
LV—1lenvpX FF YAV x=v 75y MaHY LA, BEAGEFENICHEEIRS S/
BROKRSOMEICT7 4 7Y/ 4 FEIIRELAFEEME LA ZEO/Z. EPPNR
WegenerWIHESE., BEMRICE ) MEROFLVBPWEFNVE LTERTH S, THIRD
RN, HEXK~DOCD 4 BETHROBE ALN, TAEHB LURE
Mg BAEER Y@ U THTOE TR OMAERER K ~OBEI TR S . BRO®R
g, =7 x5 —HIR B O, M %B L CRFEE R OB IS RBO
RETH 5D, |

EAL (UK 17%E) i CMV —1 E%p53 &+ 2 MENEME - mEFaf~E
AL, CMV- I EdFiEaMatEicild s 2 & Rpb3BEF o HEHOT7T R - A
PR T B e BR L. FASLERMERICE T 5L . Y Y IRETUAE
R OMEEZER L,

N EERS BEERAREERY Y ¥ -20) BRABEORBICNTAE/ s U—F
MEDIER S ¥ M P OMAEAMBO S R BECREREORERHZED T
Wb, FSLERFIIBLTIEREES. ) VEEEAEGEA THEIRHEM T cell
receptor ¢ SADEBR 2ROz, ¢ ORI THITidexon8 ED560bp 2% splice outd
N5 ¢ S8m R N A DB ICEED b, SRIBEIROBEFWEN, in vitroTD ¢
BB ERLT LD L FETH 5,
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20. Proteinase 3% X SEADFRL & c-ANCAIM S D RIGHE

AR BHETUT CFERRFHERBETLA LY —)
BAHETEY) 7 O FERRFRREEE 5
WIR RIS )T T ERRFEHR BRI 5 —)
THHBBGRAENREZNAETFERE S —)

KEYWORD=c-ANCA, Proteinse3, Wegenerfg &gk, TV h—7
(AT EE ]

WegenerJERFF B E c-ANCABIEE OProteinse3ME3E T Y h—72EET 2 HEY
T, Proteinse3@deletion mutantZ4ER L 2 NBE MBS Lisho7, FIT
Proteinse3HLEE OF A T EH #/ER L, BEHProteinse 3 CHIEO Y N— JE
2o, BEMIRAEEARYZ ¥ —%2F W TProteinse3/ FEHLEDF A SEB 2COS
HIZHRB S/, Proteinse3fFEHLEN T EOEENELLTHD, N5 OF A
ZHEHOHOHNFICEFIEIN D 5/ ABEE L5 EENRB I N, ERMERERE Y
& —iZ1.PR 3cDNA%E 2. 5'Proteinse3cDNA/ 3HLECDNA 3.5’ HLEcDNA/
3'Proteinse3cDNA, 4. HLEcDNAZ E &~k &, COSHIIRIZHIR I ®/-., BEETO
& IABECANCADZHINZRIIIDF A SEHOWTNMIKIE U, DEFAOKS
TRH 2200, BECANCAOProteinse3ORIETY b—THRfEU L& 5 = & 5%
g x i,

Production of Proteinase 3/human leucocyte elastase chimeric proteins and their

reactivity against c-ANCA positive sera

Noboru Suzukil, Yuko Takebal, Tsuyoshi Sakanel, and Masaharu Yoshida2

Institue of Medical Science, St Marianna University School of Medicine! and Tokyo Medical

Col]ege2

We have made recombinant proteinase 3 i E. coli to characterize c-ANCA antibody of patients
with Wegener syndrome. We found that c-:ANCA antibodies did not recognize the recombinant
proteinase 3. This 1s probably because c-ANCA antibodies recongize conformational epitopes on the
native proteinase 3. To define epitopes of proteinae 3 recognized by the c-ANCA antibodies, we have
constructed mammalian expression vectors harboring chimeric proteinase 3 cDNA/human leucocyte
clastase cDNA. Itis known that both molecules shows similar tertiary strucutre. We have prepared
expression vectors for #1. whole PR 3cDNA, #2. 5'Proteinse3 cDNA/ 3'HLEcDNA,
#3.5'HLEcDNA/3'Proteinse3c DNA, #4. whole HLEcDNA, and expressed them in COS cells . We

found that each c-ANCA antibody reacted with, at least, one of the chimeric proteins. These results
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suggest that c-ANCA antibodies recognize more than two epitopes on the native proteinse3.

