36
KA/ MEFEICBITSIvF I DEE
A EBRERERBREANR P REAEISEARE
iR ARk

A BBHRREFTHISYFNAAL (MK) (X, TS5AFFRAEL LELITMK 773 — 28T 5,
MK (&, #RE 0 £/ MeOH 2 5T, BRE, MEFE. RBARAE. BEMBOECIELY
BRRGEMERET T, BHIELRFEECLREH Y O FORSRFEEOERKIZ MK NEETHE L
ERIELE, —A. MK X, BEHBIERNIRE TN, BESHEBREE CTEUERRNE
BHah?, BEOBEAEELALOSUREOH LT SR TSFUBELREDIBMMERED
BETMKARCEAELTWAZ EE MKRIBY D XIZTHLMILE, 2512, AS-ODN % B
SAERERRERM S MK ABMEEESROA TR ERDTRENEILoh 3,

Role of Midkine in inflammatory and vascular diseases
Yukio Yuzawa

Division of Clinical Immunology, Nagoya University Graduate School of Medicine

The heparin-binding growth factor midkine (MK) and pleiotrophin form a family, which is distinct from
ones of other heparin-binding growth factors, such as fibroblast growth factors. MK promotes cell survival,
migration of neurons, reutrophils, and macrophages, and neurite outgrowth, and enhances fibrinolytic
activity of endothelial cells. It has been shown that MK is a key molecule in the neointima formation of
atherosclerotic lesions, and pathogenesis of rheumatoid arthritis, MK is specifically expressed in embryonic
kidney, and is also expressed in damaged renal tubules. A study using MK deficient mice revealed that MK is
closely involved in not only acute interstitial injury, such as ischemic reperfusion injury, but also in chronic
injury such as cisplatin nephropathy. Furthermore, the results of a therapeutic study using AS-ODN suggest

the possibility that MK may offer a target molecule in the treatment of tubulointerstitial injury.
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ERRAE ANCA BB A BHFCHTEL 072X 7 7 3 FIOVBEOH A%
O kR, R HEL, —¥fB3h, BBEE, I F. HEHESR
RILKRE B - 2% - Aawfla il

AIFlz BT 2 ANCA BIIME K OREIL., MPO-ANCA B OEMSBNLRME R (MPA) BH
DEEDE L, REEBIERTHOBREOHENRNWCLTH I, BREPETLEETEA
BIHEOBEROEHETH D, GHCELTRERER2E T 2. SEODADAEEOREICHE
LCEHERDDRWEINES 207+ A7 7 3 REIREERE (IVCY) OFA%2ER S ICHRS
Lizo SEBTIZ 2961 (TFHIER 68 5%, B : W=11: 18), MPO-ANCA(+) 26/28, PR3(+)3/23, I8 F¥AI D
BVAS 23 7ix ¥ 17, CRP; 7.5+5.3mg/dl, S-Cr; 2.943.6 mg/dl, IVCY OFI#H 5 X 5451128 mg

(369158.3 mg/m?). H{E5MEIZ 1-3 EH 156, 4—8 @D 128 TH o=, SEATV F= L HHIRIX
42} 12mg(0.81 0.2mg/kg) T UL HE 22 HHRL 3 HlICHETT LT\ 6RO BMBICHEW DT CRP BRI
KT L. BHiEd IMIM THRUCHEE Uk, WBRUHAG 5 GIMEETT ICBEA I N =D 20
Lize BREERTIRIEL 6 8 (EFERT7I%) B 14 (BEEE6%). FARITRPEOAHMI
184 CH o572 IVCY+ AT O 4 FRERIEHRRBE MPA L ICHREIIHN LTHEIMEGZD SN S
¥, AR+ R2RBRNEISBETCHIEEI SN,

Favorable response to intravenous cyclophosphamide in elderly patients with ANCA associated
vasculitis.
Yasushi Yamasaki, Ken-ei Sada, Kunthiro Ichinose, Yohei Maeshima, Hitoshi Sugiyama, Hirofumi Makino

Department of Medicine and Clinical Science, Okayama University Graduate School of Medicine and Dentistry

