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2 autopsy cases (Cases 1 and 2) demonstrated the focal
presence of IgG on alveolar septa. Case 3 had anti-GBM
Ab and RPGN as well as pulmonary hemorrhage, and thus
was also diagnosed with the same disease. Therefore, all
4 cases could be diagnosed with anti-GBM Ab-mediated
disease complicated by pulmonary hemorrhage. On the
other hand, 2 autopsy cases revealed vasculitis of small
arteries and arterioles and was diagnosed with MPO-
ANCA-associated vasculitis. Case 3 showed clinical vas-
culitic symptoms as described in the Case Reports. Case 4
did not present any vasculitic manifestations except for
pulmonary fibrosis, repetitive pulmonary hemorrhage, and
pauci-granular C3 deposits in glomeruli as well as in the
arterioles. This pulmonary hemorrhage occurred with
re-elevated titers of MPO-ANCA but without positivity of
anti-GBM Ab. Therefore, Cases 3 and 4 were also pre-
sumed to have MPO-ANCA-associated vasculitis at the
onset of RPGN. Recently, around 10% of the total pul-
monary fibrosis or interstitial pneumonitis cases in Japan
are known to occur as a result of MPO-ANCA-associated
vasculitis on the capillary of alveolar septa in the lung
according to published reports, including our previous
study [31, 33, 34]. In addition, approximately 60% of
patients with MPO-ANCA-associated vasculitis present
with pulmonary features (mostly pulmonary fibrosis) as an
initial manifestation of the disease [3, 30, 31]. Taken
together, the findings of all 4 cases suggested that MPO-
ANCA-associated pulmonary fibrosis might have initially
existed and subsequently developed into dual positive
disease, thus leading to other subsequent vasculitic
features.

The dual positivity of ANCA and anti-GBM Ab in cases
of RPGN has been described in the literature to date,
including our case reports [11-26]. Most of these cases
were presented with the simultaneous detection of both
antibodies, but some were documented as anti-GBM Ab
disease initially, with the subsequent appearance of MPO-
ANCA or PR3-ANCA disease [11, 28, 29]; however, no
documented reverse cases indicating the previous presence
of ANCA and the ensuing appearance of anti-GBM Ab
without ANCA, have been described in the literature.
Conversely, a few cases demonstrating the prior presence
of ANCA with the subsequent appearance of anti-GBM Ab
and the persistent positivity of ANCA, have been described
in the literature to date [23, 25-27]. In addition, Inoue et al.
and Inada et al. described cases that were very similar to
those of the current report, with prior pulmonary fibrosis
and with the subsequent development of dual positive
antibodies associated with RPGN as well as with pul-
monary hemorrhage [19, 21]; however, in those studies, the
cases were not examined for ANCA at the time when the
patients had pulmonary fibrosis.

Pathologically proven vasculitis in anti-GBM Ab dis-
ease without ANCA existence has not been reported in the
literature to date. Several cases with anti-GBM Ab disease,
which are complicated by necrotizing vasculitis in the
kidney and whose associated pathologies have been
described, were reported but these cases were not tested for
ANCA [35, 36]. Therefore, we hypothesized with our data
and the above-mentioned evidence that in the 4 cases
described in this report, MPO-ANCA was induced to
ensure vasculitis, thus uncovering the a3 NC1 domain and
leading to the production of anti-GBM Ab. The reported
cases with anti-GBM Ab disease accompanied by necro-
tizing vasculitis might have had a similar pathogenetic
mechanism such as in the present cases. Even though the
present cases were not serologically documented for the
existence of MPO-ANCA during the time of pulmonary
fibrosis, this analytical report demonstrated the vasculitic
clinical fedtures as well as the pathological findings with
dual positivity in 4 cases, thus suggesting that MPO-ANCA
might therefore be a key factor regarding the occurrence of
this dual positive disease.
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72 BRI A BE AEE L Bowman B2 I % 5260 T
W52 ZoORORIRE, EBHR, BEMEE
WIMRZ 505 DOAT, MiEZ LT F= VIZIE
%, eGFR (estimated glomerular filtration rate)
BEEZWLEEEKTICEEEF>TWRS, Fx
v APREFEIZANCAB E ME & % & L RPGN
(MPO-ANCA BIEBRAIRPGND65% % 5w %)
DOAMFIEIRE L TIdH 60% % 5D 5. ANCA
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A MPOZe& !
MPOBZIEMEE («).