(5 B /Y]

WegenerfE@#H, B TRHANCABMBME A L TRBMEN, £ < OEFITHEF P
BRI AR E Fifk (anti-neutrophil cytoplasm antibody; ANCA) Bt & 725 (1),
Z D8, c-ANCADMIEHRAMFHEROFF Oproteinase3 TH B Z ENRE T N22), L
L. HEHEE L TOc-ANCADEEFPc-ANCARERIREZEET 2T D
RS ESS., T2 TRETHEB A proteinase3HTFEAER L. ThEAVTe
ANCADRH T HHFE LY b—TZFEL. WegenerfEBH OREBZERET HHEHK
&£ %, PTHWegenerfERHEBEDC-ANCATIHRFZT D LE b~ HEEE TH—
THHDOMN., FNEIE b—TRERFICEDER>TWBHOHN, FLTENSIIBERE &
BT 20N EHSDIT 5.

(BFFE 5]
RBPERGAE B L UOEEHBEAERARS & —

WEEEIZIERR L 7= & M Proteinse3cDNAZ M AA AT KIBEREE AN ¥ —pQE30, & 5
HEEMRABIRAY ¥ —pME18S EX BRM ALBLLD#EE) Z2HWE,

NS AT a r EREHERE

VB ERCOSHBICBESRAEZAVWT RS > A7z arzith, 527
L=MF¥r N—2A54F) LT2HEEERELEZ. BFMLEZHWTDAKOFLSABF
v P ERWTREABEZT> 7o, MEREIZIEIAT MR VEEAV,
Proteinase3/ ffHERT 5 X ¥ —¥F A Z (HLE) BH DERK

Proteinase3cDNAEHLECDNAD#E & Iz B ICPCRAD T S —<—Z2&EL. INEH

WTRE 4 OPCRETH ZER L7, 25 OPCRETH Z#MASHYE. TNZpMEISSNY &
—ZHAAATE, TNEECOSHMIMIZ NS A7 7 b+ Uproteinase3 -1 SFhER T 5
ZH7—EOFASEAEREERTE XS,

[(fER &5
B c-ANCA BHMmE 8RR proteinase3 & ORIGEICEES ST

ZNE TITKRIBHE S B HMRICE S B84 T X proteinase 313 B EFH -ANCAGE
MEELFEEBRURWEREINTNSG,4). I ldproteinase3icitd % BEEHOHMET
proteinase34) T- k@ conformational/zepitope 2 BB T A 720 TH HEZBZ LN TN S,
T SRR Bproteinase3Z FETEERITUE L0, MBALHEIHE S 2 & Tc-ANCAIZ
T BRIGENEETH I EBHMEINTVS, SpecksSldk b X MMk EH 1S
CETHIOTEATRBRE LU TOBRERZED. BECANCABMRMFIZ L DRESE
N5HEETFHM A proteinase3REBICHRII Lz EHE L T3 B), T4 H-ANCAR
M i OFiproteinase3TRNI R IT LM B /-proteinase3 2 BB TE SO0 %
BMetU7z, SECHEE L =HEREFproteinase3 &2 ML X 7= 2 )L % SDS-
PAGE#Y LAY —270w hL. ccANCABMEEFMBETHRHEL &2 5, BEIEMER
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proteinase3idINEALE 17 & D proteinase3izwt s 2 BEEH AT RIGET. BEH
proteinase3 B CHIENproteinase3MEREEZ R L TWAH I EAURB I N,

F T IET HEPMAREEER ERD 5 RT-PCRiEZ BB W {Tproteinase3cDNAZ HHIE L 7z,
INERBERARBEANS Y —ICHlBAS. KBEMISHBICEBAEGZRE I, 7
=T —REETRS SR BEERETES, LML, KBEZHAWTESRL
&2 EOB LG THEL A proteinase3n ik, ZOEXKEBERBITSRENTVLRNL, 5
WIZEESE OOz nW I sl EMS, YIRS T 0T 4 Y TEERUDEDL DA
FEEHWTHC-ANCABEMBFORKE2 KB U I ERHL NI -7z (REIIRE
NThin),

