10:00 . Opening

1. Kazuo Suzuki (National Inst. of infect. Dis., Tokyo)
Needs of Synthetic Vig in the World

2. N. Uemura (Planning Director, Blood and Blood Product Divislon, Ministry of Health, Labour and
Welfare, Tokyo)

Japan’'s Blood Product Supply and Regulations

10: 20 ll. Epidemiology
Chalrs: Y. Inaba (Juntendo Univ. School of Med., Tokyo) and T. Yamazalki (Unlv. of Tokyo, Tokyo)
1. 8. Fujimoto and H. Nunoi (Miyazaki Univ. School of Med., Miyazaki)
Incidence of ANCA-assoclated Primary Renal Vasculitis in Miyazaki Prefecture:
The first population-based, retrospective Epidemiological survey in Japan
2. K. leeki (Dialysis Unit, University Hospital of The Ryukyus)
Incidence and prevalence of PVS in Okinawa, Japan
3. R. Watts (Norfolk & Norwich Univ. Ipswich, UK)
Epidemiology of Vasculitis - European studies
4. D. Scotl (Norfolk & Norwlch Unlv. Norwich, UK)
Epldemiology Studies in Systemic Vasculitis in Norfolk, UK

11: 40 1li. Vasculitis in Lung
Chairs: Y. Aizawa (Nilgata Univ. Gr. School of Med., Nilgata) and
A. Fukatsu (Kyoto Univ. Gr. School of Med., Kyoto)

1. T. Nozu (NIID, Tokyo Women's Medical University Univ.) and M. Kondo (Tokyo Women’s Univ., Tokyo)
Prevalence and clinical manifestation of pulmonary fibrosls In antineutrophil cytoplasimic
antibody-associated vasculitis

2. D. Jayne (Addenbrooke's Hospital, Cambridge Univ., UK)

Assoclation of ANCA vasculitis with pulmonary fibrosis and dementia

12: 20 Lunch

13: 00 IV. Therapy (Clinical Trial of IVlg for RPGN etc.)
Chairs: E. Muso (Kitano Hospital Medical Res. Inst., Osaka) and
T. Okazaki (Hiroshima City Hospital, Hiroshima)
1. E. Muso (Kitano Hospital Medlcal Res. Insi., Osaka) and Members of the Clinical Trial
Clinical Trial of Vig therapy in MPO-ANCA related microscopic polyanglitis (MPA) with rapidly
progressive glomerulonephritls (RPGN)
2. 7. Saji (Toho Univ. School of Med., Tokyo)
Reduction of Oxydant Stress by High-Dose Intravenous Immunoglobulin in Acute Stage Kawasakl
Disease- Evaluation of Serum Reactive Oxygen Species(ROS)
3. E. Imai (Osaka Unlv. Gr. School of Med., Osaka)
An ANCA associated nephritis induced by propyithiouracil
4. K. Yamagata (Tsukuba Univ. Gr. School of Med., Tsukuba)
Infectious complications In ANCA associated vesculitis; banefiis of high-dose intravenous
Immunoglobulin treatment
5. N. Tamura (Juntendo Unlv. School of Med., Tokyo)
Successful tfreatment of Wegener's granulomatosis with rituximab in fwo refractory cases
6. Y. Arimura (Kyorin Univ. School of Med., Tokyo)
Relatlonship between pulmonary fibrosle and alveolar hemorrhage In MPO-ANCA assoclated
vasculitis

14:35 Break



14: 50 V. Pathology, Clinical Research and Model Mice-1
Chairs: S. Naoe (Toho Unlv., Tokyo) and M. Nose (Ehime Univ. Med School, Ehime)
1. F. Ferrario (Milano Unlv. School of Med., Milano)
Morphologlecal features In ANCA-Assoclated vasculitis
2. K. Takahaghi (Toho Univ. School of Med., Ohashi Hospital, Tokyo)
The Effect of Synthetic Immunoglobulin (SylG) in Mice Vasculitls Model caused by CAWS
3. N. Ohno (Tekyo Unlv. Pharm., Tokyo)
Culture condition modulates active molety of CAWS, vasculltls inducer from C. alblcans
4. A-l. Okawara (Natlonal Inst. of Infect. Dis., Tokyo)
Actlvation of neutrophils in the initlal step of arteritis Induction by CAWS
8. T. lto-ihara (Kyoto Univ. Gr. School of Med., Kyoto) and K. Uno (Kyoto Lous-Pateur Medical Institute, Kyoto)
Clrculating Levels of IL-12, 23 and IL-18 in Patlents with MPO-ANCA-assoclated Vasculitis