One of characteristic features of ANCA-associated vasculitis in Japan is high prevalence of
MPO-ANCA-positive microscopic polyangiitis (MPA) in elderly population, in which renal involvement is
quite often. Older age and severe renal failure are not only risk factors for poor prognosis in vasculitis
patients but also dose-limiting factors for cyclophosphamide (CY) administration. As intravenous CY
(IVCY) is recognized to be effective and safer than oral continuous administration, we retrospectively
analyzed the usefulness of IVCY for the treatment of MPA. Twenty-nine patients (Age; 68 y.o., M/F; 11/18)
with MPA were enrolled. BVAS score at diagnosis was 17+7, CRP; 7.5+5.3mg/d], S-Cr; 2.9+3.6 mg/dl.
IVCY was given at 5454128mg (369+58mg/m2) and repeated 2-8 times monthly in combination with
corticosteroids at dose of 42+12 mg/day (0.8+0.2 mg/kg/day) as an initial dose. Plasma exchange was
performed in 3 cases. CRP levels dropped immediately and S-Cr significantly decreased at 1 and 3 month.
Five cases required hemodialysis but all cases were withdrawn. In 2 final ouicome, 6 cases died and 1 case
reached end-stage renal failure (Survival rate; 79%, renal survival; 96%). Infection was observed in 14 cases.
IVCY combined corticosteroids seemed to be effective for elderly-onset MPA patients, but careful

observation and prophylaxis for infection should be necessary.
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CAWS BV AMERETNVICBITA L M aE /D7) »(-IG) O MBS MR
B B, ARBIRE, ELSECGEEX - B - KEWE),
S, KBHOCGEREXR - X - £25).
M B KNRBIFE, 8RB (E LR - 05t

Candida albicans Water Soluble fractions(CAWS)FZEFE v 7 X BIIRA T FNVIZ BT 2 FHEIRE b-IG D
BT DWW TR Lo CS7TBL/6N ¥ & A (4 E il HE)DMPEIZ CAWS 4mg %1% S HREIEE L.
CAWS $£/i#% h-IG 2445 L, KR 28 HHICRELR T L ABRBIBMOR 7 v 7ERAZER, KBy
FeD AR BIARIC 31 2 LEDH I - T ORI DWW TH AR IZ LEBRET Ulso

RIGHBIC BT 2 HIRARBERIX 70%TH D . CAWS 58 3 H HD 5 5 HRAER T b-IG 5D
XNBESICHRAREIINH TN, MPO-ANCA SHRDORER % h-IG &5 T3 HEE O HEIHR
REEROETEH7. L L, hIG OBEIKERE CIXBRADHIZHREIEGE ORI o7z, KM
MEFHEREIT MPO-ANCA D EIHEICS EN D b-IG CETTAMAETR Uiz, b IG RS TMEXOD
FHEESEZLTMHT 22 LIXRETH M, bIC BNNBEA~OERENH T2 TEESH S,

The effect of human immunoglobulin (5-1G) in mice vasculitis model caused by CAWS

K.Takahashi, T. Okaraseki, S. Naoe, N. Miural, N. Ohno’, K. Murayamaz, A. Okawara®, K. Suzuki®

Department of Pathology, Ohashi Hospital, Toho University School of Medicine, Tokyo Japan
! Laboratory for Imunopharamacology of Microbial Products, School of Pharmacy, Tokyo University of Pharmacy
and Life Science, Tokyo, Japan
2 Department of Bioactive Molecules, National Institute of Infectious Diseases, Tokyo, Japan

The effect of h-IG administration in the development of mice vasculitis caused by CAWS was examined.
CAWS was injected into peritoneal cavity of the C57BL/6N mice for 5 consecutive days in the 1st week.
Mice were killed under anesthesia on 28th experimental day. Tissue specimens were fixed, embedded in
paraffin and H&E-stained sections were prepared using routine histological techniques. The incidence of
panarteritis in control group was 70%. Incidence of panarteritis was reduced by h-IG administration for 5
consecutive days from 3rd experimental day, concerning high dose MPO-ANCA, low dose MPO-ANCA and
conventional dose groups. The development of panarteritis was not inhibited by the single, large dose h-IG
administration. There was no obvious difference in histology between these groups. The number of
peripheral neutrophils decreased when administering h-IG containing high dose MPO-AN CA. Though h-1G
administration cannot prevent the development of vasculitis in this model, it is suggested that b-IG show a

inhibitory effect in progressing to panvasculitis.
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YUAMBERET IV
CAWS FHIME RO RKEE L RBERIND A—5 O