(=]
5

BREEEECI2HNMRE—

FZEBEOMPOMLE (&) MPORRIEMREDEEDRREE RO NS
BowmanfE|CFRIMERZERDHD (=),

B CD34 &
WEHBRRDREMET ()

BowmanfE|CRIMERZERHD (=),

B 75 % BHEEEDSIE R TREFE DA DRI
ZRLB\EZBEBTENE, FHEEHIHE
T&HLBEDPNS.

L2 AP, BITANCABEE RO REFERIC
FTER S N5 RIA D 5. HIE, e (40~
7AW, BEIEEEES (75 RIL) OERR
FIEH 2 5 R, IE 2 V7= Y RES R
AEN TS, MPO-ANCABEE ROKHIL,
EEFIE (P 686 THhD. SHROBME
A DI E s ORFIRILOBALIZ L 5%
SRETE2EZLLH L, ANCABHEF ORISR
RoBh»Beshs BEEFZLoTE, E
MEDBHZEZE ) INSDIEE 2B ICE
mL<HBY, EmMEDSOTBUI§ S ERAY
BEPTLLETH 5.
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—75, FEE\, ZPAEE, BRI, HEMEMZE,
M RAEMEZ BD2HEICE, LT IRREZTT
) Z & LANCABIEERORHFERICERETDH
5.

(2) 1FEE & DERIFH

ANCADBBHETHNIE, ¥ ANCARSEME
Fel ) b cldi v, BaE, EHES B
B v~ F 7% EORBIERRTDOANCARER L D
EAHLETH 5. FFICPRI-ANCARGHESITIZ,
T FREEOHNBEROBNPLETD S, EHe
P OPERIC X 5 Mt - e R (FiikEE, A
W, MEZE) RREEEAMMERICX ST
RGEEaiiEk, Hlim, 2R K3
X, ANCABEIMERDOFTR EELL T 5.
Z D7z%, PRI-ANCARGMERITIZ, mERITR

BARRSEEME 5H100% $£55 - FH23F5A10H
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BETh b, RIEEHEEL, WegenerAZFERE
W3t U T ZEDERIETH 5205, BRI LA
JE S\ SR IR 2 61T 3 % LywiRiZE L L
NEotEFEz 52 L dH57-0EMNIEET
H5.

(3) ANCABGEMERDEREBEDTER

b2SETIE, MEROBZWICIE, EICEFE
HER TR I SRR Pt OB REIH O
TWw5b, —7, FKK TidChapell-Hillz 38 45 #
(Chapel Hill Consensus Conference : CHCO), 2K
1) 7 < F 224 (American College of Rheuma-
tology : ACR) 47#8, LanhamZ38, Wattso ®D
TNTYALGEREPAWLN TS, Zh
DOFEEIITEN TN, FESHL. Flz
IFMPA (microscopic polyangiitis) (2B L T,
JE 5548 DB W EIIMPO-ANCA, B XL UhH E
S CEEERESEBIZE D i b, HH
FrRIGULTLOLEE L. ZUIx L, CHCC
SR D K FTREMMEBRLDOZHRE, BIU
HfE2 R L7250 TH D, MBHRISLET
HbH. £7z, ACRICIZZHIMEADOEREID 5
HAMPAICDWTOEET . S5, X 0T
72 ANCARSE I 4B E O BB LB E 1213,
ZETH UL X AFHMAESLETDH 5. BUTE,
JE 5548 R VRIS 25 EWTSEE T, Watts 5D 7
V) X LG5 L B A W R O LR E &
E IR & BRIRIIZESHIBE S T 5.

ANCABIEIME ROFLEREOZWFIEIL, *
3 CSS (M B.OBEAE, HFRBREEN, RMEMEESE
23 5) &R L, RIZTWegenerA 3 & JiE
(B - TREOHFEHREZETZ) &L,
IS 2BBOREEL MW L TR WEEEIIMPA
W 5.

F 72, PR3-ANCABGMHWegener RZFIERE 7217
T7% <, MPO-ANCAG D Wegener R ZFIESE D
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FHEIC
WFEEIFER SNTMPA LB S NZBEETD,
RE P ICAFEDFERR S I, Wegener W ENE
LEWBEEINDLZ LD L. FICEHREC
X, AFEHHEOFELRITTA5ILIZEET
H5. Wegeherl’/ﬂ%”“ﬂiﬁf“bi, BIEREAT T
A R 2 REH AL ETH 5.