16: 20 Vi. Pathology, Clinical Research and Model Mice-2
Chalrs: N. Ohno (Tokyo Unlv. Pharm., Tokyo) and K. Uno (Kyoto Lous-Pateur Medical Instituts, Kyoto)
6. T. Ono (Unkersity of Shizuocka., Shizuoka)
The relationship between renal lesions and lung vascular leslons In SCG/K] mice as a model of
ANCA-assoclated crescentic glomerulonephritis
7. W. Yumura (Tokyo Women’s Medical University, Tokyo)
A Novel Mouse Model for MPO-ANCA-Assoclated Glomerulonephritis — Analysis of Pathogenesis
8. S. Kobayashi (Juntendo Koshlgaya Hospital, Saltama)
Effect of immune complexes In serum from patients with rheumatold vasculitis on the expression of
coll adhesion molecules on polymorphonuclear cells.
9. K. Yamamoto and A. Hoshino (iMCJ, Research Institute, Tokyo)
Usage of Quantum dots for the evaluation of vasculitis
10. Y. Yamanishi (Hiroshima City Hospital, Hiroshima)
Usefulness of nMPO-ANCA In diagnosing and treating vasculitls - discrepancy between MPO-ANCA
and nMPO-ANCA-
11. Y. Aratani (Yokohama City Univ. Kihara Biol. Inst., Yokohama)
Role of Neutrophil-derived ROS for the Ultraviolet-induced Skin Inflammation

17: 50 Vi, Synthetic [Vig and Pharmacogenetics-Specific Genes
Chairs: Y. Kameoka (NIID, Tokyo) and Y. Aratani (Yokohama City Unlv. Klhara Biol. Inst., Yokohama)
1. M. Furutani (Sekisul Chemicals, Kyoto)
Synthetic polyelonal immunoglobulin
2. H. Nojima (Osaka Unliv., Osaka)
Comprehensive Isolation of the genes that are spscifically expressed In the blood cells of angiitis
patlents

18: 30 Closing Remarks Yoshiyuki Niho (Chihaya Hospital, Fukuoka)

18:45 Reception at Cafeteria
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Immunomodulatory therapy for vasculitis with synthetic IVIG based
on global request

Kazuo Suzuki, National Inst. of Infectious Diseases, Tokyo

High dose intravenous immunoglobulin (IVIg) treatemnthas been ferformed as a standard therapy
for Kawasaki disease. On the other hand, for other vasculitis rapid progressive
glomerulonephritis (RPGN) classified to MPO-ANCA associated vasculitis, IVIg treatment
improves the outcome of this highly life-threatening disease in Europe and Japan. in addition to
any therapeutic trials for have been performed. One of potential mechanisms may be the
suppression of the presentation of MPO to stimulated neutrophils, although there are many
potential mechanisms underlying the beneficial effect of IVIg, The favorable outcome of the IVIg
for MPO-ANCA related RPGN in Japan and the partial elucidation of the mechanism of action has
been reported (Ito-Thara et al., Nephron Clin Pract. 102:c35-c42, 2005), and randomized clinical
trial for the disease is in progress. For safety, we have to develop a synthetic IgG for the therapy
using a novel techniques.

In this symposium, we will discuss about Clinical treatment, Model animals, Gene technology

for evaluation and synthesis of IgG, Clinical trials and Epidemiology in the global communications.
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Japan's Blood Product Supply and Regulations

Nobuo Uemura
Blood and Blood Product Division, Ministry of Health, Labour and Welfare, Tokyo

O History of Blood Program
1964 : Cabinet decision on promotion of voluntary, unpaid donation
2002 : The Law on Securing Stable Supply of Safe Blood Products & Pharmaceutical
Affairs Law (Revised)
O Legal Framework on Quality and Safety
1) The Law on Securing Stable Supply of Safe Blood Products
Policy , Plan (Donation Promotion , Demand and Supply) etc.
2) Pharmaceutical Affairs Law
License , Approval , GMP , Labeling , Record , Monitoring etc.
O Basic Principles
1) Safety 2) Stable Supply 3) Appropriate Use 4) Transparency
O Blood Service System in Japan
Japan Red Cross , Private Manufacturers and Importers
O Local Production of Blood Products
1974 ~ : All Blood Transfusion Products
1994 ~ : Coagulation Factor Vil products (Plasma Derived)
2004 : Immuno-globulin : 88% Albumin : 50%
O Decrease of Donors among Young Generations
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Incidence of ANCA-associated primary renal vasculitis in Miyazaki
Prefecture: The first population-based, retrospective epidemiological
survey in Japan

Fujimoto S, Uezono S, Hisanaga S, Fukudome K, Kobayashi S,
Suzuki K, Hashimoto H, Nunoi H.
Miyazaki Univ. School of Med., Miyazaki