HRERARERER ARPHE KT (ochnonao@ps.toyaku.ac.jp)

FEMmEAICEAL, 2FLARNVTHEBEMEE L IBMEEHRBTICLEABTHS. AELE
Candida §I}Z5% mannan & E42 & T2 MY (CADS) 2 v A IHEIREAKR ST 70 ba—)
F FWTHN U IS #SRBEZE LWRRE SR L,C57BY6, C3H/HeN X & F6fE 7%t ,DBA/2, BALB/c,
CBAJ JERERFKLTHA L EBHLPIT L.

3% % 1T Candida £5385\ > 5 mannoprotein-[3-glucan Z ERD & T 5% CAWS 2R LEEF N
WBEALTER., RREZHEBLE 2T 5, AKR/N, A/, C3H/Hel, CBA/N, DBA/1, DBA/2, BALB/c ®
WTNOZRREICBWTLMBEANFEEL:. —F, CBAJ ZEMTtH-7=. I 5iZ, DBAR D%
SHIX CADS LERVEETHD, BEHOHEMBRTRETLE.

DBA2 YORBRAWTHEADNZ A= B LELZ A, NERIZEERERD 1/10 LUF
(250pg/mouse) THEREINZ Y, BIHERIERSETCRET I3 L, BAAOMMEZELIIRE
#EHS LEMBECHRESC L, JEREBEI S OERMYNTZI LDk,

DBA/2 =% Z O % in vitro TR L, CAWS THIET 2 &, HEMKENIC GM-CSF 26 U
IZIFNy 2L L=, ZOERIL C3H/MHeN TiZEEd s hikkdro/z. Fi, {2 %E GM-CSF Hfills
#FiZ CAWS CHIE T % &, IFNy, IL-6, TNFa 2 DY 1 P AA R2EERIEHRINE. Che0D
Ziib, DBA2 T2 R CAWS IZ/6E LT GM-CSF 24 LD 3 <, COMENEMIMEL %
FERTAILICEHMLTHWAUREMDNH S.

Model Mice for Coronary Arteritis-2
Strain specificity of CAWS-induced coronary arteritis

Naohito Ohno, Tokyo Univ. Pharm. Life Sci. ohnonao{@ps.toyaku.ac.jp

Intraperitoneal administration of CAWS (water-soluble extracellular polysaccharide fraction obtained
from the culture supernatant of Candida albicans) to mice induces coronary arteritis. We analyzed strain
specificity of the arteritis and AKR/N, A/J, C3H/He], CBA/N, DBA/1, DBA/2, BALB/c were found to be
sensitive. In contrast, CBA/J was resistant. The coronary arteritis of DBA/2 mice was the most serious,
with majority of mice expiring about 6 weeks from CAWS administration. Within the observation period,
hyperplasia started around 1 week and heart weight increased from 3 weeks from CAWS administration.

Stimulation of spleen cells of CAWS-administered DBA/2 mice by CAWS in vitro released significant
concentration of IFN-y and TNF-a. Stimulation of spleen cells of naive DBA/2 mice by CAWS in vitro
released GM-CSF, but other strains were not. In the presence of GM-CSF, spleen cells of DBA/2 mice
released significantly higher concentration of IFN-y, IL-6, and TNF-a, These facts strongly suggested that
CAWS induced GM-CSF productivity in DBA/2 mice would be a key property of severe coronary arteritis.
The CAWS induced coronary arteritis is a good tool for analyzing molecular mechanism and development of

new therapeutic strategy.
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ANCA BIZE B AT BRI RREABE AT TN SCG/Kj ¥ R i BT 2 iFh kGl & BEREELE
i+ Uiz BIRE Y

BREEF 1,2, RIFBAF 2, 8=3, B%REM 3. HEE 4 WEX—4, 401 KEHES,
BARME 2, MEFES
1R - BN, 2 EZBEEH - AWitE, 3BRARIK - \BEKE, 4 BRI, sAAHRK -5
"

