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Table 1 Patient profile and clinical findings.
patient no. age sex MPO-ANCA (E unit) clinical findings of vasculitis

1 52 F 320 RPGN (CrGN), pulmonary bleeding
2 50 M 950 RPGN, CRF
3 84 M 950 RPGN, acute interstitial pneumonitis
4 50 F 750 RPGN, pleuritis
5 70 F 1300 pleuritis

RPGN: rapidly progressive glomerulonephritis

CrGN: crescentic glomerulonephritis

CREF: chronic renal failure
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fEAY 0.24+0.11 %5 0.38 =0.12 & HE R ZALIZ A
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Effect of several mitogen on iz vitro MPO-ANCA production by PBMC from MPO-ANCA associated vasculitis

Con-A enhanced MPO-ANCA production level but LPS, IL-13, TNF-a did not.
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Fig. 2 Effect of Con-A concentration, cell number and incubation time on iz vitro MPO-ANCA production.

a) The optimum cell number and concentration of Con-A were 2 X 10°/well and 60 ug/ml, respectively.

b) The optimum incubation time was 96 hr.
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I 11 1
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2 04 | T - T patients (n=5)
J 02| ﬂ 1 Con-A( 60  g/ml)

5 x . *p<go]  MPO (100 £g)

mitogen(-) Con-A Con-A+MPO

Fig. 3 The absorption test of MPO on in vitro MPO-ANCA production was positive.
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AT 5 HORERETIE, HOUERDEARTIC
molecular mimicry™® X° epitope spreading? 7z &3
—ERHo TV LIRSS L EEDN TV, L
AL, ANCA BJH#IM4E % ANCA AT ICH L



— 604 — st BB K M GRE H56% 5

1.2
I *F !

E 1 ]
S
< 0.8
£
o 0.6
3 04 . 00
= p<0.
M 0.2 *% p<0.01

0 ;

no mitogen Con-A chl-i Con-A Con-A (60 4 g/ml)
Y CyA (10ng/ml)
PBMC whole no CD4 cells
Fig. 4 Effect of cyclosporin—-A and CD4 cell depletion of MPO-ANCA production from MPO-ANCA associated vasculi-
tis (n =5).

Cyclosporin-A (CyA) or depletion of CD4 cells inhibited in vitro MPO-ANCA production stimulated by Con-A.

3H- TdR uptake

[TEF

CyA(-) CyA CyA CyA  CvyA(-)
1 1 O 100 1000
Con-A(+) Con-A(-)

Fig. 5 Effect of CyA on proliferation of PBMC from MPO-ANCA-associated vasculitis (n =5). CyA inhibited the
proliferation of PBMC stimulated with Con-A dose dependently.

CPM

CyA; ng/ml

Con-A(60 ¢ g/ml)

TRIALEFTOLEIAF S AWTHL. 22 LTREETHIEICEY, invitro T MPO-ANCA
T, 4 MPO-ANCA [ PEMiB et~ & 72 L7z DELEDPHFEIZ LA L T2t (Fig. 1), o
MPO-ANCA B 1% K EEHEZ RS & LT, MPO- mitogen (LPS, IL-18, TNF-qa ) TiZ MPO-ANCA
ANCA FEAIZ D 5 T Ml O FRPT 2 502 19 12 FEEIZEALNALN o7z, LA L, Con-A it
L. JERFRAY 72 T M mitogen THDH Z &, BX UM

Z D#EH, MPO-ANCA Bk i A6 #] PBMC  RPUARBUL & BRSPSy TVICkG L2 &
12 Con-A %z, MPO $ii & g b L7277 L — b 2 & I REEO DD 5. 2 THRERMEE

(5)



1998 4£ 9 f1 Y8 T MPO-ANCA B Il 9612 51 % T Ml fidr — 605 —

MPO-ANCA negative control H

MPO-ANCA negative control + Con-A ]

NS
IL-4 o }

MPO-ANCA positive patients NS,

MPO-ANCA positive patients + Con-A

0 2 4 6 8 10 12 14 16 18 20(pg/ml)

MPO-ANCA negative control

MPO-ANCA negative control + Con-A

IFN-7

MPO-ANCApositive patients

MPO-ANCApositive patients + Con-A

6

B 10 12 14 16 18 20(pg/ml)

#p<0.01

Fig. 6 Analysis of cytokine secretion pattern from PBMC of MPO-ANCA-associated vasculitis (n = 5).
Con-A significantly elevated the secretion level of IFN—y in MPO-ANCA vasculitis but did not change the
secretion level of IL.-4, compared with normal controls.
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The effects of T cell function on the production of myeloperoxidase-antineutrophil
cytoplasmic antibody in myeloperoxidase-antineutrophil cytoplasmic

antibody-associated vasuculitis

Tohru IWAHORI

Department of Nephrology, Hachioji Medical Center of Tokyo Medical University
(Director: Prof. Masamichi HASUE and Chief Masaharu YOSHIDA)

Summary

We analyzed T cell function in patients with myeloperoxidase-antineutrophil cytoplasmic antibody
(MPO-ANCA)-associated vasculitis who had renal or pulmonary microscopic vasculitis, (i.e. rapid pro-
gressive glomerulonephritis (RPGN), pulmonary bleeding and/or interstitial pneumonitis). At first we
found in vitro MPO-ANCA production from peripheral blood mononuclear cells (PBMC) in patients
with acute phase MPO-ANCA-associated vasculitis after stimulation by concanavalin-A (Con-A). This
specificity of MPO-ANCA production was confirmed by an additional native MPO inhibition test. In
vitro MPO-ANCA production was inhibited by treatment with cyclosporin-A (CyA) and CD4 cells were
depleted. The PBMC from MPO-ANCA secreted interferon—y (IFN-y) on stimulation by Con-A but
not interleukin—4 (IL-4). These results suggested that the production of MPO-ANCA was mediated by
Thl type T cells.

<Key words) Antineutrophil cytoplasmic antibody, Myeloperoxidase, Autoantibody production, T cell

function, Vasculitis
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