Background: Clinicoepidemiological manifestations of the vasculitides geographically differ.
According to a hospital-based nationwide survey, the prevalence of microscopic angiitis (MPA)
and/or renal limited vasculitis (RLV) in Japan is much higher than that of Wegener's granulomatosis
(WG). However, little is known about the incidence of ANCA-associated primary renal vasculitis
(PRV) in Japan. Methods: The incidence of PRV was retrospectively determined by a
population-based method in Miyazaki Prefecture, Japan between 2000 and 2004. We defined PRV
according to the following criteria by the European Systemic Vasculitis Study Group: 1) new
patients with WG, MPA, Churg-Strauss syndrome (CSS) or RLV, 2) renal involvement atiributable
to active vasculitis and 3) ANCA considered positive if the disease was not histologically confirmed.
Results: The numbers of patients with PRV in the years 2000, 2001, 2002, 2003 and 2004 were 9, 9,
9, 16, and 13, respectively. The male to female ratio was 24:32 and the average age was 70.4%10.9
(mean*SD) years. The estimated annual incidence of PRV was 14.8 (95% C.1. 10.8 =8.9) and 44.8
(95% C.I. 33.2 =56.3) per million adults (2 15 years old) and seniors (2 65 years old), respectively.
Ninety-one percent of the patients were MPO-ANCA positive, but none were positive for
PR3-ANCA. There were no WG/CSS patients. Conclusion: The incidence of PRV did not differ
between Japan and European countries, but WG was not widespread in Japan. Furthermore, the ratio
of serum MPO/PR-3 ANCA among Japanese patients with PRV was much higher than that found

among European and American patients.
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Incidence and Prevalence of PVS in Okinawa, Japan

Kunitoshi Iseki
Dialysis Unit, University Hospital of The Ryukyus

We are investigating the prevalence and incidence of primary vasculitis syndrome (PVS) in Okinawa,
Japan. The target area is the central-southern part of the main island of Okinawa, where the adult
population is about 780,000. There are 16 hospitals and 9 clinics, where they might treat such
patients. All of them have dialysis facilities. We are also asking to report the total number of samples
sent to the laboratory such as PR3 ANCA and MPO ANCA.

In 2005, January to June, the prevalent (incident) number of patient with MPO ANCA was 24 (7),
and that of PR3 ANCA was 5 (0). According to the three main hospitals, the number of samples sent
to the laboratory has increase from 2000 to 2004. The total number of sample was 522 for MPO
ANCA and 264 for PR3 ANCA in 2004. There are cases in which the test are positive, but have

slight or no clinical symptoms.
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Epidemiology of Vasculitis — European and UK Studies

David G I Scott and Richard Watts
Norfolk and Norwich University Hospital, Ipswich Hospital,
Department of Medicine, University of East Anglia

Data, particularly from Europe, suggests that differences reported on the frequency of the primary
systemic vasculitides (PSV) — Wegener’s Granulomatosis (WG) and microscopic polyangiitis
(MPA) may be linked to latitude with WG more common in Northern Europe and MPA more
common in Southern Europe but similar overall incidences of the combined diseases (including
Churg-Strauss syndrome as well as WG and MPA) of 1510 20 new cases per million pdpulation
per year.  InJapan MPA appears to be much more common than WG although any relationship to
latitude is unknown. Differences appear to exist between the associations of the PSV with ANCA
where renal vasculitis is almost exclusively associated with MPO ANCA in Japan whereas in
Europe there is a slightly stronger association with PR3 ANCA than with MPO ANCA.

One explanation for some of these geographical findings may be the different use of classification
systems to define the different diseases (PSV). We therefore as part of a European initiative and
in conjunction with the Furopean Medicines Evaluation Agency (EMEA) and with colleagues from
6 different European countries have developed an algorithm, designed purely for epidemiological
purposes, to address this issue using the ACR classification criteria and the Chapel Hill Consensus
definitions, together with some surrogale markers. Our preliminary resulis suggest that this
system is useful, reproducible and relatively easy to use for clinical and paper cases of PSV and
is being evaluated for future European epidemiological studies.

In Norfolk, UK we have used this system to review our own cases of PSV over the past 15 years
and compared changes in PSV epidemiology with that of systemic rheumatoid vasculitis over the
same time period. In contrast to SRV which has declired in incidence quite significantly over the
last 15 years (falling from 10/million/year to 3/million/year), the incidence of the PSV has
remained relatively stable with an overall incidence of 20/million/year (?similar to some data from

Japan) with WG still more common (10/million/year) than MPA (6/million/year).
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Prevalence and clinical manufestation of pulmonary fibrosis in
antineutrophil cytoplasmic antibody-associated vasculitis

Tomoko Nozu'?, Mitsuko Kondo®, Kazue Suzuki?, and Atushi Nagai
"Tokyo Women’s Medical University, *National Institute of Infectious Diseases

[Objective] Some cases of patients with alveolar haemorrhage, bronchiolitis obliterans
organizing pneumonia, diffuse panbronchiolitis, bronchiolitis, diffuse alveolar damage
and pleuritis have been reported to show anti-neutrophil cytoplasmic antibody (ANCA)
in the sera, indicating ANCA-associated pulmonary diseases. However, the association
of these diseases with pulmonary fibrosis (PF) has not been well documented. The aim
of this study is to present the clinical manifestations of PF associated with ANCA in
serum. [Methods] ANCA titer of sera of 42 patients with PF, who admitted to our
respiratory division during the period 2000 through to 2005, was examined. The clinical
features, blood test, chest CT scan images, pulmonary function test, pathological
findings were evaluated. [Results and Discussion] Among the 42 patients, sera of 7
patients (16.7%) showed MPO-ANCA positive, and 4 patients (9.5%) PR3-ANCA positive.
Patients with MPO-ANCA positive were shown tendency to high level in AaDO2 and
CRP, and low level in %DLCO, indicating association with respiratory dysfunction. In
addition, pulmonary dysfunction in patients with ANCA-positive PF (73%).was
observed prior to renal dysfunction, suggesting that pulmonary vasculitis may occur
prior to renal vasculitis.
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Association of ANCA Vasculitis with pulmonary fibrosis and dementia

