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1. YYAFIt-3 ligand% AW BBAIEER

P welld TFT 9X0))
B [R5
Total DCs

CD11c+ 80% - 22x] 06

pasmacytoid DC
CD11¢+B220+CD11b- 2% 4.9 x 104
conventional DC CD11b+ 42% 1.0 x 106
CD11c+B220- (cD11b- 46% 1.1 x 106

TTIO—-VHRETHER LY 7 AFt-3 ligand (FEHEES) *
100ng/mIDEE TEA U,

&2, kEMFIt-3 ligandZzRAW - BHEHEEER

welléafc b @
ZNS
TR

Total DCs 6

CD11c+ 94% 56x10

pasmacytoid DC

CD11¢c+B220+CD11b- 30% 1.8 x 108
conventional DG CD11b+ 33% 2.0x 106
CD11¢+B220- (cD11b- 319% - 1.9 x 106

TTIO-—-VHRTHAM U E -3 ligand (FESESE) %
100ng/mIOEETERU .



%3, EHIEEERY Y AFI-3 ligandZAWk

SHEHIEER

a1 well b D

- H R
Tota oS 95% 1.8x 10°

pasmacytoid DC

CD11¢+B220+CD11b- 80% 1.5x 10°
conventional DC CD11b+ 5% 0.09 x 10°

KIBETRAMULY Y AFIt-3 ligand (FEHIEZEER) %

100ng/mIDEETERLT,

%4, plasmacytoid DCOAMEICE T BIRF-4DBHEE
In vivo (BREE) Bt

WT IRF-4KO
splenocytes 1040 + 249 1030 = 190
pasmacytoid DC
CD11c+B220+ 51 £ 1.5 44 + 05
CD4+ 12.8 £ 2.1 1.5+05
CD11b+
conventional DC CD4- 46+ 1.2 5013
CD11¢c+B220- _
CD11b- | CD8+ 49+ 1.0 51+15

Result represent the number of cells per spleen.
Values are the means+SD (x10'5) of 8 mice aged 6 weeks
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B MREERE B W

welldf=b D
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WT IRF-4KO WT IRF-4KO
Total DC
CD11c+ 94% 95% |56x10% 3.0x10°
asmacytoid DC
cor?nc...Bzgoq.coﬁb. 30% 20% {1.8x10% 06x10°
conventional DC CD11b+ 33% 10% 2.0 x 106 0.3 x 105
CD11e+B220-  cD11b- | 31% 65% |1.9x 108 2.1 x10°

FEHIESE L MFIE-3 ligand’Z2 100ng/mIDEE THEA L I,
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Collaboration between Basic Research

and Clinical Research

Organizers: Kazuo Suzuki (NIID, Tokyo) and Hiroshi Hashimoto (Juntendo Univ. School of Med., Tokyo)

10:15 Opening: Kazuo Suzuki (National Inst. of Infect. Dis., Tokyo)
l. Japan’s Blood Product Supply and Regulastions

T. Urayama {Planning Director, Blood and Blocd Product Division, Ministry of Health, Labour and
Welfare, Tokyo)

10:40 |l. Epidemiology

Chairs: Y. Inaba (Juntendo Univ. School of Med., Tokyo) and K. Yamamoto (McJ, Tokyo)
1. H. NUnoi (Miyazaki Univ. School of Med., Miyazaki)
2. K. Iseki (Ryukyu Univ. Gr. School of Med., Okinawa)
3. R. Watts (Norfolk & Norwich Univ. lpswich, UK)
4. D. Scott (Norfolic & Norwich Univ. Norwich, UK)

12:15 Lunch
13:00 lll. Therapy

Chairs: E. Muso (Kitano Hospital Medical Res. Inst., Osaka) and
D. Jayne (Addenbrooke’s Hospital, Cambridge, UK)
1. S. Kobayashi (Juntendo Univ. School of Med., Tokyo)
2. E. Imai (Osaka Univ. Gr. School of Med., Osaka)
3. K. Yamagata (Tsukuba Univ. Gr. Schoot of Med., Tsukuba)
4. H. Yokoyama (Kanazawa Univ. Gr. School of Med., Kanazawa)
5. A. Ishida (Sendai Shakaihoken Hospital, Sendai)
6. Y. Yuzawa (Nagoya Univ. Gr. School of Med., Nagoya)
7. Y. Yamasaki (Okayama Univ. Gr. School of Med., Okayama)

