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Anti-HMG1/HMG2 antibodies in ANCA-related wvasculitis

[Aim] To investigate the clinical and pathological significance of anti-HMGl/HMG
antibodies in classical polyarteritis nodosa (PAN), microscopic polyangiitis
(MPA), necrotizing crescentic glomerulonephritis (NCGN) and Churg-Strauss
syndrome (CSS).

[Methods] Serum samples from 5 patients with PAN (inciuding 3 patients with
cutaneous PAN), 11 patients with MPA, 7 patients with NCGN and 10 patients
with CSS. ANCA were tested by routine indirect immunofluorescence (IIF).
Antibodies to HMG1, HMG2 and myeloperoxidase (MPO) were assayed by enzyme-linked

Immunosorbent assay.

— 135 —



[Results] P-ANCA were detected in 100% of patients with MPA and NCGN, 90% of
patients with CSS and 40% of patients with PAN. Anti-MPO antibodies were
detected in 100% of patients with MPA and NCGN, 80% of patients with CSS and 0%
of patients with PAN. Anti-HMG1/HMGZ antibodies were detected in 0% of patients
with MPA, 43% of patients with NCGN, 60% of patients with CSS and 40% of
patients with PAN. One patient with PAN, positive for anti-HMG1/HMGZ
antibodies, showed small aneurysms in only hepatic artery.

[Conclusion] Anti-HMG1/HMG2 antibodies were useful to distinguish MPA/NCGN and
classical PAN together with anti-MPO antibodies. Anti-HMG1/IMGZ antibodies

seemed to related with vasculitis in the liver.
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Enhancement of intracellular adhesion molecules in human endothelial cells, CD40

expression and adherance of neutrophils to endothelial cells by antineutrophil

cytoplasmic antibody (ANCA) with renal pulmonary vasculitis

Yoshida Masaharu, Ioya Noriko
Department of Nephrology, Hachioji Medical Center of Tokyo Medical University.

[Aim] Recently novel antineutrophil cytoplasmic antibodies (ANCA) were discovered to be
associated with pulmonary and renal small vessel vasculitis. The aim of this study was to clarify the
ability of ANCA to stimulate endothelial expression of interleukin-1 (IL- 1), adheston molecules and
CD40 molecules and/or adherance of neutrophils to endothelial cells, which initiate the ANCA
cytokine sequence processes.

[Methods] Human umbilical vein endothelial cells (HUVEC) and pulmonary microvascular
endothelial cells (HMVEC-L) were grown to confluence and were stimulate by ANCA IgG and the
tumor necrosis factor (TNF)- « . IL-1, adhesion molecules (ICAM-1, VCAM-1) and CD40
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messenger RNA (mRNA) were detected by reverse transcriptase-polymerase chain reaction. The
adherance rate of neutrophils to endothelial cells was measured by peroxidase activity after mixing

neutrophils with endothelial cells treated with peroxidase.
[Results] IL-1, ICAM-1, VCAM-1 and CD40 mRNA were found in HUVEC and HMVEC-L in
patients with renal pulmonary vasculitis. IL-1, ICAM-1 and VCAM-1 expression reached continuity

after exposure to the ANCA with lung hemorrhage and repidly progressive glomerulonephritis. The
Adberance rate of neutrophils to endothelial cells was high in ANCA positive renal and pulmonary

vasculitis patients.

[Conclusion] These reults indicate that ANCA treatment of HUVEC and HMVEC-L induce
sequential expression of IL-1, ICAM-1, VCAM-1, CD40, mRNA and adherance neutrophils to
endothelial cells as well as their corresponding severity of ANCA associated renal and pulmonary

vasculitis.
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24, MEREMICBIT 5T MENEHMBEERFREORAL
PRI EHE subsets DEEHAEEIC X 2B O ERERBE

AR AT (B — PR
BiE % (SHAEE—HH)
W AT (BRI
BE T (BRSPS
KA U (A R )
BE AT BHAEDIRES)