David Jayne
Consultant in Nephrology and Vasculitis
Renal Unit, Addenbrooke’s Hospital
Cambridge, UK

Abstract

The lung is involved in over 60% of patients with ANCA associated systemic vasculitis and several
patterns of lung Vasculitis are recognised. The presence of chronic lung diseases, such as cystic
fibrosis and bronchiectasis, and occupational exposure to silica is associated with an increased risk
of ANCA Vasculitis. It has recently been observed that there is an association between pulmonary
fibrosing syndromes, such as usual interstitial pneumonitis, and ANCA Vasculitis. These patients are
typically MPO-ANCA positive but it is unclear to what extent MPO-ANCA contributes to the
pathogenesis of the pulmonary fibrosis. Clinical involvement of the central nervous system is rare in
ANCA associated Vasculitis but radiological abnormalities are frequently found of uncertain
significance. The recent observation of the co-occurrence of ANCA Vasculitis and dementia raises
the possibility that clinically significant central nervous system involvement is more frequent than
previously recognised and this merits further study. The different patterns of Vasculitis between
individuals and ethnic groups remain a challenge for investigators to explain and awaits improved

understanding of the genetic susceptibility to Vasculitis.
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Clinical Traial for IVIg therapy in MPO-ANCA related microscopic
polyangiitis (MIPPA) with rapidly progressive
glomerulonephritis(RPGN).

bivhiid MPO-ANCA B DOBEIEER 2L 36 L& K (MPANIZHEY SRHETTALRBRIF B £ 0
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3. BAFREFRICNA . IBEEBEO64 H R T, BRI AEMBITRE SN TN LA
Binkiporr,
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Clinical Traial for IVIg therapy in MPO-ANCA related microscopic
polyangiitis (MIPA) with rapidly progressive
glomerulonephritis(RPGN).

Eri Muso®, Toshiko Ito-Thara'? Kazuko Uno®, Tsunataro Kishida®,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, *Luis Pasteur Center for Medical
Research 4Department of Bioactive Molecules, National Institute of Infectious Diseascs,
> Department of Clinical Immunology, Medical School of Juntendo University, Tokyo

Recently we experienced the favorable results of IVIg monotherapy for 15 MPO-ANCA positive
RPGN patients in MPA showing rapid decrease of CRP, WBC, Cr, and BVAS in association with
down regulation of the serum inflammatory cytokines especially of TNF « . In addition, the survey
of IVIg therapy has proved its efficacy for 30 MPO-ANCA related RPGN patients (male 17, female
13 average age with 68+ 11.8) revealed high renal survival rate and no fatal infection at 6 months
after IVIg treaiment.

To establish the evidence of the effectiveness of this therapy for RPGN due to MPO-ANCA positive
MPA, a double-blind, multi-center, randomaized controlled trials (RCT5) was planned. Enrollement
was started in August 2005. Considering the severity of the disease, the grade of the diasese severity
of the enrolled patients was restricted to relatively low. In addition, to avoid the progression of renal
dysfunction during the infusion of IVIg or placebo, concomitant start of steroid therapy was
obligated. The study course of starting two cases showed the promissing process of this nationwide

trial..
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Reduction of Oxydant Stress by High-Dose Intravenous
Immunoglobulin in Acute Stage Kawasaki Disease - Evaluation of
Serum Reactive Oxygen Species(ROS)

Saji T, Takatsuki S, Okamatsu C, Shimada H, Nakayama T, Matsuura H.
Department of Pediatrics, Toho University, Medical Center, Omori Hospital, Tokyo, Japan.

Introduction: Kawasaki Disease is characterized as a mid-sized systemic arteritis complicating
well-known coronary arterial aneurysms. High-dose(1~2g/kg/day) intravenous
immunoglobulin(IVIG) has been used since 1990’s to suppress the polyclonally activated immune
responces in aKD. We’ve reported that the increased urinary 8-isoprostane, which is a stable
oxidant stress product in urine, is significantly reduced by IVIG. This time, we examined the serum
reactive oxygen species (ROS) , including super anion radicas, hydrogen peroxide, hydroadical,
materials for OS, (@ before, 3days and 7days after IVIG in patients with aKD.