[ H#9] SCG/Kj = v Rid Mfili MPO-ANCA [54% T 2 H R AR RERER T K & RAE U B RAEREE
OBWEFTNVE LTHEBEORINCHATHD Yo ThETHLIZ, AV UV LAMBUBRETIN
KBWTEEEEEAAERE2ETI B2 REC>EWMELTEE I, £0IL SCGKj TV 2%
AWTIERICBIT 2 LA GRERMFIC DWW TERE L. [Ai] SCG/Kj v XDFHBICBNWT
RIREAF RSN, 5T - L AKRE,. MPO HH, Tissue factor, 7 4 YU HBFLEBHI, K
FiF. I3 MPO-ANCA, #FdEk MPO e & OBEBIZOWTHRE Uiz, (BR] SCG/Kj vV 2D
TG, BARYCIXARREEMME QMBI Tissue factor DFEFLEL 7 4 7 ) Y UWEERD.
BADET L &b ICHFEHI S h 6 D B hite &5 IFRRENE - LAGHRERD, *
HEFRER D & O MPO IRHAED RIED ED b iz [ER] HFPEREMIIZ L D RREEHMMETL
FED B b Tissue factor OFELITTI EFWN TEEADET L, RRGBEERIMRT I L LI, K
—TUBERT 4 7Y D RERRETC, XBBERALERT 2 LHTRBRENE,

1) Ishida-Okawara et al.: Neutrophil contribution to the crescentic glomerulonephritis in SCG/Kj mice.
Nephrol Dial Transplant 19; 1708-1715, 2004
2) Ono et al.: Role of mesangial Factor V expression in the crescent formation in rat experimental

mesangioproliferative glomerulonephritis, J Pathol 204: 229-238, 2004

SCG/kj mice, a model of ANCA-associated crescentic glomerulonephritis, develop crescent formation

through neutrophil activation, tissue factor expression and fibrin precipitation

Toshiko Ito-Tharal,2, Akiko Ishida-Okawara2, Ning Liu3, Shunsuke Hiasa3, Kan Saiga4, Kyuich Nemoto4,
Toru Kital, Eri Muso5, Kazuo Suzuki2, and Takahiko Ono3
1 Department of Nephrology and Cardiovascular Medicine, Graduate School of Medicine, Kyoto University,

Kyoto. itoshi@kuhp.kyoto-u.ac.jp. 2 Department of Bioactive Molecules, National Institute of Infectious

Diseases, Tokyo. 3 Department of Clinical Pharmacology & Therapeutics, University of Shizuoka School of

Pharmaceutical Sciences, Shizuoka. 4 Nippon Kayaku CO. Ltd., Tokyo. 5 Division of Nephrology, Kitano
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Hospital, Tazuke Kofukai Foundation, Medical Research Institute, Osaka, Japan.

Background. SCG/Kj is a recombinant inbred mouse strain which spontaneously develops crescentic
glomerulonephritis (GN) with serum myeloperoxidase anti-neutrophil cytoplasmic antibody (MPO-ANCA)
and therefore have been proposed as an animal model for ANCA-associated crescentic GN. Here we
investigate mechanisms to develop crescent formation in SCG/Kj mice. Methods. Urinalysis, peutrophil
number in peripheral blood, plasma tumor necrosis factor-g, and MPO-ANCA of SCG/Kj mice (n=45) were
compared to those of the C57BL/6 mice (control, n=9). Immunohistological examination was performed with
rabbit antibody against rmMPO, goat anti-mouse fibrinogen antibody, and goat anti-mouse tissue factor
antibody. In SCG/Kj mice, spontaneous release of MPO and superoxide generation from peripheral
neutrophils were examined and compared with the following scores of renal histopathological findings: 1)
number of infiltrated neutrophils in glomeruli; 2) grading of glomerular necrosis; 3) grading of fibrin-related
antigen; and 4) grading of crescent formation. Results. SCG/Kj mice had significantly heavier proteinuria
with hematuria. SCG/Kj mice developed necrotic lesions in 100%, and crescent formation in 69% of mice
examined, while C57BL/6 mice showed neither. Tissue factor and fibrin were observed along glomerular
capillary loops in the initial phase of the disease. Then, MPO antigen, tissue factor, and fibrin were stained in
the necrotizing lesions of glomeruli. Finally, fibrin precipitation was observed in the Bowman’s cavity
together with cellular crescent formation. MPO release was positively correlated with the necrotizing score
(p<0.01). Superoxide generation, however, was negatively correlated with the necrotizing score (p<0.05),
suggesting that superoxide had already decreased when renal damage histopathologically established.
Conclusion. Inflammation and disruption of glomerular capillary vessels triggerd by activated neutrophils
lead to expression of tissue factor, and activation of coagulation pathway. Crescents may be formed through
fibrin precipitation, which was produced through activated coagulation pathway after the leakage of