(4) BROBHRER

MPO-ANCA BEE i1 % 2L AR 20~30% T
HY, ERMEFRETICERZERICSBH TS
CENEETHSH. BEMEMNIIIRSPERROE
HWEHPHE L CEROFTR, 53, BEE, 3
B COBFNOMERFTRICEETHE LI
MPO-ANCAMED ERDEHELEZ LN TV 5.
IO E RIS MPO-ANCABEDSHIHAL L & 512
FREMCH B E ZITEROV A7 BEWEH
HEENTW3EY,

BB

MPO-ANCA RSN E KD FRYE ISR
WA2ARDEETHAL. B THROERR, B
SRR MURAE B TIEMPO-ANCABSER K & &5E
lcwihC, myE2 V75 =18, eGFR, MPO-
ANCAZWET B LENDH 5. BRI A ES,
ANCABEBF AP TFRENLERERL L TOHE
ENLZHDORALZIEZFH->TWAS.
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U &I

FLiF P BRI E P44 antineutrophil cytoplasmic an-
tibody (ANCA) @ ¥ R BRI % 3 & K micro-
scopic polyangiitis (MPA) DE&EDEE R EH I
FCHAEL 7 1990ED 7 XY A Y v v F%4 (ACR)
DAY EHED £ 1994 D F v <)L b )L (CHCC)
D& - EEOEEY TR THD &L 5 R AREAEIEL
Tw3s, (1) 10 katoE#ETH 2 2 L, (2) ACR
H¥IZ1Z, MPADBE I TR WI L, 3) Bt
Wi - ERZEHOZEERS I NRZ VI L, (4) ACR,
CHCC D&M 1Z ANCADHE W I &, (5)
BRICE— SN BEER R L, REDE L DRE
Bd Y, BNV v <wF%4a (EULAR) - BOMNIMAE %
&7V —7 (EUVAS) & ACRDHD & 7o 7 B
B X OWETEEDI20084FEH 5T N T\ % (Diag-
nostic and Classification Criteria for Systemic Vascu-
litis : DC-VAS). ZD@EHRNEZE|ET 5.

I. ChETOREE

EULAR - ACRIZ X % EfE&312 200843 H 3-4 H
E12HA12HICAA A, 92—V v tdDEULAR
House T 47 & #1 7z ( F f£ Bf %2 % : Richard Watts,
Raashid Lugmani), #E, V¥—, 77V X, F
A, tna, Fxa, A4y, (1h, EUVAS
@ member), KE, A ¥ a, HAEAME, )
WA, BIHE—) DFF33 DM EEVSIML 2. E-
maillc & 27 v %7 — b, evidence DR, RFEICT
MERZERBS L OSHRTEH DEEZHEIL, &

HERERBFERAR () 7> F - BER)
2 IR R S 2 ER B B S B LR 1 LR
S TERPGIEF LY - SIERIH

0287-3745/11/¥100/ & /JCOPY

IINER
Ty X

|sAmn

FBOHAEZEZ—DOTOBHSLIKTAEERZIToTE
7z, 2009 FDE 4 FEEFEMER - ANCA7—7 > 3
v 7" (Lund & Copenhagen) ¥ X N20094E7 X A Y
7 2 F %4 (Philadelphia), 2010E6 HA % U 7 « %
VWi, ¥, BFILATAYVA -7 F7VFIC
T, DEERE X UBEEREER D 7 O DRl = 55
D7\ b a—LotEET - RS

I. ChE TOREER

INFE TOMRERDY S BEEBIRAK - EfEMELE
RONNBEICBET 2858 - oFEEEICIIRE LRER
EA LT EDHERR S N, R/ NMAERICEE T 5K
XLBEEABDLABEETHY, bW ANCAR
M AR L5 % R B IR & polyarteritis nodosa
(PAN) I2B89 2 BREHIc AT o5z (1),

T b b, Wegener AFIERE (WG), MPA, Churg-
Strauss FEfEREE (CSS), PAN @ 1,040 fEH & X5 1,040
B DO WTHRRFTR - MEMRZINE L (F1), 20
REd 0%, OERER L UZHEEDERAD o
F—F+ (F2,3) £/, @ZnThOEEDFZLUEDK
HED7DD AR — M TEERTH (K2).