Patients: alKD: n=10,M6:F4, age:3m-3y, Control: n=19, M8:F11, age 6m-4y

Method: Total ROS assay System

Rseults: aKD—before IVIG: 284 £ 57(unit) vs Controls : 19053 (p<0.05)

before IVIG vs 3 days after IVIG: 24049( p<0.0004), 7 days after IVIG :226 1 66(p<0.05).
Significanty correlation between ROS and brain natriuretic peptide (BNP) which is a sensitive serum
myocardial biomarker was demonstrated(k=0.74,p<0.02),

Conclusion: IVIG  can reduce oxygen stress and reactive oxygen species.



An ANCA associated nephritis induced by propylthiouracil

FEG] 47 ottt 39 LV KRB IEARIE S Ps.aeruginosa DRFFERAYLIZ T Y BTIZ@bL, 435k
B LY BOR IR BE U JE & S 72 L thiamazole 30 mg/day B L-0, BB O~ 8
propylthiouracil(PTU) 300 mg/day \ZZEE L7z, 47 b, BBV HOPUEFNER L To0 M EET
FER 2 NEHE CHRE H 232 W&, MEREIZ T MPO-ANCA1820EU, PR-3ANCA106EU
LEETHY, PTU (LR D FEFIFE T ANCA BEB REZRIENT,

RRBRTFIIEIZ LSRR TIER 1 RS MPO-ANCA 1 400BU LEfiChHE b Bl
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Uz, AYEBNT R U CRE IVIG (400mg/Kg/day*5day) I B &fEE, 7L F=ur UL RRER
FEATL. EHIZ CRP Ffat kL., AR AIZHD Ps.aeruginosa b TLR=VBEBDLZ W1 4
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An ANCA associated nephrifis induced by propylthiouracil

Yasuyuki Nagasawa, Harumi Kitamura, Hirotugu Iwatani,
Takahito Ito and Enyu Imai
Dapartment of Nephrology, Osaka University Graduate School of Medicine

Case 47 years female. She had been suffering from bronchiectasis and continuous infection of
Ps.aeruginosa from her age of 39 and she came to our hospital. From 43 years old, she was suffered
from hyperthyroidism and thiamazole 30 mg/day was administrated, but drug rush made the drug
changed to propylthiouracil (PTU) 300 mg/day. At the age of 47, she had fever and administration of
antibiotics had no effect, and she was hospitalized to our hospital. Bronchfiberscope revealed
alveolar hemorrhage. In blood analysis, MPO-ANCA was 1820EU, PR3-ANCA was 106EU, so the
patient was diagnosed as ANCA associated nephritis induced by propylthiouracil. Our hospital has
her frozen serum because of her hyperthyroidism. We checked previous ANCA activity, and 1 year
before her fever and alveolar hemorrbage, MPO-ANCA was already 400EU, but PR-3ANCA was
negative, and just before her hospitalization, PR-3ANCA was 15EU and after her fever PR-3ANCA
was 106EU. We administrated intravenous immunoglobulin  administration (IVIG)

(400mg/Kg/day*Sday) and steroid pulse therapy. Her CRP became negative immediately, and
during first one month when she took large amount of steroid Ps.aeruginosa did not go worse. After
one month when the anti-biotic effect of IVIG became weak, we had to administrate antibiotics drug
to her Ps.acruginosa. IVIG might be effective both for treatment of ANCA nephritis and for

prevention of infection.
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Infectious complications in ANCA associated vesculitis; benefits of
high-dose intravenous immunoglobulin treatment.

DOHE D ANCA BIE M & R OFFHEREL T, FEEhE O MPO-ANCA B fi 8 4 0 LR AR T
BN ENRHIT N5, MPO-ANCA BEE Il & ROBHEE L T, BKIZZ W PR3-ANCA BIE M
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LB 77.5% CTH-> 7200 1999-2001 4E 80.4%. 2002 ZELLKE: 86.0% L . IT4EAR THRDOELNH
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Infectious complications in ANCA associated vesculitis; benefits of
high-dose intravenous immunoglobulin treatmemnt.

Yamagata K, Hagiwara M, Arakawa Y, Ohteki T, Kaneko S, Shimizu Y, Yoh K.
Hirayama K, Koyama A
Department of Nephrology, Institute of Clinical Medicine, Graduate School of
Comprehensive Human Sciences, University of Tsukuba, and Ibaraki Prefectural
University of Health Sciences

Patients with MPO-ANCA associated vasculits are older, and have more chronic and sclerotic
lesions than patients with PR3-ANCA associated vasculitis. Recent advances of therapeutic methods
for MPO-ANCA associated vasculits resulted in a significant improvement of prognosis of these
patients in Japan. From a nation-wide survey for RPGN in Japan, six months survival rate of
MPO-ANCA associated vasculits before 1998, 1999 to 2001, and after 2002 were 77.5%, 80.4% and
86.0% respectively. Fifty percent of the patients died due to infectious complications before 1998,
however, 63.6% of the patients still died due to infectious complications even after 2002. Although
principal treatment methods for ANCA associated vasculits are immunosuppressive drugs such as
steroid or cyclophosphamide, high-dose intravenous immunoglobulin or apheresis are considered
treatment options for avoiding opportunistic infections. We will show our experiences for high-dose
intravenous immunoglobulin or apheresis in relapsing cases of MPO-ANCA associated vasculits,
and discuss indications and effects of these treatment methods.



