.

3., CAWS 27-(-) 200 2 g/mouse % ICR ¥ 7 A{Z

BHkBETH L, TH7 47X —fkay

TIEABMETERALNRS. £ T, BER

D B2 D CAWS I W TEAMEIEREEEL R

L7, FOFEER, CAWS 27-5.2 A EIEE

HEDFFTN T E DS S M A2 572 (Table 3).

4. CAWS 27-(DEMEIEIEMEY, CAWS &
BN BRI T O CAWS 27-( 2 R ET5Z

ticktoTtimEEnhdZ EBH6hERoT

W5, BT, HREGORRD CAWS (Z2

WTAMBIEEEII AT T v F A=A b

RERd L. TORE, CAWS27-5.2 ittt
BWEMIERT 57 v ¥ T2 A RNV

T EDHBEMNITR o7 (Table 4).

5. CAWS 27-(-)% DBA/2 =D R{Z 5 #H 4
mg/mouse BEEERNEE TS L, KEIER, LV
SNBSS I ERABTFR SNS. £ZT,
HRELORED CAWS (2 2V T FREER
EMEA R L. TOMRERE, CAWS27-52 13m
MR ERIEMABN T A LMo

(Fig. 3). &bz, WFRFR T ba—rF

I BEFEEMIZOWTH, CAWS 27-5.2 1%

TEHERTINT LB L N/ - 7=(Fig. 4).

D. B
¥eReE pH 13, CAWS DIRE-PHEREAK,

BEICRBLEZ B LALLM RS E
DR L LT, CAWS 27-52 i1 8MIOEHER
XU, M REEREPATFTRORMITEN
T, > CAWS kIR AMERERLE
LEZ LN

BSR4 R B B TRBER DR
B, RUOERICEETHFHEERHD. ZOHE
B L UTRRDMEEEF o= CAWS PHFuEE
NHEBENRT L HEENT.

E. @

ELH ARSI B OATHIZ R R RAR S THY,
ZOREITREMLOEENOLEETHD.
FERMRR L R A RBRCARRERORH, &
UTEHE R 2 AT etE A HDY, RRLLTRL
BiEEEF ol HIBREE B RSN D. CAWS I31H
KPS HBENSES THY, TOELEAN =X A
FEbicHMTHBERDRD. AR T,
CAWS DI, IERROREL pH OXGH
FEL, TORR, £EEHRORLRSCAWS 215
BLENTE, T, HERAMICX-THIEN S
FETHD CAWS DOHERFEOLLRPETDHTE
X, RIEMFLEIE BE LI 8 -glucan D3R HE
hBEVIHEIOLEBETHLLERDND.

F. fRFEfEREE
izl L.

G. MRRR

1. TRXCFER

1) Naohito Ohno, Murine Model of Kawasaki
Induced by
Complex, CAWS, Obtained from Candida
albicans, Jpn. J. Infect. Dis., 57, 9-10 (2004)

2) Noriko N. Miura, Yuko Shingo, Yoshiyuki
Adachi, Akiko I. Okawara, Toshiaki Oharaseki,
Kei Takahashi, Shiro Naoe, Kazuo Suzuki, and
Naohito Ohno, Induction of Coronary Arteritis
with Administration of CAWS {(Candida albicans
Water-Soluble Fraction) Depending on Mousc

Diseasc Mannoprotein-f-Glucan

Strains, Immunopharm. and Immunotoxic., 26,
527-543 (2004)

(3) Ken-ichi Ishibashi, Noriko N. Miura, Yoshiyuki
Adachi, Norihiko Ogura,
Shigenori Tanaka, and Naohito Ohno, DNA Array
Analysis of Altered Gene Expression in Human
Leukocytes

Particulate

Hiroshi Tamura,

Stimulated with Soluble and
Forms of Candida Cell Wall j
-Glucan, Int. Immunopharmacol, 4, 387-401




(2004)

(4) Toshic Harada, Noriko N. Miura, Yoshiyuki
Adachi, Mitsuhiro Nakajima, Toshiro Yadomae,
and Naohito Ohno, Granulocyte-Macrophage
Colony-Stimulating Factor (GM-CSF) Regulates
Cytokine Induction by 13- 8-D-Glucan SCG in
DBA/2 Mice In Vitro, J. Interferon Cytokine Res.,
24,478-489