14:45 Break
15:15 1V. Model Mouse

Chairs: S. Naoe (Toho Univ., Tokyo) and N. Ohno (Tokyo Univ. Pharm., Tokyo)
1. K. Takahashi (Toho Univ. School of Med., Tokyo) and N. Ohno (Tokyo Univ. Pharm., Tokyo)
2. T. lto-lhara (Kyoto Univ. Gr. School of Med., Kyoto) and T. OnNo (University of Shizuoka., Shizuoka)
3. W. Yumura (Tokyo Women's Medical University, Tokyo)

16:20 V. Synthetic IVIG and Pharmacogenetics-Specific Genes

Chairs: Y. Kameoka (NIID, Tokyo) and
Y. Aratani (Yokchama City Univ. Kihara Biol. Inst., Yokohama)
1. M. Furutani (Sekisui Chemicals, Kyoto)
2. H. Nojima (Osaka Univ., Osaka)

17:00 VI. Clinical Research

Chairs: Y. Aizawa (Niigata Univ. Gr. School of Med., Niigata) and
A. Fukatsu (Kyoto Univ. Gr. School of Med., Kyoto)
1. Y. Arimura (Kyorin Univ. School of Med., Tokyo)
2. E. Muso (Kitano Hospital Medical Res. inst., Osaka)
3. D. Jayne (Addenbrooke’s Hospital, Cambridge Univ., UK)

EERES s & —UNE

18:15 Closing Remarks: Yoshiyuki Niho me ¥ )
(Chihaya Hospital, Fukuoka) a - G
18:30 Reception k o !

Contact: ksuzuki@nih.go.jp EpsTenom somnsss
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10:15 Opening: Kazuo Suzuki (National Inst. of Infect. Dis., Tokyo)

L. Japan’s Blood Product Supply and Regulations It 52 1c DT
T. Urayama,
Plannning Director, Blood and Blood Product Divsio, Min. of Health, Labour and Welfare, Tokyo
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10:40 II. Epidemiology
Chair: Y. Inaba (Juntendo Univ. Med. Schol, Tokyo) and K. Yamamoto (IMCJ, Tokyo)
1. H. Nunoi (Miyazaki Univ., School of Med., Miyazaki)
2. K. Iseki (Ryukyu Univ, Gr. School of Med., Okinawa)
3. R. Watts (Ipswich, UK)
4. D. Scott (Norwich, UK)

12:15 Lunch

13:00 IIIL Therapy
Chairs E. Muso (Kitano Hospital, Osaka) and D. Jayne (Addenbrooke's Hospital, Cambridge, UK)
1. S. Kobayashi (Juntendo Univ. Med. School, Tokyo, Osaka)
2. E. Imaj (Osaka Univ.Gr. School of Med., Osaka) '
3. K. Yamagata (Tsukuba Univ. Gr. School of Med., Tsukuba)
4. H. Yokoyama (Kanazawa Univ. Gr. School of Med., Kanazawa)
5. A. Ishida (Sendai Shakaihoken Hospital, Sendai)
6. Y. Yuzawa (Nagoya Univ. Gr. School of Med., Nagoya)
7. Y. Yamasaki (Okayama Univ. Gr. School of Med., Okayama)

14:45 Break

15:15 IV. Model Mounse

Chair: S. Naoe (Toho Univ., Tokyo) and N. Ohno (Tokyo Univ. Pharm., Tokyo)
L. K. Takahashi (Toho Univ., School of Med, Tokyo) and N. Ohno (Tokyo Univ. Pharm., Tokyo)
2. T. Ito-Thara (Kyoto Univ. Gr. School of Med., Kyoto) and T. Ono (Univ. of Shizuoka, Shizuoka)
3. W. Yumura (Tokyo Women’s Medical University, Tokyo)