KEYWORD I 5%, 1% 1A BARHIE E I T, HusT iR B BLAk, Btk

(i) MRS R HRAT, MMH T 5 MM MR ER T (BCF) &, ©
N BT L A R AIRE (HUVEC) & W T, #lt R AT, X, ¥ MR Gl = v
T, YU hERAHBTE P (ANCA) ¥t % . BBPURREIEE (IIF) TA 7z, [FEE] 3=
T — L TR U AZHIVECIZIME # 0 L. 5% L OB 3 115 thrombomodul in (TM) %
EIATHIRE L72o ANCAORES X, 137 1 WANCARIE R FI VT o 72, [BE] MLIEHRM
%24 ~48HF R BIC, LIEHICTMO SR b L7z, MR E AR | INmEiEl 1 1
B, BB TH o 72, ANCAIE, FIMPORUARSLHIPRIGUE S B EF) Tld, ARG ZP-ANCARC-
ANCA patternd LT SR H, BAOMREHFITt, HEPRBETH 72, [#ERE
M OAECF %, A THETMERMIET 5 2 LIk ViR 2 Hikd s Lz, IIFT
ANCAR eI 5 2 kit B EEp<id, e EWEESFLEL,

A new method for the detection of anti-endothelial cell
cytotoxic factor(s) and basic study on the anti-neutrophil
cytoplasmic antibody with immunofluorecence  staining in

patients with angiitis.

Kimimasa Nakabayashi ”, Toshihiko Nagasawa ", Hiroyuki Maekawa ”,Noriko Sawada
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[PurposeiThe study was performed to detect the anti-endothelial cell{ACE)
cytotoxic factor(s) and to identify the staining patterns of anti-neutrophil
cytoplasmic antibody(ANCA) in sera of patients with various vasculitic
diseases. [Method]To detect the AEC cytotoxic factor(s), the cultured endothelial
cells from human umbilical cord were incubated with various patients sera for
several different hours.Thereafter, the thrombomodulin(TM)s in the supernatant
were determined by EIA.The basic study on staining patterns of ANCA in the
short-time cultured granulocytes were critically tested by indirect

immunof [uorescence staining. [Result]AEC cytotoxic factor(s) was demonstrated
over the incubation periods from 24 to 48 hrs when present.The staining patterns
of ANCA were peripheral nuclear pattern or cytoplasmic pattern in typical
cases,but these were any unclear cases not to be classified into these two
patterns especillay when stainings were in weak intensity. [Conclusion]A new
assay system of AEC cytotoxic factor(s) was established using cultured human
umbilical cord cells and the detection of released TM.ANCA staining pattern by
indirect immunofluorescence study was not easyly identified when in weak

intensity, and the further study is needed.

(=] _

MEEELETERT, IHCTFELDEAEMBICEERICERT AR T 2RET A
it L ) BREERE SN TwAEYY, AR NENEMER L DB Ens
thrombomodul in(TM) = JET 5% B\ TRE ZHAA . £/, ANCADRIH & BeHiidE
"C*ﬁgﬂ‘ Lf:o

[rg & )
L. 18 P41 A A e R F- D R e

b MR LD SR L BN AR HUVEC) £, I =Y v — LRI —BIIEF & #
7o BEMRSE. KM MR M4 OB THEREL, 1, 3, 6. 12, 24, 48FHEIRIC, B

— 149 —



MEAPRME N2z LEHOMERIE L7z, Bl S, M0 o 0% P R AR E R - AR
ARSI CEA L. B2 EEPICHRE S B IMEEIATHIE L 72,
2. ANCAD PRI & % 475

Inova Diagnosticsft®8d -t w7 1 VANCARRH I ECEE % v T, B EPuiEE TANCAD IR
& a7z, ANCARDE MRS, EREEEL - MFHERTH L, TOMBIZILE % K
o &, FITCT ) ok FgTHRE LHFE L7, #. MiEIIEIATHMPOBIA, HIPR3H
x il L - BEA o IE % Av7z,

(B8]
1 MENEHREERF
1) sk

B & MEDZE, 911, 311, LIITHro2e 2 A, LITHRLEAICE ZTMEICERED
HAHFERE/(RDOT, HEHO. 50l & M50, Snl D TEEEIT- 72,

2) B B R

1. 3. 6, 12, 24, 48BfBICEF 2 EINL., EEROMES JI%E L7z, £OFFE. 24
B, 48BERIRIC T, EMIC L 2EESFD SN/ (H), 1, 3, 6, 12BE T, woh
DIEFIT b ZRIFEDIIL Do ze Lo T BERUCHBII24~ 48RP Z 4 L Bbhi,
B2ic, fEf) & BE ADBREZ R L7,