2. FRRR

(1) K% M=, Candida B4 LB EI Sy CAWS
Ot LIEE, AAHBRAE V- vy
72004 57EFBEMTFHAS ERES,
MHER, 2004

(2) K¥F ®if=, BEEB /NI 2D 5T
DEERE, F 48 [Fl RABEHE YRR, TR,
2004

(3) N. Ohno, Murine model of Kawasaki discase
induced by mannoprotein- 8 -glucan complex,
CAWS, obtained from Candida albicans, The 4th
International Peroxidase Meeting Joint with the
10th Myeloperoxidase Meeting, Kyoto, Japan,
2004

(4) H. Shinohara, K. Ishibashi, T. Harada, N. N.
Miura, Y. Adachi, and N. Ohno, Antibody response
in mice to fungal angiitis inducer CAWS, Candida
water-soluble  mannoprotein-p-glucan

The 4th International

albicans
complex, Peroxidase
Meeting Joint with the 10th Myeloperoxidase
Mecting, Kyoto, Japan, 2004

(5) R. Tada, N. N. Miura, Y. Adacht, and N. Ohno,
Comparison of fungal vasculitis inducer CAWS
from  Candida

lipopolysaccharide from Escherichia coli O9, The

albicans  with  bacterial
4th International Peroxidase Meeting Joint with the
10th Myeloperoxidase Meeting, Kyoto, Japan,
2004

(6) N. N. Miura, Y. Shingo, Y. Adachi, and N.

Ohno, Lethal toxicity of fungal vasculitis inducer
CAWS, water

complex of Candida albicans, in mice, The 4th

soluble mannoprotein-p-glucan

International Peroxidase Meecting Joint with the
10th Myeloperoxidase Meeting, Kyoto, Japan,
2004

(7) H. Sankawa, Y. Kameoka, N, Miura, N. Chno,
and K. Suzuki, Gene expression in splenocyte
response to CAWS injection of two murine strains,
The 4th International Peroxidase Meeting Joint
with the 10th Myeloperoxidase Meeting, Kyoto,
Japan, 2004

8) =) ¥, MM P =@ OHF, K
B Wiz, &k B, cDNA<wAZrTL
AL D MERFEME C albicans HXRER
SEHE, 55 34 B A AR A RR e FIES,
db¥EE, 2004

(9) =i ¥, B ME, =W AT, R
B M, sk RB, cDNA~AZu7 Vv
A fEATIC L B MERICEAETHREMSFO
BETFRE, 527 HAASTEVNERFS,
M, 2004

{10) N. Ohno, Strain specificity of CAWS-induced
coronary arteritis, Intermational Symposium on
Therapeutic Strategy to the Best Advantage of
Collaboration between Basic Research and Clinical
Research, Tokyo, Japan, 2004

H. &nfBAEfE O HET » SRR
Bzl L
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RAEFBRFMERMHE (BEEL - EMBEBRELX =7 M VA T AR EHEEY)
SRR EE

MPO-ANCA H SRR BIGHICH bRz B3 5 BF5e

SERTRE  BitER
MuEphE Ba®Z

MEEE

WREMRRYEIER 8%
REBERRKFEIYE BT

MPO-ANCA XD Y A7 ¥ b—T"1X, MPO #DOFNEh 63, 69, 827 I / BBE
»572% Ha, Hb, Hg O 3 DOFKICHFETHLBRXA LR TWS, ZOEZZRIETE-
HIZ, ZhODEBROXRTF FELEERL, “hodafFL: LThERORELS X
BI9E/ 77— REOEREZRD -, XEETL, Ha 8% E Hb B0 _7F Fiosw
T 5%/ 7 a—F k0 MPO BETEHEZ <. TOHERE. Ha fil~7F Fizxi1 3
Putkiz MPO #6EHE2R S v ozt L, Hb iR A T 527 F Fizd W RIS 25
LRSI, HaGURICH T 2RMEOREHICHT 20 L 20MRE LT, ZOEKD

SSHENHEEL TV LHEMLERXDID,

A. BIRHE®

F7aPxy ME. TMPO-ANCA Mm%
DY RAFZE b—7 MPO HOERER
63.69.82 7 I J BREH 5725 Ha, Hb,
Hg @ 3 DOHRICEFEET D WO REE
FOVLHOEL LTWD, ThEDOHER
WHRET5_7F FEFEERL. Zhbd
REERE LTLERORERXS SR T
F/7a—FAbiERERTI X, -
DERERET D L TEERHRETH S,
AAEFEIT, Ha fRIR & Hb Sk o~7F K
Wext4 5%/ 7 v—rahiko MPO #6&
EEE T,

ZAEFE O BEErE, Ha fHiR & Hb fERO~
7FRFIIRTEES I =KD
MPO #ETEHEZRD L Th 5.