Rituximab 238 % THo 7= B8 Wegener P ZFIESE D 2 fE A

HNEA
N K 5 R U AR

Rituximab 1252 B #lE R FRIENE R Cho 7= BEEME Wegener B SEIEE O 2 EFIZHE T3,
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BT EEAMED Wegener PIZENEE (25 L THRIRIGRIEE S 2 bV,

Successful treatment of Wegener’s granulomatosis with rituximab in
two refractory cases

Naoto Tamura
Department of Rheumatology, Juntendo University School of Medicine

The first patient was a 14 year old girl with Wegener’s granulomatosis began at the age of 10. She
had headache, visual loss, cough, hemoptysis and short bless due to orbital and bronchial
involvement, and ber disease had not been responded to immunosuppressive therapy, including
steroid and cyclophosphamide. We started rituximab, 375 mg/mm2/week, and treated totally 4 times.
After the treatment, MRI showed diminishment of orbital granuloma, and bronchoscopy showed
improvement of bronchial erosions. BVAS was decreased from 13 to 5. The second case was a 35
year old woman who had ophthalmalgia and exophthalmos of right eye due to orbital granuloma
accompanied with refractory hypertrophic pachymeningitis. We treated her with rituximab. The
ophthalmalgia disappeared with diminishment of orbital granuloma, and pachymeningitis also
improved. In both cases, PR3-ANCA, which was negative measured by direct ELISA method, raised
when measured with capture ELISA method, and decreased concomitantly with clinical
improvement. B cell depletion therapy by rituximab is effective even in refractory Wegener’s

granulomatosis.
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FEATHID 8 HI(50%). Bt fn 56T B 5H1(31%). FIRFREIEFI A 3BI(19%) Tholz, 4) FET-F
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Relationship between pulmonary fibrosis and alveolar hemorrhage in
MPO-ANCA associated vasculitis

Yoshihiro Arimura, Noriko Ikegaya, Ken Yoshihara,
Kimimasa Nakabayashi , Akira Yamada
First Department of Internal Medicine
Kyorin University School of Medicine, Tokyo, Japan,
arimuray@kyorin-u.ac.jp

OBJECTIVE: We investigate the clinical characteristics of PF and relationship between PF and
alveolar hemorrhage (AH) in MPO-ANCA associated vasculitis (MPO-ANCA AV). METHODS:
91 patients with MPO-ANCA AV (39 patients Male, 52 Female , Average age 64.6 ). 78 had MPA,
10 had CSS, 3 had WG. These patients were classified into 3 groups, FP without AH (A Group), AH
without PF (B Group), PH with AH (C Group) and clinical characteritics in each group were
investigated. RESULTS: 1) The prevalence of each group was 48% in Group A, 17% in Group B
and 28% in Group C. 2) Serum creatinine level in Group A was the lowest among these groups
(Group A; 3.3mg/dl, Group B; 5.6 mg/dl, Group C; 4.5 mg/dl). No significant difference was
detected in  ages, MPO-ANCA titer and CRP level. 3) In Group C, PF was detected firstly in 8
cases (50%) , AH was detected firstly in 5 cases (31%), PF and AH were detected simultaneously in
3 cases (19%). 4) Mortality was 26% in Group A, 20% in Group B, 50% in Group C. 5) Histological
examination showed not only PH but also AH in one patient with PH without AH by clinical
examination. CONCLUSION: Tt is suggested that MPO-ANCA positive patients with PF is the
high risk group for AH and alveolar capillaritis might have an important role in the pathogenesis of
PE.
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Morphological Features in ANCA-Associated Vasculitis

Franco Ferrario
Renal Immunopathology Center
S. Carlo Borromeo Hospital — Milan, Italy

The current classifications of renal vasculitis is based on a mixture of histological, clinical, and, more recently,
immunological features.

Since the first description and also in more recent attempts at classification, the morphological approach to
differentiating different forms of vasculitis is mainly based on the type and size of the vessels involved. In fact, the
frequency of histologically identifiable arteritis in renal specimens is relatively low, ranging from about 10% to 30%.

The presence of necrotizing glomerulonephritis in the majority of patients influenced many authors to consider the
involvement of vessels smaller than arteries, especially glomerular capillaries (capillaritis), as an expression of repal
vasculitis. A recent Chapel Hill consensus conference on nomenclature of systemic vasculitides concluded that the
presence or absence of necrosis in glomerular capillaries, or involvement of capillaries at other sites, should be the
differentiating characteristic for polyarteritis nodosa and microscopic polyarteritis.