FIT. BRBEERE., SSICEEOMNNMBHAFTESEEHRAERN Y —Z2H
WTCOSHIRIC ST X B /- B FHLHL Z proteinase3FEHB X B/, COSHIfTICHIR
X H BT Z proteinase3 D FEAWT S IAY > T 0w T4 T ETIZEEH
cChEERE LMo T, '

Kizproteinase3HBHNI ¥ % NS A 727 b LAECOSHfEZF ¥ > N—A 51 K
T4 8~ 6 4BHIEE L REHEREETo 7=, COAFETEBREFMEEZAVWSZ ETH
proteinase3fiiA R EMAR = ED . BEEMEICRE & B8BTS H X proteinase3iT
IEEETHAENRET 2 Z &N sMC o2, —F. ccANCAREMEORIZHER
T4 H# 2 proteinase3 & FH 9 5 COSHIE & Kk LR VWESI BB T=, 4 DA,
c—ANCA#Hiproteinase3 d CFiff) #lproteinase3EH O —KBEZZHBE L TW5D Tidx
WETS, BRENSOREE—-BLEZRETHS6-8), NETERRTFREHRNT,
c-ANCAFiproteinase3E CHif) DRFR T Hproteinase3BEHDO—RIBEEZREL LD &
TAHENMEET 56,7, LHLL., HEEEMHELTWSLDIL, VIAZTO
v NETOBREECTHEO RGBS LU= WegenerfERRBEH 2264511 UL MERD 51
TINS5 ORBEIIRETERN, EFET, RAMRNLZIOFHIZIZTTAS
70w METOBEAIIEEL Thizn, 5T AE /7 0—7F ) iiproteinase3
P2 ERL. TOE ./ 7 a—F Ik & BEFproteinase3H CHifR & Dcompetition
assay T, E#FHiproteinase3BECIEORBIE F—T2HEL LD L OHMEDH DA,
— L TR,

Proteinase3/ HfFHERT 5 Ay —FF A SEHDIER

EEHiproteinase3 AN L b—TR2RETHIEOEEUREE
proteinase3faF EMFHEOBN O TFEOF ASEHEERL., ZNEAVT, BFEC
RAEDIY h—TREERTH Z& &Lk, €I T, proteinase3 & AHRMEORNER S L
T, RIS AF—-FEBIN L=, £9. EEMRRERAY ¥ —%ZH Tproteinase3
BFEFHRIS A —FOFASEHEZEREEEHL 20D,
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. & FProteinase3 & b FFHFIRT S A5~ L DF AT EEHDVER
PR-3 cDNA

PR-3 cDNA

PR-3 cDNA

Proteinase3n FHIFFERI I A —F L 2 DBEIIEL L THD, INSOFATEH
HEHOHBIZREBSINI D2 ABEZ ELZENHIFTES EE R,

FIT, ENHBREBEAY Y —IC#]l. proteinase3cDNALE, #2. 5N
s)proteinase3cDNA/3(CHFHFIRLT 5 X # —FcDNA, #3. S (NEIFFIRIS A%
—tcDNA/3(Chf)proteinase3cDNA, #4. FHERIT T A ¥ —FcDNASEZHAAH,
COSHIfgIZ R B/, WEFETO L ZABRFNEMAEBEANCAOLFH N1 KL
L7MHEAZEI R Uo7, FASEHTH 282ICES < DEFANKIG UM, #3&
RIS L7BEMBEIPRTH -7, TS OREN S BEANCADDroteinase3?D K fis
IV M= BDR<ESTHEEN EH DI EMRBIN-, BEIZEFHCANCAD KIS
ORI RBHBERAEEZ AW TWAS D, FRVERE THDOEERNNN D 28 F| OEst
IZIEEL T, SRIIMHEZEREAREEE 70—V M A—F—2FWVDEHE
ICEZZBHIORFZITOLNEND S, IS5ICBFCANCAORES ERGLIE h—7
DAEENAREIZ FENTE DT, WegenerfE R HE T Sproteinase3F LD
IE R TNRE—THB2DN, VR IENTREZEICIOVRR S TWEONEHEHTL,
INSKERBMNDHBHICITEFOBEFREREFREIY N7 EOMICEER WM ER
T BNENRD S,
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21. MR- BIT LIFPIRFAMPO-ANCAD ) A 7 T b —TDEVRAL ¥ |k
BBLOETET JAYF #5512 & AMPO-ANCARE 4= #IH%h 5B