fibrinogen into the Bowman's cavity from ruptured capillary.
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ANCA BB R OFH LW EBIHET )V Ok

BOBREE, BNMF. KIRBEF, UTEZ, SREE, dANE, ZHE
EmZFEXRNBMEAR, ERBIYENEREDEED R, BARRE,

[Hiy] ANCA LEZ2RTEABEREBRAOTYWET NV E LT MRLIpr/lpr, SCG/Kj ¥ 7 XM 5
nNTW3, BIMETNVIIMBEROREREA N =X LADORHCIHEREORBIZILEFINRTH 2. &
%% 413 bovine serum albumin(BSA)Z i\ 1/z ANCA BIE#EBREFT NV OWTHE Uk, [HE])
C57BL/6N ¥ 7 R 12 BSA(0.2mg) % 2 #BIT 4 RIERAKS L. £ D% BSA(SOmg/ke) % 6 BERMEH#%
5Lk, FHER, MMM, MPO-ANCA, G E2ZRIICEE L. [FR] BSA &5&. MM
FIZTHUME, FHERE LR L. REEIC TR, EERPEFE L. MPO-ANCA X 9 EHE LD
BEIT LR Lz, BHEGETR., FPRIBECEASERIA LN . BRICBII2FHRERAORE
EiX. MPO-ANCA fHiIOREH EHBICHBEDNH o=, [£5R] BSA 5%, MPO-ANCA O L5 &
HICRBY., RN, BREBI2RREECLEARERERD Iz, BSA TR DT ANCA
BERBRDETNICRDBILEZI LN,

A Novel Model Mouse of MPO-ANCA-Associated Glomerulonephritis with Increased Neutrophil
Contribution.

Wako Yumura®, Mitsuyo Itabashi®, Akiko Ishida-Okawara®, Junji Yamashita®, Yoshiaki Kaneshiro®, Hiroshi
Nihei', Kazuo Suzuki® _
"Department of Medicine, Kidney Center, Tokyo Women’s Medical University,
Tokyo, Japan, 2 Biodefense Laboratory, National Institute of Infectious Diseases, Tokyo, Japan
*Nihon Pharmaceutical Co. Ltd., Tokyo, Japan

Background. It have not been reported that mouse models for anti-neutrophil cytoplasmic antibody
(ANCA)-associated vasculitis showing correlation between myeloperoxidase (MPO)-ANCA in serum and
involvement of neutrophils in the development of vasculitis, though some reports of induction models. We
developed mice showing glomerulonephritis (GN) by induction with bovine serum albumin (BSA)
administration accompanied increase of neutrophils and platelets in the peripheral blood prior to elevation of
MPO-ANCA titer. Methods. Cresentic GN (CrGN) was induced by injection of BSA in BS7BL/6 mice.
Counts of peripheral blood, the plasma levels of MPO-ANCA and tumor necrosis factor-a (TNF-a), and
urinary analysis, as well as histologic evaluation of the kidneys such as glomerular neutrophil infiltration and
crescentic formation by standard light microscopic examination, immunofluorescence at regular intervals
during the course the disease were performed. Results. Neutrophils infiltration into the renal glomeruli 11
weeks after the first BSA injection and crescentic formation began at 10 weeks. Platelets and neutrophils
counts significantly increased. Protreinuria was observed at 5 weeks At 9 week MPO-ANCA promptly
increased, and TNF-a also increased at 11weeks. The infiltration of neutrophil confirmed with anti-MPO
antibody into glomeruli was observed from 8 weeks. The infiltration showed correlation MPO-ANCA titer
and proteinurea. Proteinura also significantly correlated with MPO-ANCA titer. Finally, the renal lesion with
crescentic formation was associated with increase of MPO-ANCA titer prior to its progression. Conclusions.
MPO-ANCA was detected in the mice after the secondary daily injection of BSA at 9 week afier the initial
injection causing increase of platelets and neutrophils. The profile of immune deposits in glomeruli
differed from that of the pauci-immune found in human ANCA associated vasculitis, marking not completely
representative for human ANCA-associated CrGN. These findings indicate that BSA induces activation of
peripheral blood by platelets-neutrophils interaction followed by the elevation of MPO-ANCA, resulting in
the development of CrGN in mice.
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Strategy of recombinant polyclonal immunoglobulin