16:20 V. Synthetic IVIG and Pharmacogenetics-Specific Genes

Chairs: Y. Kameoka (NIID, Tokyo) and Y. Aratani (Yokohama City Univ, Kihara Biol. Inst., Yokohama)
1. M. Furutani (Sekisui Chemicals, Kyoto)
2. H. Nojima: (Osaka Univ, Osaka)

17:00 VI Clinical Research
Chair: Y. Aizawa (Niigata Univ. Gr. School of Med., Niigata) and
A. Fukatsu (Kyoto Univ. Gr. School of Med., Kyoto)
1. Y. Arimura (Kyorin Univ, School of Med.,, Tokyo)
2. E. Muso (Kitano Hospital Medical Res., Osaka)
3. D. Jayne (Addenbrooke's Hospital, Cambridge Univ., UK}

18:15 Closing Remarks: Y. Niho (Chihaya Hospital, Fukuoka)
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Immunomodulatory therapy for MPO-ANCA related vasculitis with synthetic
IVIG

Kazuo Suzuki, National Inst. of Infectious Diseases, Tokyo

Many therapeutic trials for MPO-ANCA related diseases have been petformed, especially those for rapidly
progressive glomerulonephritis due to CrGN (RPGN). Among the various interventions tested, intravenous
immunoglobulin (IV Ig) has improved the outcome of this highly life-threatening disease in Europe (13).
Although there are many potential mechanisms underlying the beneficial effect of IV Ig, one may be the
suppression of the presentation of MPO to stimulated neutrophils. In addition other immunomodulatory
effects including the correction of abnormally deviated Th1/Th2 balance and suppression of the highly
elevated cytokine activity may play a role (14). The favorable outcome of the IV Ig for MPO-ANCA related
RPGN in Japan and the partial elucidation of the mechanism of action will be presented. 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 Epidmioloby.
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Japan’s Blood Product Supply and Regulations

Takao Urayama,
Plannning Director, Blood and Blood Product Divsio, Min. of Health, Labour and Welfare, Tokyo
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An estimation of the incidence of antineutrophil cytoplasmic antibody-associated crescentic
glomerulonephritis in Miyazaki during 2000-2004,
Hiroyuki Nunoi® Shoichi Fujimoto?, Shigehiro Kamizono?, Shuichi Hisanaga®, Keiichi Fukudome®
1) Miyazaki Medical College, 2) Miyazaki Prefectural Hospital, 3) Koga General Hospital, 4) Miyazaki

Social Insurance Hospital

Purpose: To estimate the incidence of ANCA-associated crescentic glomerulonephritis through 2000 to 2004
retrospectively and to make a survey system for the disease in Miyazaki prospectively. Method:
ANCA-associated GN has been diagnosed by the clinical findings, an elevation of serum ANCA antibody
and/or crescentic GN finding in renal biopsy which had been done in 4 hospitals in Miyazaki; Miyazaki
Medical College, Miyazaki Prefecture Hospital, Koga General Hospital and Miyazaki Social Insurance
Hospital. Result: The registered number of the patients with ANCA-associated GN was 8, 7, 9, 16, 13 in
2000, 2001, 2002, 2003, and 2004, respectively. The total number was 53 patients in these 5 years. Male and
Female was 24 vs. 29. The average age was 70 1 11 years old. All the patients except one were from 3 arcas
in Miyazaki; Central, West, Southern part of Miyazaki prefecture. The total and the senior ( >65 years old )
population of all the three areas are 974,024, and 197,640, respectively. Conclusion: We estimated the
incidence of ANCA-associated GN was 10.6 and 52.6 patients in one million total and senior populations per

year, respectively.
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EREIBBRETERBRT S HOUTHARKE RIS (Okinawa General Health Maintenance
Association, OGHMA) LR CHERMRBZOFT — & ~— 22 EK Lz, RAOEERMEOEMRGIE
BLUTOKIDS ZHRAI L., BBZLEDSOBINHEAHT (ESRD) £FE L. ESRD REDMGEMEA
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Epidemiologic Studies on Chronic Kidney Disease (CKD) and End-Stage Renal Disease (ESRD) in
Okinawa, Japan
Kunitoshi Iseki, MD