SARME  (ELEESERF TR
FNEBEF (B RIAER7ERT)
AW S  (ELRREYERTSERT)

[EE&]

M £DOEELEEMIIE, MPO-ANCADK B FMPOIZAT S 5 T b — S ORI G H57RIE 2
N, #OLE b—TOFEIL)MELOREHENTE L HE~OICHZ BT L2 HB L
L7z, VI y¥F v MNPOWTH @Ot v P #ELISMIRIH LAz € b — TR LR Lo, BBE
Mk OWEL2MEOLY b —7TE2BIT L, RELIZIE - TOEFRDO LRI &
O, &6 CHENAMERE 1 07 I VBT o002 2R L ERL, MBROFEEL OBEES
L B7-dE i eemsmid - I 7, — 4. MPO-ANCADE % FiF 3 2 & 2C & huE, m&&ED
BRI DI e 2 b, MPO-ANCADEERIZ OV TRE T, IAEEHZBET5ET
WEMMIDT V2N VEEOBE ) T FEET v F OSED I PMPO-ANCAIX, EHFHERD S D
MPOD Rt % BIET 2 WET 2T / RS F L 2 HET 52 LIz XD, MFOMPO-ANCMER & T
S5 I EAMES,

Analysis of disease activity-related epitopes of autoantibody MPO-ANCA

in patients with intractable vasculitis.

Kazuo Suzuki (Department of Bioactive Molecules, National Institute of Infectious

Diseases)

Abstract

Autoantibody, myeloperoxidase-specific anti-neutrophil cytoplasmic antibody
(MPO-ANCA) has been detected in vasculitis. However, it appears that the titer of
MPO-ANCA does not always reflect the activity of the diseases. This apparent

inconsistency may be mainly attributed to different epitope of MPO-ANCA among sera
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of these patients. The epitope analysis

of MPO-ANCA may explain the correlation between the disease activity and the
production of MPO-ANCA(1). 1In order to analyze the epitopes, we collected the sera
of patients with intractable vasculitis from members in Intractable Vasculitis
Research Group. Epitopes of MPO-ANCA contained in these sera were analyzed by an
ELISA system, which has been established

in this project. The system employed a panel set of recombinant deletion mutants of
MPO, which we have prepared for this assay(2). Most of sera reacted with the
specific regions of the heavey chain of MPO: Either of the region of N- or C-
terminus of the heavy chain, whereas no serum

reacted with the light chain regions. The epitope profiles showing the oligo-clonal
recognition sites were classified, suggesting that it may have relationship to the
clinical features. In addition, these

observations suggest that MPO-ANCA recognizes MPO molecule on the surface of
neutrophils with specific epitope and stimulates them through FcRII, resulting in

intractable vasculitis(3).

[FEREH] MERIIBWT, FHERFAMPO-ANCAIX Y A2 & L TREBIZHEELTWS Z &

LD > TETnS, LI L, MPO-ANCADAEAS, 29 L HIMERDOFREZ UL T
WIBESELH Y. MPO-ANCAVBETH > THEEBILEEEL ZWI &5, MPO-ANCAEZ, I
BMRD1IDD)AZ EEZHOPRE TV EEZLNRE (1), BEAICIE., MPO-ANCAD
XS FMPOIZ AT § 5 FUSTAL 2SR L T W A M EEM DS » 720 % 2 Ty MPO-ANCAD G 53F
MPOLZXT4 & BUSERY (¥ h—7) 2EETAH I LT, MPO-ANCADIMERDIFE~DE S
SVTHLMIC L, IRREOIER I EE~ORHETER L, 3515, 1073 VBUTD
KIGEM 23 L. ERHEAOTREIC DOW TR L, —77. M&RIIE, PRIV