ot 2 B 8A(FURUTANI, Masahiro), ¥ -F(TOGI, Akiko)
Bk T2 (SEKISUI CHEMICAL CO., L'TD.)
(E-mail: furutani002@sekisui.jp)

f¥ 707 ) v RKEEEFHLIVIG,; intravenous immunoglobulin)id ANCA(anti-neutro-
phil cytoplasmic antibody)H'Bd5- 3 2 JIEHK. MEBER. BROWEMICHNTH 2. LPLEHL, £
OREV EEADPRERBE COMBEREATEI AT/ DTV L ORBRBOTEETH %,
MPQ(myeroperoxidase) TS5 L7z MPO / w7 70 b O XL RNA £ D RT-PCRIZC X 5T VL
B VH {57 2108 L. overlap-PCR I & > T scFv (single chain FY)iifc F 2B Lz, T7 712 E
—H =02y bO—=NVTFTHRY 20— N scFv 2 KBEMREICER Lz A . BAKELTA
RENi=, BEE. scFv OMRNLRIBALHEEERGT LTS, —F. BEFEFHE(CHI-CH2-CH3)
BAFL v~0 > O—FETHD PPlase (peptidyl prolyl cis-trans isomerase) L DEAEHE L U TKE
HORETANES~SRETEETH o/, ProteinA EANVWETF 7 4 o547 0< b, BRESRET
OF7—¥iZ &% PPlase b S QMM KU 74 RO/ O MK o TH-ICERTE L BE,
IhS 22005 AL VICLZMBREFN D XOERMERT LTV D,

Synthetic IgG
Masahiro Furutani and Akiko Tohgi, Sekisui Co. Ltd., Kyoto

While IVIG (intravenous immunoglobulin) treatment is effective for ANCA (anti-neutrophil cytoplasmic
antibody)-associated Kawasaki disease, vasculitis, and glomerulonephritis, immunoglobulin from plasma has
the problems in safety, side effects, and stable supply. The development of recombinant polyclonal
immunoglobulin is pressing need

The VL and VH genes were amplified by RT-PCR from the spleen RNA of the MPO
(myeroperoxidase)-knockout mouse immunized with MPO. Single chain Fv (scFv) genes were synthesized
by the second overlap PCR. The polyclonal scFv antibodies were synthesized by T7 promoter system in E.
coli cytoplasm. The product was obtained as an inclusion body. Efficient purification of soluble polyclonal
scFv is under investigation. On the other hand, the heavy chain constant region (CH1-CH2-CH3) was
synthesized as the fusion form with one of molecular chaperones, peptidyl prolyl cis-trans isomerase
(PPIase) in the soluble fraction of E. coli cytoplasm. The CH1-CH2-CH3 was purified to homogeneity by
Protein A-affinity chromatography, liberation from PPlase by digestion with PreScission protease, and an
anion exchange chromatography. Now we try treatment of a mouse disease model of human vasculitis with

these two antibody domains.
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Development of a blood RNA diagnosis system for autoimmune diseases

Hiroshi Nojima
Department of Molecular Genetics, Research Institute for Microbial Diseases, Osaka University, 3-1

Yamadaoka, Suita, Osaka 565-0871, Japan. (snj-0212@biken.osaka-u.ac.jp)