2.k 17 1 VANCARR H H BE % v T OEDEHURE I & 2 ANCAD &

POMPOTLAR., HIPRSPURAEIANIE . TEIMOMESNE, BIETAREIC TH BTG
BN, BAERCEETS - 2 ERAOYGRIIRBEL B2, H34), (B) ICHAIRP-
ANCA Y C-ANCA%R 7" ¥, CHLICHT L, P-ANCARRETH 4 (A) » T & £, P-ANCAHL OB R %
ETAENFHFELL, . BERANE THPRFERETH o 7245, H4B)D L <,
C-ANCASE DO R 2 2T L EH D FMA L7z 512, BPI-ANCABSHEDERITH o 7245,
v o u 77—V BN MO AR C-ANCARRIZ S B REFRIOFEL, UMED T
. BAFTIIHREEER TH o 2225, FFERBFCIEHFR RN R 72,

[Z#]
MENEMEEERT% ¢ B IILEAEMEZ AV OB 2 77RI5Ek & ) BiEH
OFHEVEESRTVEYY, SENR, B OIS N EZMREEERT 2 HUVECIZIERA L.
HIVECK D S s LiEPOMMEZEIATME Y 25 L WEBRR T, TOREZHMA.
AMOVTEA DFEMEBRELTERE L TITo 72/ R, 5l D MERELLICL, 20 ek Ei
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]2 24-48RF R LT B I 29 D%, MODBVWHEELBL LOBBEIGEL, #. ZOK
R TEE LTI, MWENEMRISHET, »oREIBEEREL Tuky
MR THE I EPEREE b/, 17 4 VANCARH ASEE %2 H v T oHsOEHEREIC &
5 ANCADFE . P-ANCA. C-ANCAY b B MO BEF TIHHARIES Tho7ze LI L.
Bt D FE BN R PR FEME DIEBI Tk, P-ANCARC-ANCAICERBLL 7-Fi R 2 B33 2 L 45h b,
e DTG o FmErET LB bR, 202 Lk, EROBEEZANCAHIZT oo
ZHENS, FORES AT T LM CC—ETEHETH - 2%

ki

b MEFMEARAMEZ e TIENEREEN 7285 2 Fikid, fekl )
BHESNTVEY, SOFLESHHOFEEREY L, B, BN EER
FiZEYEES N, AR I VB EREAMERNET AR TH L, SHBIORTHVT,
BeDMERELRTEE TR T ALEF S S, 17 1 VANCARHISIRIC & 58560
HIEZ & ZANCADBGETCld, BHMES TRt/ vy —  OHHEPE S TH 505, Bl
FEFI R HIPRIFUAE - FIMPOHUIKIEME D FERI Cld e /Ny — v DR EICHEE % kT Z &A% <,
SDIHEA OFEP O DRIV LETH L E-BbN,

(3R]
1)Kahaleh MB, Shorer GK,LeRoy EC:Endothelial injury in scleroderma. J Exp Med
149:1326~1335, 1979.
2) Papa ND,Guidali L,Sironi M,et al:Anti-endothelial cell IgG antibodies from
patients with Wegener's granulomatosis bind to human endothelial cells in vitro
and induce adhesion molecule expression and cytokine secretion.Arthritis Rheum
39:758~766, 1996.
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25. BHEEHY v FIlBT 2P REREREORE

R Bk (NI IR BE P AE)
gk B GETSOERTEEARE
AFFRIE Ol g R NE)
BH fd  Oled o eREERE)
AZE Bg—E8 (TR
(BeZs] BUMEEY v<F /) RESEROHZ & FEEIMER, NEAEHOH
B ECLDHRENIBVAL RS, SH, FuFPEAlaERGE (ANCA) DV EDTH S
mye loperoxidase (MPO)-ANCA% Jl%E L, RAEEIR{® & MPO~ANCA Y DM 25T L 7.
MPO-ANCAD EH#MEZ 11EU & § 5 L 184819278114, 6% B TH o 7o, FEHEME15EUE §
% & 18451 1357, 0% DSFEHETH o 72, L, CRPE & MPO-ANCAME & DEICH B £
Bz, BEERE LTEAR, mE, ¥=—7 LY OEER EMPO-ANCAE & OBICHED
R R .
[ B) BMERELSERREESLE L OMBEORBLEET 5 L, WHRED
FERED 5 VIZHEBSREOFEIC L ) BRBEORBICKRE 2BEFAONDE., TDXI) %
RADFRB DBV, EDIIBZEFR Lo TREEATVEOPILEHLPTERV, W
2T ANCAIX M KL FRBIZAVE SN D HOHET, MEREGRHSTREDOALRD
THREA R EOMEMIT TN T TR SN TE. RAICBWTHANCAL DREHRZRR
FTHRE[-6]PHRENE P T THLRRIFITIEE o T, RAIRALANCAE DY
ERLHL HRNTREEZBI ko,
[BF%e /i) RABRE 1420 ik % FVaMPO-ANCA 2 ELISAS: Tl L 7=, RASESIZ14261T
BHE20B), ZERIIBTHE (R1) . % BERBCERENE L e 23ie ¥
TH D HE L-REBIZISIRAETH 5. FREBEFORLOFHMEIX51.9£34.9 m/h,
CRPIX3.0+3.2 mg/dl Tdh o7z, MPO-ANCAE & BETR L OB TIE, Fin, BWHMA,
AF—Y, IR, V<4 FRTF, Wk, Hissasifk, 7Rk, CRPEIZDVTHE
L7-. MPO-ANCAME XRACERRATR OB E UCid, KTRE, WEE, BRE, Mk
KRR, BOR, LR, BAE, Y-Sy, 7304 FOSFOFREIIOWTHR
BiRs L7z, BEMAR, MREMPO-ANCARIEROFR TS Y, MOMKEB BT
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ROLNIFRTH B,