SYIEREMERR CEE L Z L3, MBEREZDWL 2K
DEGRBAED golden standard 12 72 5 fe |2 /il 25
Tr2iThbh (K3, ZomidzTV, WIEDD
Dar—t EES LEOEEITL, SEEEZIERT
% . PWEEOERIIINE RICELIT 2 8dg 2 %
REEZER LT, W D770 OEE LIRS FAT -
BT THB.

. REOHEKSR

HAD 6 0z ko oh, EEGEEHERELE
RICBIT 2 REEI O EEVTIEE HEEER 2 5HE
BEE, WGIMERAEBR sANBzHLE L

IS BERE 2011 Vol.29 No.3 245

— 227 —



Small
vessel

Large
vessel

Immune
complex

\\
Ch

Primary CNS

Cogan’s ol
g vasculitis

Behcet's Relapsing

polychondritis

~ No predominant vessel size

K1 REShEZMEROSEOY 1—7

X2 SFEELE - BHEEOIERD
DK
Recruit patients
N=1,040 (260 each of WG, MPA, CSS, PAN)
and
Controls N=1,040
Reference diagnosis of WG, MPA, CSS, PAN or
vasculitis mimic made at 6 months
Phase 1a . Phase 1b
Phase 2a Randomly assign Phase 2b
Development cohort Validation cohort
520 patients 520 patients
520 controls 520 controls
*x1 BEEOHKRFTER (v 74 7=y INE) =2 DEEEERO-DHDOBER - BRAEE
EARE®R (FFE, R, AE) HIEEYE | - I8P DA, FlrD LRIZER T 2w,
R - B{EFTR (BVAS, VDIZDIEH) AV I74—LF-averrrEBLNIEHLE
MEF R (CRP, ANCA, FEERRE, 7V 7F=v%) HT 54,
EERZW, MEEHTR + ANCA BSEIME K F 7213 PAN OREEZM
HEREAT R
SR \ Bl | - 18ERLLT.
O S RITIGH: CAVTACBE - ARy L DBENEE,
INEDP - BEUFF4, CHEIFFA.
- MEROZW 2 T TEICERRER, BEafho
EHHECHATRE L b D, Fl 2 IFRYE, B
[EE, fhoREMEDIRES,
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3 IMERDOEFRBIE

New
hypertension
Acute P
respiratory
distress Acute renal
failure

Chronic upper
airway
symptoms or
signs

New onset
blindness

Headache

Pulmonary Fever of
renal unknown
syndrome - origin
Abdominal
Inflammatory pain
arthritis
Referral to
secondary care
with suspected
Clinical contexts vasculitis

Stroke

Aortic aneurysm

Jaw or tongue pain

Limb
claudication

R3 PDEMEEMERD-DHDBEIE - BRIELE

EEFEME | - I8P EDRRA., FEo EIRIZET e,
A VTA—LF -2y I R2BONIENEE
T5E. BEVPRADEE, mABErPoDA v
THx—hLF - -avey 2ELNIES

BRAVEYE | - 1I8RRDLT,

AV 7 Fx—LF-avkeyIERBARIENTE
T, ERBREREPLDLA V74 —LF - avk
v F G N WiBE,

x4 BEEHARICHTIEM, KE, BEOHFEMEES,

x5 HBHAOHZRES

- MFEEEE - AEE L

- BEELATE H A EB)E © #AF58

- ERETEINE SR ERET A G 0 Rl s (BT - AV - FA8)
- ERAMEINE 2NN E R o Rle (B - Eil - KE)
- ANCA B:EIME 22 EARITZEEE (BIE - (LH - 83%)

- EfTIEB RS RPGN k& (LLER)

BEH, a2 hO—LOHEEFK

it WG MPA CSS PAN aviw— | REEK | MR LR
(Hz ) (Wuzfe) (HazE) (Haz8) (W) (HEi2)
EU 20 8 8 8 8 24 56 1,120
USA 12 13 13 13 13 39 106 1,092
EES 2 8 8 8 8 24 56 112

WG : Wegener PIZFIERE, MPA : BEMEENZFME 2%, CSS : Churg-StraussfERRE, PAN : EEIEEINRS HEIRSE.