To develop a novel blood RNA diagnosis system, we have established a novel cDNA subtraction technique
named “stepwise subtraction” that allows comprehensive isolation of almost all of the upregulated mRNA
species in the target cells (EMBO Rep. 3:367-372, 2002). Using this technique, we have isolated 305 mRNA
(cDNA) species whose expressions are dramatically enhanced in blood cells as compared 1o fibroblast cells,
and named them PREB genes (¢cDNAs) comprehensively after predominantly expressed in blood cells. We
found that about a half of the PREB genes are uncharacterized novel genes. Oligonucleotides (60 mer)
corresponding to these PREB genes were designed to prepare the ¢cDNA microarray that were used to
perform focused transcriptome analysis on the gene expressions of the blood cells obtained from the patients
afflicted with autoimmune diseases. Total RNAs isolated from 30 angiitis patients, 80 rbeumatoid arthritis
(RA) patients, 130 systemic lupus erythematodes‘ (SLE) patients, S0 idiopathic thrombocylopenia purpura
(ITP) patients, and 100 normal volunteers will enable us to identify the genes that show not only the disease
specific transcriptome patierns, but also the common expression patterns among these autoimmune diseases.

Moreover, we have comprehensively isolated the disecase specific mRNA (cDNA) species whose
expressions are extraordinarily augmented in blood (or bone marrow) cells of the patients as compared to
those of normal volunteers. Especially, we have isolated more than 100 genes that are specifically expressed
in the blood cells of MPA (microscopic Polyangiitis) ooatients. Interestingly, some of the genes are
repeatedly isolated in all of these autoimmune diseases. Using the real-time PCR method, we have conducted
quantitative analysis on the expression levels of some of these genes in each patient and examined their
relationships with the malignancy of the disease. By combination of these analyses, we aim to establish a

blood RNA diagnosis system for the autoimmune diseases.
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Malignancy in MPO-ANCA associated vasculitis

Miho Karube, Yoshihiro Arimura, Kimimasa Nakabayashi , Akira Yamada
First Department of Internal Medicine
Kyorin University School of Medicine, Tokyo, Japan,

arimuray@kyorin-u.ac.jp

OBJECTIVE:

The relationship between malignancy and myeloperoxidase(MPO)- antineutrophil cytoplasmic antibody
(ANCA)-associated vasculitis was investigated.

METHODS: A retrospective review of 89 consecutive patients with MPO-ANCA associated vasculitis
admitted to Kyorin University Hospital and affiliated hospitals was performed. The average age was 64.6
years old and male to female ratio was 1 to 1.4. The incidence of malignancy was compared with a normal
population in Japan. Also, the previous reported cases of ANCA associated vasculitis complicated with
malignancy in Japan were reviewed.

RESULTS: Six patients in 8 MPO-ANCA associated vasculitis (6.7%) had a diagnosis of malignancy, 3
had lung cancer, 1 had prostate cancer, 1 had colon cancer and 1 bad acute myeloid leukemia. The average
age of the patients with malignancy was 68.3 years old, male to female ratio was 2 to 1. The rate of
malignancy compared with an age-maiched control group was increased in patients with
MPO-ANCA-associated vasculitis. From 60 to 79 years old, standerdized incident rate ratio of malignacy for
males was 8.7 and for females was 3.8, Twenty one ANCA associated vasculitis patients with malignancy
were reported in Japan. Nineteen had MPO-ANCA or P-ANCA, 3 had PR3-ANCA or C-ANCA and 1 had
both P-ANCA and C-ANCA. The average age was 65.3 years old, male to female ratio was 6 to 1. Seven
patients (33%) had lung cancer, 6 (29%) had malignancy of the digestive tract, and 5 (24%) had hematologic
malignancy (2 had acute myeloid leukemia, 3 had malignant lymphoma). CONCLUSION: Patients with
MPO-ANCA-associated vasculitis have an increased risk of malignancy. Malignancy in

MPO-ANCA-associated vasculitis was dominantly male. Main malignancy was lung cancer.
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Study for the evidence of beneficial effect of IVIg therapy in MPO-ANCA related polyangiitis with

rapidly progressive glomerulonephritis in Japan

Eri Muso?, Toshiko Ito-Thara*? Kazuo Suzuki®, Hiroshi Hashimoto®* and the Study Group for the