Dialysis Unit, University Hospital of The Ryukyus

We have been conducting epidemiological analyses on chronic kidney disease and end-stage renal disease
(ESRD) in Okinawa, Japan. Okinawa is located southern-most part of Japan and it consists of geographically
isolated islands. We registered all ESRD patients since the initiation of the therapy in Okinawa in 1971 until
2000, Okinawa Dialysis Study (OKIDS) registry. With the collaboration of the Okinawa General Health
Maintenance Association (OGHMA), we were able to access to the screening program in 1983 and 1993,
Factors related to the development of ESRD were investigated by combining two computer registries.
Significant risk factors so far identified were dipstick positive proteinuria, hypertension, high serum
creatinine, high body mass index, high fasting plasma glucose, and hyperuricemia. We also registered all
recipients of renal biopsy since 1967 to 1994. For these comprehensive epidemiological studies, we

acknowledge all Nephrologists and co-medical staffs in Okinawa.
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Epidemiology of Vasculitis — European studies

Richard Watts — Ipswich Hospital UK

The epidemiology of the primary systemic vasculitides has mostly been studied in Europe, and there is little
data from elsewhere in the world. One of the major difficulties has been the lack of uniformly agreed
definitions and classification criteria for in particular MPA. MPA is only defined in the Chapel Hill
Consensus Conference definitions and not classified by the ACR (1990) criteria. Current data suggest that
Wegener’s granulomatosis is more common then microscopic polyangiitis in the North of Europe and the
reverse pattern is seen in Southern Europe. Whether this represents a genuine difference or difficulties in
classification is unknown. To address these issues a consensus group has been convened under the auspices
of EULAR and EUVAS. The aim is to produce a harmonised method and an agreed classification algorithm
for use in epidemiological studies. The algorithm is based on the ACR (1990) criteria and the Chapel Hill
Consensus Confer.ence definitions, and uses surrogate markers for vasculitis and ANCA status where

necessary. The algorithm is currently been validated using both clinical cases and paper cases.
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Epidemiology Studies in Systemic Vasculitis in Norfolk, UK

Professor David G I Scott
Consultant Rheumatologist and Honorary Professor, University of East Anglia

Norfolk is a county in the East of England with a localised (health district) population of approximately
500,000 and a single central referral hospital, and is ideal for epidemiological research. This population
was chosen by the Arthritis Research Campaign in the UK for the internationally recognised Norfolk
Arthritis Register (NOAR) which has published data on the incidence, environmental risk factors, genetics
and outcomes for inflammatory arthritis — rheumatoid arthritis (over 50 peer review papers in the last 10

years).

This population has been used for our studies on the incidence, environmental factors and outcomes of the
systemic vasculitides. Current data shows an incidence of primary systemic vasculitis (Wegener’s
granulomatosis, microscopic polyangiitis and Churg-Strauss syndrome) of approximately 20 per million per
year (early data suggests a slight increase in incidence over the last 15 years in contrast to systemic
theumatoid vasculitis which has fallen from 11.6 to 3.6 per million per year in the same time period). The
peak age of onset of primary systemic vasculitis is between 65 and 75 years. A case control study
published in 2003 showed for the first time that farming was a significant risk factor for systemic vasculitis

and also confirmed an association with silica and solvent exposure and allergy.
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Clinical problems coping with ANCA-associated vasculitides

Shigeto Kobayashil’z), Naoto Tamura‘), Makoto Ikeda, Chris Tada"), Hiroshi Hashimoto™?

DDepartment of Internal Midicine, Juntendo Koshigaya Hospital
2)De:partmemt of Rheumatology, Juntendo University, School of Medicine

Prognosis of ANCA-associated vasculitides (AAV) is markedly improved after glucocorticoid and
cyclophosphamide were introduced in treatments. However, many problems still remain to be understood
and solved. First of all, difficulty to identify patients with AAV: 1)Patients have non-specific constitutional
symptoms 2)Predominant in the elderly population 3)Uncommon disease 4)Few physician specialized to
vasculitis 5)No specific and confirmatory laboratory examination existed prior to ANCA and only biopsy and
angiographic examinations are available. Secondary, problems in the management of vasculitis: 1) Patients
are the aged individual who have potentially lost their full capacity of organ function, immune function, and
may have concomitant diseases. 2)Vasculitis is a life-threatening disease, involves organs and induces
multiple/systemic damages of organs, leaves sequela of diseases. 3)Frequent relapse. 4)Treatment is a potent
non-specific immunosuppressant and induces serious adverse effects. 5)Problem of drug availability, delayed
approval of drugs in Japan.