FHAE & sk 2R L, 20094E8 A3 HICHAMED S D
SHEZBHERARE - &L 7%z (F4~6). SBIEF
DEBZIT\, BT - AEPTHONETFETDH 5.
738, WG Friedrich Wegener (1907~1990) 135§
TR KIS F ADI ENERTEICMEL T
TEELIZE D, WCOAMDEEBRBIN T3,

B b

FEMIISEPCIRES I EVITEDL YIS, M
BRI, BEE CTRRICEIL 728k % e BRI ED3R 8

®6 BEOHMESMAR

R LRSS = B} MEEFRESE, BOAMEINE SRR ARE
EHRFEE IR ENRE, BRMEDE 2P NEINE
ROBER
IERERFZBERAR | SRR, BiatbinE RImEsEE
BRAFERAR BETUIE—, ERAMEIME RIEFTE o EE
%i%ﬂk?%é%ﬁﬁfﬁi—,%%ﬁmgﬁﬂﬁ%ﬁﬁﬁ

iy —

B2 7 v FERRE

Ei&—, ANCA BIE % 4 i K iF
FHBIFEAE
IS, athmE RIEPTE s HE

ALHEAFEE IR

EB3Et, ANCABEME 4 E R
FIEFE g

FILRFEBRPIR

ILIFREL, EITIEEES RPGN oRla R
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%7 CHCCOHMEICTERINAMEROSSR, TH, MEEE DEFELECOVT (CHCC 1994) CTE2 L D)

Term Explanation

Example

a) fn4 ¥ Diagnostic term | The name of a disease

Wegener’s granulomatosis

nition of disease assignment of the diagnostic term

b) EE DS - €2 Defi- | Abnormalities in a patient that warrant

Granulomatous inflammation involving the respiratory tract
and necrotizing vasculitis affecting small to medium-sized
vessels (e.g, capillaries, venules, arterioles, and arteries)

criteria a standardized category for study

c) 4r¥E A ¥ Classification | Observations that classify a patient into

Two or more of the following criteria : 1) nasal or oral in-
flammation, 2) chest radiograph showing nodules, fixed infil-
trates, or cavities, 3) hematuria or red cell casts in urine
sediment, 4) granulomatous inflammation on biopsy (ACR
Committee criteria)

d) 2 Wi & ¥ Diagnostic | Observations that demonstrate or confi-
criteria dently predict the presence of the defin-

Not yet documented. This would need to be determined by
analysis of larger numbers of patients in whom the defining
features are unequivocally present

ing features of the disease in a patient

Expert DB REMNEE,

TN, WEIN, BROBBGIC TR L 2 THEES
nT, 2L, BELTE%, 1990FD ACRDTH
FHED Hs 5 13 204F, 1994 4F 0 CHCC D IRIE? 20 5 1%
I6ERBL, REME - EB2HERAL, mbDHE
R, DEEEORE, BRZHOZHERER~DT
7u—9%3, 4E @ EULARE/ACR DEARIEE B
TH3B. oA CHCCHE DD Table 112§
BXNEARZEHR T, BEENI DEHICRS L
Zz o3 (ET. £7, CHCCOFEY it ¥ 2
Arthritis Rheum @ JT Lie ® Editorial ® ZR#Y 12 13
MEROGEED INE TOEBVTHINTEH K
ZR BRI,
SEIOSHITT, Bll, RESNLMERDODED
P r—<RE2ICEHL . WKL, RIEME

248 FEAERE 2011 Vol.29 No.3
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1) Hunder, G, Arend, W.P., Bloch, D.A. et al. : The
American College of Rheumatology 1990 criteria
for the classification of vasculitis. Introduction.
Arthitis Rheum 1990, 33 : 1065-1067

2) Jennette, ]J.C., Falk, R.J., Andrassy, K. et al. : No-
menclature of systemic vasculitides. Proposal of
an International consensus conference. Arthritis
Rheum 1994, 37 : 187-192

3) Lie, J.T. : Nomenclature and classification of vasc-
ulitis : plus ca change, plus c’est la méme chose.
Arthritis Rheum 1994, 37 : 181-186
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2NN