MPO-ANCAZSTRBE LIRS LT\ 5 2 L A5 & 2012 2 4, MPO-ANCARSfE & i o ¥k B 0 L ASR A
KBS LTWA I LA EEEIRTWD, EE, MPO-ANCARERE DB E O HERIERRIEITE L
Twa(1), (2). L, MPO-ANCADMER TiT5 Z A TENIE, MEROBERICHELDTZ LD
E2 oMb, £IT, MPO-ANCADERIZDOWT, AR 2B T AT VEMO T ¥V o
NV VEEOBE YR FRET y FERWTHRE Lz, TV Y NEEORBE ) v TR
FET v b OMAMPO-ANCAIL, BETH A I EDFELPI% - 720 MAPOMPO-ANCAD B {EIL, 4
BRERD & B XN MPOATEES- L TWwa Z ENFRENTE Y, MPO-ANCMEE Fif 512, &7
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FERD S OMPOD IR A BEET A WEE RS T LI Ld5, TD12DOWEMHL LTHFI LN
2o THIET, bivbiidin vitrollBiF B EFRIRN S OMPORE % FRET AWE % R i
L. 77 /RS Freetilic@)e SOTRT I AFF Vi T VanNy FHEOMEY 7
YFRET v MRS TSI LT L 0T, MR OMPO-ANCAME & T X4 232D 542 &5 A
IR L7z,

Kiigivaed

D107 7 Ay FOER

H$NAMBIROM T 5 7 4 FTHHHApl ~Hepl0E L L7z BREPIHFEL TV
BN AT A ik, TIZVICEEHBI A L. &iE. Fmoc (9-fluorenylmethyl—
oxycarbonyl) 2 £ % BHEIEA AR (MilliGen/Biosearch 9050 Peptid Synthesizer) TAT -
77o 7 3/ EEEIIRIL Fmoc-Amino acid-PEG-PSZMER L7z, TN b OEHMAE ZILEE 1
BERIRTIZRTRE &4, =¥ b — BB OELISAICE L, ZOEED S FIGE % L 5%
720

2) 7 vT I ARYF I L HMPO-ANCARE A= il &h 5

Lewis:iT v P27 V2N b2EFEL, MO LY ISBFﬁT‘E“}”/XF‘f‘/%T"ID%%U‘
WIERE IS L7, BRERAGICEREL L 2 I OMPO-ANCA S & UMPOIEM %, £ EFh
ELISA#ES L ' TMBIETE N EREIE L7z,

[MEF & 2

D10M7Z 722 POAK

HEIEFE RIS R CET L, BRE, HEERO S V- FRIREO HPLC /87— 1

B I NTHotz, HBHMT7 I 7 A Y PONER, 1 - 22 pglfETH o720 M7 T 74

VAOT I BRAEOKE, ITHEREL LB L. IS EAWVWEEEROKR. ¢
BEHOHI 77 A b, ELAEEDRIE, o2, BEAOIRFIZEL), ST 772
F OMPO-ANCANDEAABEELZRFTH Y, FHGM7 72V FEEELZ,

2) TRTAYF 5T X HVMPO-ANCARE A= FIfRN

7Y anNy FHEEQEMY Y FRIET vy bTIE, TYanNY MESRIBHBE T, MEFO

VPO-ANCAZSZE L {HINL 720 7T/ AFF U205 5 IEEERS L7 v FOMEDD
MPO-ANCME 3. MEBEDT V2 y FERES v POMBEL RV E THA Lz, £/, MPOIE
Mit, 7Yy FIEBRES y POFREEEREEI P o/, —H. BHOER, MEHD
RIET AT BOB LR EEE L EHROEROBRIRIITT LT RT /S A5 F GO
FRIATEP o 7o LLEORRIT, TR T RS F Yy OHEN, FHROERLORRELEL LN

— 132 —



TWAEMPO-ANCADE A 2 b 726§ T AR/, LhL, TET/RAFF LI XHHE LD
ERERIR O AT RIS DWW TS < BIRERWE 20V TRETT 5 L BIENFR - 72,

[(Raw] 107 772> rOfHIE, MERETTER, ST 72 POED X
rot, MEXFEIZ, $4 FEMT T 72 Y MR LBD - 2o EENOIBIZET 728 H 28
TITALIEBFETLAFETHDL, T/, THT /A F 50X BMPO-ANCATE &= HH1%)
RIZBWTiX, BEHRZ7 v FOMmMEFOMPO-ANCADEE &, 727/ A FrHGICENIE
#57 POMEEL~VETES Lz, L L, BEROBEILTWL %05 i,
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