The discovery of antineutrophil cytoplasmic antibody (ANCA) and their prevalent association with necrotizing
glomerulonephritis allowed a more precise classification of these disorders, and the term “ANCA-associated renal
vasculitis” 1s now widely accepted. Wegener’s granulomatosis, microscopic polyarteritis, and glomerulonephritis
should be considered as a single pathological condition with different organ involvement. Two major glomerular
lesions are characteristic of ANCA-associated renal vasculitis: necrosis of the tufts and extracapillary proliferation,
with wide variability in intensity and degree. Necrosis can be the only lesion present, and is probably an expression
of an early phase of the disease. In about one-third of cases, the picture is characterized by typical focal and
segmental necrotizing extracapillary glomerulonephritis. Massive tuft pecrosis with diffuse, non-homogencous
circumferential crescents can also be observed. Mesangial proliferation, mesangial mafrix expansion, and
endocapillary infiltration are usvally mild, and undamaged glomeruli and non-necrotic parts of the glomerular tuft
often appear to be normal.

Interstitial leucocyte infiltrates are another important feature of renal vasculitis, and their intensity and extent usually
correlate with the severity of the glomerular lesions. The infiltrates are mainly composed of T lymphocytes and
monocytes. The leucocyte infiltration is sometimes infense, with periglomerular accentuation and concomitant
rupture of Bowman’s capsule, making it difficult to distinguish between glomerular and interstitial lesions.

In some cases, there is a granuloma-like reaction around recognizable glomeruli, characterized by total destruction of
glomeruli with circumferential accumulation of  epitheloid cells and sometime gjant cells.

The granulomatous reaction around glomeruli is not specific for Wegener’s granulomatosis and was also seen in
17% of cases of microscopic polyarteritis and 7% of the renal-limited variant in our experience of 231 cases.

Tubular alterations and interstitial fibro-oederna are frequent features in all renal vasculitides and usually correlate
with the intensity of glomerular alterations.

The absence or the presence of only a few scatiered glomerular immune depositions is described by the majority of
authors as typical of ANCA-assoctated renal vasculitis, and the term ““pauci-immune” necrotizing glomerulonephritis
is now widely accepted. Nevertheless, other authors have described an immunohistological picture characterized
by the presence of mesangial or parietal deposits and, in our experience, about two-thirds of patients with renal
vasculitis have variable degrees of mesangial/parietal deposits of immunoglobulin and complement. By contrast,
fibrin is always present in  active renal vasculitis, with variable deposition in glomerular tufis and crescents.

Most authors agree that the prognosis of renal vasculitis has improved during the past decade, probably due to earlier
diagnosis and therapeutic intervention, and the use of more aggressive treatment.

Resolution of active lesions after early treatment is widely recognized and in our experience of repeat biopsies, the
total disappearance of necrotizing lesions and interstitial infiltrates is impressive. Therefore, we agree with many
authors that renal biopsy  provides important information about the activity of renal vasculitis and is crucial for the
therapewtic mapagement of patients with these diseases.
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The effect of synthetic immunoglobulin (SyIG) in mice vasculitis model
caused by CAWS

K. Takahashi®, T. Oharaseki’, H. Yamada®, N. Miara?, N. Ohno?, K. Murayama®®,
A. T. Nozu’, M. Matsumura’, A. Okawara’, K. Suzulki’, T. Arai®, Y. Aratani®
"Toho Univ., zT‘okyo Univ. of Pharmacy and Life Science, *National Inst. of Infect.,
“Tokyo Univ. of Science, *Yokohama City Univ.

The effect of SyIG administration in the development of mice vasculitis caused by CAWS was
examined. CAWS were injected into peritoneal cavity of the CS7TBL/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 approx. 80%. Incidence of panarteritis
was reduced by SyIG administration for 5 consecutive days from 3rd experimental day. The degree
of inhibitory effect by SyIG administration was similar to when human IG was administered in this

vasculitis mice model.
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Culture condition modulates active moiety of CAWS, vasculitis inducer
from C. albicarns

N. Ohno', NN.Miura', K. Ishibashi, H. Shinohara', Y. Adachi’,
K. Takahashi?, T.Oharaseki’, S. Naoe?, A. Okawara’, K. Suzaki’,
"Tokyo U. Pharm. Life Sci, *Toho U. Scl. Med, *NIID

CAWS is a water-soluble extracellular mannoprotein-beta-glucan complex obtained from the culture
supernatant of Candida albicans, which grows in a chemically defined medium. CAWS induced toxic reactions,
such as acute anaphylactoid reaction, by intravenous administration and coronary arteritis by intraperitoneal
administration. To clarify the structure respounsible for these toxic reactions, C. albicans was cultured in pH- and
temperature-controlled conditions and prepared with CAWS with or without the $1,2-linked mannosyl
segment (BM). The structure of CAWS was assessed by immunochemical and spectroscopic methodologes,
and we found that CAWS prepared under the natural culture conditions contained only small amounts of BM
and CAWS prepared at neutral conditions at 27 °C contained a significantly higher percentage of BM. Both the
acute lethal toxicity and coronary arteritis induction was significantly more severe in the absence of BM.
Activation of a complement pathway, the lectin pathway, by CAWS was significantly stronger in the absence of
BM. These facts strongly suggest that BM linkages in CAWS negatively modulate acute and chronic toxicity of
CAWS, and may be strongly related to the lectin pathway of the complement activation.
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Activation of neutrophils in the initial step of arteritis induction by CAWS