These problems will inevitably influence on the socioeconomic problems, since the incidence of vasculitis
is increasing, moreover, Japanese are the longest life-span populations and the elderly people (<65 y.0.) is
increasing and will be more than 25% in Japanese population in 2010. Health Care campaigns, such as “Bone
and Joints Decades” by WHO and “Healthy Japanese 21st” by the Japanese Ministry of “Health, Welfare and
Labour™, are in force. “Intractable vasculitis™ is the disease, we should comprehensively understand its
problems with the various points of views.
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IVIG therapy for ANCA-related glomerulonephritis.
Enyu Imai, Yasuyuki Nagasawa, Hirotsugu Iwatani, Ryouhei Yamamoto, Atumi Kitamura, Chigure Suzuki,
Satoshi Mikami, Takahito Ito

Department of Nephrology, Osaka University Graduate School of medicine

ANCA-related glomerulonephritis is a life-threshold disease for elderly and often associated with pulmonary
hemorrhage, acute renal failure and infection due to use of immunosuppressant. The IVIG therapy is reported
to be clinically effective not only by reducing the opportunistic infection but also by suppressing the
ANCA-related systemic vasculitis. We reported 4 cases of ANCA-related glomerulonephritis treated with
only IVIG for the first therapy (3 males and 1 females, age 48-86 y.o.). Three cases were succeeded in
improving inflammation reflecting with decreasing CRP and clinical symptoms. One case whose CRP was
not changed by IVIG alone had chronic bronchitis with Pseudomonas Aeruginosa infection, however, the
pneumonia was not manifested during the clinical course. No patients required with dialysis therapy. Overall,
the IVIG therapy may improve the prognosis of the ANCA-related glomerulonephritis by reducing

inflammation of vasculitis and the opportunity of infection.
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Apheresis for MPO-ANCA-associated RPGN; from Japan Nationwide Survey of RPGN

Kunihiro Yamagata, MD,PhD and Akio Koyama, MD,PhD
Department of Nephrology, Institute of Clinical Medicine, Graduate School of Comprehensive Human
Sciences, University of Tsukuba

A national survey concerning rapidly progressive glomerulonephritis (RPGN) was conducted in Japan
between 1989 and 2000 and resulted in the registration of 715 patients with RPGN. Among the documented
patients, the most frequent primary disease was primary pauci-immune crescentic glomerulonephritis
(n=283), and the second most frequent was microscopic polyangitis (n=127). Overall, 370 patients had
MPO-ANCA, and 23 patients had PR3-ANCA. We found that both renal and patient survivals were
significantly worse in patients with MPO-ANCA-associated RPGN than patients with PR3-ANCA.
Fifty-three patients received apheresis therapy with various combinations of immunosuppressive regimens.
They had higher serum creatinine, higher CRP, and a higher frequency of complicated pulmonary
involvements as compared to the controls without apheresis therapy. In dialysis-dependent patients, no
additional benefit from apheresis therapy was observed. Only pulmonary renal syndrome patients with
CRP>6mg/dl at presentation showed a slightly better prognosis (patient survival with apheresis; 66.7%,
without apheresis; 56.7%). Furthermore, a rapid MPO-ANCA titer reduction was observed in patients treated
with apheresis. Patients with MPO-ANCA-associated RPGN were older, and had more chronic and
sclerotic lesions than patients with PR3-ANCA-associated RPGN. Based on these findings, we suggest that a
lower dose of immunosuppressant should be considered in order to avoid opportunistic infection. In this
situation, cytapheresis is the treatment of choice. Nevertheless, in patients with an aggressive form of RPGN
with rapid deterioration of renal function like the PR3-ANCA-associated RPGN, or pulmonary renal
syndrome complicated severe inflammation, or relapses with high MPO-ANCA titer, apheresis therapy
should be considered.
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Therapeutic approach to pauci-immune crecentic glomerulonephritis in clinical subtypes at onset.