(3 & 28] WP0-ANCAEREE RV EF 5 L 14, 6% A TH o 72 (B2). Bl
S5EUE TR L7 0% HHETH o7z, MPO-ANCAE ARk, CRP& DEEIZDOWTHN: | &3
IRF & ) ICMPO-ANCA 11EUZKIH TdFRILME48. 0 mm/h, CRPZ.7 mg/dITH % DITH L11EU
PLb OB B TILARILMETS. 8 mo/h, CRP4.7 mg/d1TH Y MEFIIAEETROL. ERE
ISEUIZ DWW T H EEETH o 7=, RAROBEFRE LT, Fim, BRIE, X75r-, 75
A, T b4 FRF, HEHRE, HSSAIBER<-SFELHREIRED Z»ro72. K
SICRAOERFTR L U TR FAE, MRk, WK, WEs, RmEr, &K,
R, BA%®, Y=V, T3S FOFEEL T MPO-ANCAL DEIER 2 & 1 ZHREE
TR L. BARB X UCMEOFHELMPO-ANCAL 1E, FHHEHE L ISEUTR Y 72561 H
BELTO,. FREINTROLRICEESR S ZO00, BHRI p0. 08T OMER 2R
Uiz, Y=L v OEHORETIEEEMEIEL ETP 0.05 LTORREZERO.
MPQ- ANCA % RRER AT IZ I LIB732B1Ic D W THRET L7z, MPO-ANCADST R TR TH o 75
BB, WTharrBHTH o BB SR, WThIBEBR TS o k5K
EHBERHICH o, BHARZZO-EEIIREMETIE21.0%, BRGHETHE
33.3%, FERBHURETII42.9% Th o/, MREBO-HAEIIFRERTFTIE36.8%, H
RREE R TIE50. 0%, FEBEHTIZ57.1% THh o7,

RAIZ BT B ANCADRRET IR ESR D BT 2 v - S CIE B HERIZ20-50% [1-6] & &
NTw5, F/ANCADHFTHp-ANCADBFHREIB NI LA LA TW S [1, 3-6].
Mustila b [1]1 D HEHARE % W 7219974E O T, RAD22%ASANCABHET, BHEHIO
96%HP-ANCATH o7-& LTV 5, ERIFEEDRFFERICHIT 2 HAL OHETIIRAIIBT
% PR3-ANCABEMESRI1Z0%, MPO-ANCABRMER X% TH o/, T & X Y EHE%DPR3-
ANCAIZ DWW CidEd %2 02 F, RAEMPO-ANCAD HIZIER UMEMES L URAR P LR
L7 ThETOHREICL S LROBREBORCVES (3, 4], RFRPBAGEHOE
FEBI[4], JEPTRBEMEE 1] ICANCABRRFASESZ WL L Twh. SRIORETid, RIUE,
CRPAE & MPO-ANCA & D RIIC A B2 M 2 520 /2. MPO-ANCAIZERIR I ICIME 2 & DREY
PETRRENTWAHCHUETH Y, AR CRPE SR & D FRAEFT R L MPO-ANCA L D
CEE BRSNS LITERE Y. A, MPO-ANCABFMES TIRREDR LMK E &7
LIRS ERIZZEVI Eb o7, RAOBREDKEZZEET 5 L THEEKE . MPO-
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