Prospective Randomized Control Trial of IVIg in MPO-ANCA related RPGN

"Division of Nephrology , Kitano Hospital The Tazuke Kofukai Medical Research Institute, Osaka,
*Department of Nephrology, Cardiovascular Medicine, Graduate School of Medicine, Kyoto University,
Kyoto, 3De:partment of Bioactive Molecules, National Institute of Infectious Diseases, 4Department of
Clinical Immunology, Medical School of Juntendo University, Tokyo

MPO-ANCA BEHINE 41 4E 5 AT ERREBROBMICIE, X704 FRAVARELITORK
Bk, ENFROBAREDETENRL I EHEL, FOBEEFROBHEIXFTETHLO
O, BPEREOEHEIMDZ L TCEMTFHRB I QOL DBLRZELTILHURTH S,
NS OREBMERGIIC IVIgREZMHATIILICLD, BARORT DA FHRETHRT
ferirh, XLUHEBIVEGTPRORIFREMEER TS LY, RRAXTHEZ N, DXPEHTDH
SETEMAOBRENEINTEL, DHPEO I 2HEFAOREDE LH TR, REFLREFRIZMAR., b
FHED 6 »r ARET, BRPC X3 EMBIEREST L TVRY,

ARG D MPO-ANCA BIl G fT BLRIRAB RN T2 RFRHR 2R DT <, DHH
CBWCSHRLRATO RCT HEHHE N, EFEho205H 5. AHB TR, HL2HNED ANCA
BIM ARSI ERRAEBROSETO LN HICH > T IVIg R L D P EOETHEEREICET
FABMRMOAMHETHRREERRARNSORMELENA 34 YiZH> LiaR2 T LT
W, IVIgER. JEEABRT. BHREONERE, X7uq k., RETHAOEHE, BREDR
ERELZYEZTY KBSV M LTHEBRHZ21TS5. BRR IVIg OFHEOTEF 2 X ORELY
Bxhid,

MPO-ANCA related rapidly progressive glomerulonephritis (RPGN) often necessitated aggressive
immunosuppressive treatment using high dose corticostercid and cyclophosphamide(CYC) which sometimes
brings about severe side-effects such as systemic infection before its completion. IVIg has been utilized for
this disease not only to avoid such infection but to provide the immunomodulatory effect to suppress the
disease activity. Recent Japanese survey of 32 IVIg cases has revealed the favorable results both in renal and
life survival rate at 6 months after the therapy.

To establish the evidence of the effectiveness of this therapy for RPGN due to MPO-ANCA related
polyangiitis, prospective controlled study was planned with several endpoints such as amelioration of serum
creatinine, lower dose of immunosupressants, and incidence of infection.

Highly qualified evidence of beneficial effect of IVIg in this critical disease is expected.
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6-3

The Basic and Clinical Research Interface: Recent advance in autoimmunity

David Jayne
Vasculitis and lupus Clinic
Addenbrooke's Hospital
Cambridge, UK

The identification of molecular targets and monospecific therapeutic antibodies using recombinant
technology had provided new treatments and 2 new mechanism for exploring pathogenesis. Tumor necrosis
factor (TNF) is now known to be a critical cytokine in rheumatoid arthritis and anti-TNF agents have
confirmed its importance in vasculitis. Furthermore endothelial dysfunction, an important risk factor for
cardiovascular disease, caused by vascular inflammation can be normalised by TNF blockade thus opening
new opportunities for the prevention of vascular disease. Other specific interventions in autoimmunity,
including B cell depletion and blockade of CTLA4 have pointed to the roles of B cells and co-stimulatory

blockade in disease progression.

Despite the heterogeneous nature of autoimmune disease and the potential difficulties inherent in studying
the pattern of gene expression, recent clinical studies have demonstrated consistent messenger RNA (mRNA)
patterns, or signatures, that correspond with classical diagnoses. For example, in systemic lupus
erythematosus, activation of the gamma-interferon pathway and granulopoesis patterns correlate with active
disease. Improved methodology, based on leukocyte fractionation prior to mRNA extraction is likely to
improve the sensitivity of this technology. Areas of exploitation include revision of disecase classification,
prediction of therapeutic response and dissection of the therapeutic action of newer immune suppressive and

immunomodulatory drugs.
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