Hitoshi Yokoyama*, Takashi Wada*, Norihiko Sakai*, Satoshi Ohta**, Shin-ichi Takeda**, Hiroshi Kida**

*Division of Blood Purification, Department Of Gastroenterology and Nephrology, Graduate School of Medical Science,

Kanazawa University, Kanazawa, Japan. **The Kanazawa Study Group for Renal Diseases and Hypertension.

To elucidate the role of initial therapy in the outcome of pauci-immune -crescentic
glomerulonephritis (CrGN) showing rapidly progressive nephritic syndrome, we herein divided CtGN into
two subtypes, the abrupt onset type and the insidious onset type with regard to the declination rate of
reciprocals of serum creatinine with time; i.e. the decline slope showed more than —1.0 x 10 dL/mg/day and
reached end-stage renal failure within 90 days from onset as an abrupt type.

We studied 55 Japanese patients (28 males and 27 females; age, 15-84.with mean of 62 y.0.) with
pauci-immune CrGN; 34 with perinuclear anti-neutrophil cytoplasmic antibody (ANCA) positive, 3 with
cytoplasmic ANCA positive and 18 undetermined with regard to ANCA titer. There was no difference in
clinico-pathological backgrounds between abrupt (n=20) and insidious (n=34) onset type except for the
duration from onset and % of cellular crescents. Urinary levels of chemokines (MCP-1 and MIP-1 alpha)
were higher in subjects of CrGN with no difference in clinical subtypes. In addition, there was no
difference in primary (renal} and secondary (renal or actuarial death) outcomes between abrupt and insidious
onset type by the Kaplan and Meier life-table method. Therapy and age were selected as independent risk
factors for outcome by the Cox proportional hazards model. Immunosuppressive therapy including per os
cyclophosphamide {CYP), methylpredonisolone pulse therapy (mPSL pulse, 500-1000 mg/day x 3 days, 1-2
times) or intravenous CYP (iv CYP, 500mg/day/2-4 weeks, 2-4 times for remission induction) improved the
survival time as shown in table. Both mPSL pulse and per os or iv CYP significantly improved secondary
outcome of insidious onset type (p=0.02, p=0.027, respectively, Kaplan and Meier life-table method), but not
in abrupt onset type, because of extra-renal death including infection in the later.

These results suggest that early diagnosis and treatment using mPSL pulse or CYP improved the
outcome of insidious onset CrGN. In abrupt onset type, we should select an appropriate therapy for
patients’ condition to prevent actuarial death.

Table: The secondary outcome of pauci-immune CrGN (50% survival, months)
Cases  Total* Abrupt Insidious

No immunosuppressive drug 4 5.1 51 6.0
PSL alone 8 21.3 NE 6.1
+ per os CYP 6 36.7 22.0 54.9
+ mPSL pulse 24 73.0 58.5 73.0
+ mPSL pulse, iv CYP 13 69.6 42.6 NE

(NE, not estimate; *Mantel-Cox Logrank test, p=0.0019)
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The effect of intravenous high-dose immunoglobulin(IVIG) therapy for renal diseases on the various antigen
expression profile of human monocyte.
Aki Ishida and Osamu Hotta

Sendaisyakaihoken Hospital, Sendai, Japan

Intravenous high-dose immunoglobulin(IVIG) therapy have been shown to be effective in several
immune-mediated diseases such as autoimmune thrombocytopenia ,myasthenia gravis, demyelinating
polyneuropathy. Several immune modifying mechanisms are postulated to be related to this favorable effect.
This time, we tried high-dose immunoglobulin(400mg/kg) therapy for five days in twelve patients with
various renal diseases who admitted to our renal center and evaluated peripheral subset and antigen
expression of monocyte before and after IVIG therapy using flow cytometry and also examined differential
count of leukocytes. We observed substantial decrease of activated CD4 lymphocytes and CD16 positive
monocyte in immunologically activated patients. In immunocompromised patients, HLA-DR antigen positive
monocyte were dramatically increased after IVIG therapy. These data suggest that IVIG therapy may
directly affect effector cells and granulocyte hematopoiesis and also augment an immune response in severe

cell-mediated immunodeficiency.
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