AIRFEFED T O T %o

BT 2

- S OfEEDTDAN, 1990 £ D ACR DEEHEL 1994 DT ¥ IV L IVEFH (CHCC) DRI T 5
 WERARE S N, F72, MEAOSEICE L CRBED T 70— F 5Tt BEE, Ih
T TOEEICH T AHRIESONE L REEMEEREDVFES L, 2009 5 14 FIEEIME X - ANCA
=233y 7 Qud) BEUT A B < FHE4 (Philadelphia) KEI R ICEESHE SN, BE

LR RREEEENFEF SN, UMIEIEE L& L HAROBF AR S L, B RATZEIC X

A A5

(T Jpn Coll Angiol, 2011, 51: 73-77)

U SIS

PUFrPEAR B A (ANCA) OF BB ERA S 5 1ML
B (MPA) OBEEDEE R &5 1990 £ DORE 7~
F54:(ACR) DIEFEMED L 1994 EDF v~V V&R
(CHCC) Dff&: - BEOFEENZL, 110 UL ETnE#E
THAHI L, 2)ACR FEHEIZIE, MPADSEIN TRV
Yo BABHT - BRIBW OB R INE NI L, 4)
ACR, CHCC O#:#|21d ANCA DEFEIR NI L, 5)E

2BV BRI T4 (EULAR) - BB 20382
JV—T7(BUVAS) & ACR B & 7o 7 FRERRB L UL
STVEEDT 2008 EE D HATON TV 5, ZOEBIRILE T
£ 5,

HhETORB

BEULAR - ACR IZX AEEA&HEIL 2008 £ 3 A 3~4 H

IR A PR
R A T B L LD
S FREREREIAES - SRR
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Key words: antineutrophil cytoplasmic antibody (ANCA), criteria, classification, diagnosis, vasculitis

E12 812 BIZAA R, F2—1)v® EULAR House
TITh N7z (EERFFEE  Richard Watts, Raashid Lug-
mani)e EE, NNV¥F— TIVA FAY, ba,
Fxa, AA (i, EUVAS @ member), RE, A%
va, HEDE 3B EOMEENSML 72 B- A=V
L2 7V —), Bvidence DR, KRB CHELELH
RB LSRR TEREZRINL 72, 2009 D5 14 [BF
BRIM& 4% - ANCA 7—23 2y 7 (Lund & Copenhagen)
BLU2009 E7 A7) 7w F 4 (Philadelphia) £
FIZEBSTON, SEEEBIUBERER D
DORMEFAEED 71 b I — VSRR E 172,

SEEDREIHER

FESEOIRED OB REIRE - EMfatEmE 50115
TR T2 RELERIT BN W L EE I
720 SEIDUETDE o HT &7z o 7zr/NENIE IR
BREGHES(ER)PFLLAEETH), wbhs
ANCA BEIME R L EHES RBEIRAPAN)ICET 5
HREHCESET S THNZ,
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Table 1 Demographic data for analysis

FoSAT—RRE
o EAIER (I, 1R, AFD)

o FEE- BIKFTR(BVAS, VDIE®DIERH)
o HEFTE (CRP, ANCA, 1FEEIRER, VLT F %)

o £IRFTR
o BEAE - ABRRITE
o FRIRED

o EgFM. MEEFEFAR

Table 2 Inclusion criteria and exclusion criteria for patient
recruitments based on the classification criteria

Table 3 Inclusion criteria and exclusion criteria of patients
recruitment based on the diagnostic criteria

Classification Criteria S fEE#

s ‘
- 18U EDRE A EEO LRI,
. AVTDF— AR O N EBLNBEENEETHE.
. ANCA-BSEME A FE - IZPANDIEED M.

- 18ERLT.
© AVTF LRI MELREVED,
- BEIFFH. CEIFT#

- MEROBEE T IRCERRER - KEAED & HHE THRIAR 6E
A, PR ERRE. BHEE. hoREEORES.