A. Ishida-Olawara', N.Nagi-Miura™, T, Oharaseld™, K. Takahashi’, A. Okimura’, H Tachikawa, S.
Kashiwamura®, . Okamura®, N. Olno’, . A. Ward’, and K, Suzuld"
1Dept. of Bioactive Molecules, National Institute of Infectious Diseases, Tokyo, Japan, 2Laboratory of
Immunopharmacology of Microbial Products, School of Pharmacy, Tokyo University of Pharmacy and Life Science,
Tokyo, *Department of Pathology, Ohashi Hospital, Toho University School of Medicine, Tokyo, 4Dept. of Physiology,
Hyogo College of Medicine, Hyogo, *Dept. of Pathol., University of Michigan Medical School, USA
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Activation of neutrophils in the initial step of arteritis induction by CAWS

A, Ishida-Olaawara, N .Nagi-Miuwra, T. Oharaseld, K. Taleahashi, A. Olommura, H. Tachikawa, S.
Kashiwamura, H. Olkamura, N. Obno, P. A. Ward, and I, Suzuld

[Introduction] CAWS, C. albicans water-soluble mannoprotein-§-glucan complex, which is released info cultured
medium, bas various biological activities. We bave established a mouse model which shows the symptoms
of arteritis with MPO-ANCA production by consecutive injections to a mouse. In this study, we examined about
neutrophil activation in short time after CAWS injection. [ Materials and Methods] CAWS solution was
intraperitonealy injected into a mouse. Then the mouse was sacrificed, blood profile and peutrophil function were
analyzed after 10 min to 16 hours. At the same time, levels of complement 3, inflammatory cytokines, chemokine
and ICAM-1 in plasma were measured. Furthermore, message of ICAM-1 as a marker of lesion of endothelial cell
of artery was also examined. [Results] The number of peripheral leukocytes increased immediately after CAWS
injection, especially, neutrophil remarkably increased. In addition, neutrophil sensitivity to stimuli was enhanced.
Moreover, complement 3, was significanfly decreased and proinflammatory cytokines, IL-1f, IL-6 and IL-10,
G-CSE MIP-2 and soluble ICAM-1 levels were significantly increased. In locally, ICAM-1 message in artery was
significantly increased at 16 br after CAWS injection. [Conclusion} In conclusion, neutrophil activation by
complement activation could be an initial event, subsequent production of proinflammatory cytokines, chemokines
could be involved to heart arteritis development.
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Circulating levels of I1-12, 23 and ILL-18 in patients with
MPO-ANCA-associated vasculitis.

Toshiko Ito-Thara”’, Kaznko Uno’, Toshiyuki Komiya', Tomomi Tsujii', Tatsuo Tsukamoto',
Tsunataro Kishida?, Talkahiko Ono’, Kazno Suzlki® Atsushi Fukatsu®, Toru Kita®, Eri Muso’,
'Division of Nephrology, Kitano Hospital, Tazuke Kofukai Foundation, Medical Research Institute,
Osaka. *Louis Pasteur Center for Medical Research, Kyoto. >Department of Clinical Pharmacology &
Therapeutics, University of Shizuoka School of Pharmaceutical Sciences, Shizuoka. “National Institute
of Infectious Diseases, Tokyo. 5Depaftment of Nephrology and Cardiovascular Medicine, Graduate
School of Medicine, Kyoto University, Kyoto.

Objective: To identify circulation levels of TL-12 family and IL-18 in patients with MPO-ANCA-associated
vasculitis, plasma levels of IL-12p70, p40, 11-23, 1L-18 were measured by ELISA method. Patients and Methods:
Plasma levels of IL-12p70, IL-12p40 and IL-18 were measured by ELISA method in patients with
MPO-ANCA-associated vasculitis before any treatment (n=38) and compared with healthy controls (n=29). Plasma
levels of these cytokines were compared with WBC, serum levels of CRP, Creatinine (Cre), and active crescent
formation (%) in renal histology of the patients with vasculitis. To clarify the relationship between IL-23 and IL-12
family, IL-23 was measured in patients with MPO-ANCA-associated vasculitis (n=38) and compared with these
IL-12p70 and p40. Reswlts: Plasma levels of IL-18, IL-12p70, IL-12p40, and IL-23 were significantly higher in
patients with vasculitis than those in healthy controls. Plasma levels of IL-18 were positively correlated with WBC
and CRP levels. Plasma levels of IL-12p40 were positively correlated with active crescent formation (%) and serum
Cre. There are no significant correlation between IL-12p40, TIL-23 and IL-12p70. Conclusion: I1-18 may have
systemic pro-inflammatory roles, whereas IL-12p40 may be involved with crescentic formation in the kidney.