Diagnostic Criteria BE%E
BREZE

. 8B EOR A EEO ERIFES LN
- AV TA—LE U BONDRENEETHE, BEL
WMADEE  BERENOO U NERTITRIEEREN,

Bt ERE
S BEBUTOHE,
C AVTA— LR O BN ERSIENHET ., ERIERED
DOV SN b WV 5] S W W] s\ Y (R AN Y- 1

Thbb, A F—RFEEEWG), BEHENSE
Mm% (MPA), Churg-Strauss FEMEAF(CSS), EEIELSE
Bk 45 (PAN) O 1040 FEBI & XF 5 1040 B DV THERIR
FiR - BAEFTRZINEL (Table 1), ZO¥E3o%, 1)
AEEREEER X OB W EEDOVER A O I 55— | (Table 2,
3), ¥/, DFNEFNOEEDOFLEDORIED/2DD I
F— M CHEEEATS (Fig. Do

B A B MR M M KA EM R THEL
22009 4F 8 A 3 BICHARED L OSE > FHBRE~HE
L, MRFZREE% i e LA L ik % B2 L 72 (Table
4~6),

Z =
(RIS E,IGIELEAIEVIEEN LI, E
i3, BAET CRARIICAIL - S ST 208 EDRE

74
— 232 —

X, BmEsh, BROBBICTEMEZ 2T TRIES L
T, ZAbL, BELTE7, 1990 40D ACR D/ 4E##EY
A1 20 48, 1994 4ED CHCC DIRFEY D513 16 FHEB
L, BEEMS  TERIELL, GROBER, oEEE
OWES, BRBRTOBUIERIER~OT T U—F%, &
[F? EULAR/ACR OERIEEBRTH S, TOBEEIT
CHCC FREDZHTD Table 1 IZEBIN-NE L BT
W, B IVEEICRBEEZ HNLA(Table 7).
72, CHCC DZHEFNIXT A Arthritis Rheum @ JT Lie O
Editorial MEEENIZMBEROSFED I NE TOEE
ARSI TB Y REEIRE Y,
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AN I 24

and

Recruit Patients
N=1040 (260 each of WG, MPA, CSS, PAN)

Controls N=1040

' Reference diagnosis o
e

Phase 1a
Phase 2a

Randomly assign

Phase 1b
hase 2b

Figure 1 The method to propose classification and definition criteria.

Table 4 Numbers of patient recruitments for this study of vasculitis
and controls from EU, USA and Japan

Table 5 Research organization of Japanese study group

B R G

[HFE &)

o RS EEES

o BRI BAEHER HANS
it | WG | MPA | CSS | PAN | =2b
(RS | GO | (BB | B | e, o BRI E R ERR G NSRS BTN TS
= % 1T 8 8 8 y 4 o BURTEIE XY/ NE RS BE (FH -85 XE)
o ANCABSEME RERIRBIFTUL (B LA - B%)
USA | 12 | 13 | 13 | 13 | 13 | 39
v ETHEEERPGN R & (LK)
BA | 2 8 8 8 8 24 }

March 25, 2011

Table 6 Japanese facilities involving this study

CTEADIiED

o BLASENE
B R EANMERIMAAR
o EHRAZEE—IE
FHER. ERENERPSESHER
o IEREXEBRAN
BT R, A ME RTINS EE
o EEAEBIRH
BEH—, EANME RIMRSEE
o BEERASLAEMRL 4~
REH—. HAMOEREFRNEE
o ERUTLFERKE
BIEE— ANCABS AR ZMARAR
IIEFH, WAL NEREARIEE
o ABERFE=RE
BERED.ANCARKARARRSEE
o FRAEBIRE
LLgRsRsL . BT BB YIRPONA M &R
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Figure 2 Proposed schema for primary systemic vasculitis.

Table 7 Explanation of terminology used for naming, defining, and diagnosing diseases

CHCC
1994

<

NRBEOEE-

R EEE

d)PEREE

‘fable 1. Explanation of terminology used for naming, defining,

classifying, and diagnosing diseases

Term Explanation Example
Diagnostic The name of a Wegener's granulomatosis
term disease
Definition of  Abnormalities in  Granulomatous inflammation
disease a patient that involving the respiratory
warrant tract and necrotizing

assignment of
the diagnostic
term

Classification  Observations that
jteria classify a
patient into a
standardized
category for
study

Diagnostic QObservations that
criteria demonstrate or

confidently
predict the
presence of the
defining
features of the
disease in a

Expert DEEIEE patient

vasculitis affecting small to

medinm-sized vessels (e.8.,

capillaries, venules,
arterioles, and arteries)

Two or more of the following

criteria: 1) nasal or oral
inflammation, 2) chest
radiograph showing
nodules, fixed infiltrates, or
cavities, 3) hematuria or
red cell casts in urine
sediment, 4) granulomatous
‘inflammation on biopsy
(ACR Committee criteria

2);

Not vet documented. This

would need to be
determined by analysis of
farger numbers of patients
in whom the defining
features are unequivocally
present

(Arthritis Rheum 37:2 1994 187-82)
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sus conference. Arthritis Rheum, 1994, 37: 187-192.

1) Hunder G, Arend WP, Bloch DA et al: The American Col-
3) Lie JT: Nomenclature and classification of vasculitis: plus

lege of Rheumatology 1990 criteria for the classoification
of vasculitis. Introduction. Arthitis Rheum, 1990, 33: 1065—
1067.

2) Jennette JC, Falk RJ, Andrassy K et al: Nomenclature of
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The international meeting of Europe League Against Rheumatism (EULAR) and the American College of Rheuma-
tology (ACR) that was held in 2008 in Zurich endorsed points to consider in the classification, definition and diagnosis of
systemic vasculitides. Many discussions and arguments occurred in the meeting and also in the mailing systems, especial-
ly concerning ACR classification criteria (1990) and the definition criteria of the Chapel Hill Conference (1994). A large
number of papers written on criteria and diagnostic tools were reviewed and classified by validation levels. Many condi-
tions of vasculitis and vasculopathy were discussed in the classification tree, which clearly demonstrated the classification
and relationship. Plans for a new prospective study were proposed and Japanese patients with systemic vasculitis will be
recruited. It is of great importance to investigate Japanese patients among patients from other countries, since the incidence
of vasculitis is quite different in Japan and in countries in Europe and USA. (J Jpn Coll Angiol, 2011, 51: 73-77)
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Abstract Antineutrophil cytoplasmic antibodies (AN-
CAs) against myeloperoxidase (MPO), proteinase 3 (PR-3),
lactoferrin (LF), cathepsin G (CG) and elastase (EL) were
determined to investigate whether the presence of ANCAs is
closely related to extra-articular manifestations in Japanese
patients with rheumatoid arthritis (RA). Antibodies against
MPO, PR-3, LF, CG and EL were determined in sera from
125 patients with RA and 83 sera from patients with other
rheumatic diseases by enzyme-linked immunosorbent assay.
Clinical manifestations and laboratory parameters of the
patients were studied from medical records. Thirty of the 125
(24.0%) RA patients were positive for ANCAs for at least
one of these 5 ANCA antigens. Among the 5 ANCAs, anti-
LF antibody (anti-LF) (16.8%) was most commonly
observed in patients with RA. A higher joint score (JS) and
an elevated ESR were demonstrated in ANCA-positive RA
patients compared to those of ANCA-negative patients
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(40.8 £43.3,24.3 £ 26.2, p < 0.05, 44.4 £+ 224,289 +
23.6, p < 0.05, respectively). No statistical differences in
the presence of interstitial pneumonia, cutaneous vasculitis,
rheumatoid nodules and mononeuropathy multiplex were
observed between ANCA-positive and ANCA-negative
patients. The presence of anti-LF is expected to be of
pathological relevance, as the action of anti-LF towards
LF results in the inhibition of the anti-inflammatory activity
of LF.

Keywords ANCA - Lactoferrin rheumatoid arthritis -
Vasculitis
Introduction

Antineutrophil cytoplasmic antibodies (ANCAs) are directed
against lysosomal enzymes of human neutrophils and mono-
cytes, and ANCAs have become valuable diagnostic tools in
systemic vasculitis [1-3]. Cytoplasmic ANCAs (cANCAs)
have proven to be highly specific for diagnostic and manage-
ment purposes in Wegener’s granulomatosis [4]. The target
antigen of cANCAs in WG is proteinase 3 [5]. On the other
hand, perinuclear ANCAs (pANCAs) have been documented
to occur in patients with necrotizing and crescent-forming
glomerulonephritis, microscopic polyangiitis (MPA) and
Churg—Strauss syndrome, and the specific antigen most fre-
quently associated with these pANCAs is myeloperoxidase
(MPO) [2]. However, pANCAs have been reported in many
inflammatory disorders, such as inflammatory bowel disease,
primary sclerosing cholangitis, autoimmune hepatitis, and
various rheumatic diseases [0, 7]. The target antigens for the
PANCAs in these disorders are usually unclear, although sev-
eral antigens such as lactoferrin (LF), cathepsin G (CG), human
leukocyte elastase (LE) and lysozyme have been reported [8].
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