B. BIR5IL

ARTF FHERIZ, = b= HERORE
BTEDHZ L, LEERBES 2D LWV
2 2O00DBHENL, UTOL I LI, Ha

FERIZONTIE, 32DV AFA VEBEY
RS L. ZhEh, 8, 24, 25 RENL
HZRTF FAME-11)  RTFF A14-37) .
~_7F FA(39-63) H{LEAR L, 7=,
Hb JEERIZDWTiX 47 & 22 BEN LR D
~_FF KRB (1-47) &27F KB (48-69)
%, Hg @EHIZ W T 39 & 43 BEDOR
TF R G(1-39) L=FF K G(40-82) %,
FhehagmLli (K1), Ebiz, Zhb
7T_7F K KLH ¢ &L,

Ha i~ 7F FD 3 LD 25k Hb 5K
D2 DORTF FEevAICHE L,
Ehieng 7Y F—e D{ERIEEE LI D~
TF FiEEEE . KLH-~7F FHEELE
TFL—hEbBWe ELISA kv AIEL
7. E£7-. MPO-ANCA &L, V=uvv
F b7 A MPO #BEELESL— R
HHWE ELISASBIC L WRIE L,
(HERE ~DELE)

EREOEYEE EOREIT, AKE
ERBERDIEEHIE SV TITo 1,



C. HIR#ER

ZRTF FEBE LT ADOHNRLE
neEn 1 EER%, N1 7Y F—v&ERN
L7, # 13, KLH-_7F FEbbWE
ELISA TAZ V—=r Z LIfER, BtEL
wprE et 7Y F—=2RLELOT
5D, _TF FA@-11)  _TF FA14-37),
~R7F KB (1-47). ~7F FB (48-69)
R LT B ENRISHEOE 3, 6, 3.
ABDONATY F—vsu— 2RI,
wiz, b o MPO-ANCA 2 HI%E L4
BHFE 2 THH, Ha FHRICHT S 8HED 7
n—y03bEWREETRTLOIRRPoT
ZFhizx U Hb fERIC x5 7007 n—
YD3L 1 OBEDTEVER., 2008
BEMMEZ, 2 o8 EWEERLE,

D. H%

Ha $Ei6IZ X SS G WEEIFEL. Th
2 MPO OGS EELRFEZ LTW
BLEZHRTWA Hb JIRA~TF FiTxf
T BHHEN MPO 28 Li=oiZxt L, Ha
PEIRA T F RIZAET BHUEN MPO #&1E
FRERPSTI LT BEUEDDAER
L LT, oo SS #asBEFiL Ty
5EBbh3,

E. &
MPO-ANCA B ER&E R BOmBRICHE
R Fu—rABRoERIZ L - T,
MPO-ANCA EFRDY A7 =¥ b—TF X
KERBEIZE 5 TW5B, Hb ST 5
RAEBSERICMER ISR THENE
WARAEZER, AV PETFOLET
BOTHETHD,

F. EEREfaiRiE
Bizle L

G. WFFEHER
1. MRXHER
1) Maruyama, K., Ohuchi, T., Yoshida, K.,
Shibata, Y., Sugawara F. and Arai, T.
(2004
necechinulin A against SIN-1-induced

Protective properties of
neuronal cell death. J. Biochem. (Tokyo)
136: 81-87.

2) FFHEE (2004) /7 7 a—FAbiE%E
LbWheRY IAZ I VBT a—T U
OHMBHRNBE. EREZ. 22

1876-1877.

3) Okada, Y., Suzuki, A., Takagi-S., Hirai,
H., Saitoh: R., Adachi, A., Yanagisawa, T.,
Ueki M., Fwyiu- T. and Arai, T.
Polyglutamylation of tubulin during
differentiation of neural precursor cells,

Bioimages (in press)

2. FORK

D AR, RS, FHER EHR
LR SEY 4-hydroxynonenal OF/NE
HACHTHRE, 5 57 B B FMEREHFE
&Re, K. 200445 A

2) #LEE, REMM, EEFHE, RENH
FE, MEEGE, BAEEZ., FiHER. Tl
#HH, SAFE - MERIZIIT HIEMLT
FRER 0D CDBY 43T, 15 [ B AR A GPAH S,
FiF, 20047 R

3) AAXEME, HFAMLH. SFFEE. LERK
1, FuLiERR, R BEERZ, R
neoechinulin A B UMEEERED, 41tk



PC12 MRz H3 2 fRiBI1EM & MRQEEIE,
B778
AAAFERS, ik, 20044 10 B
4) NARE, BEBS. BEEZ, HiFF
¥ IRHBB{LEUSEY 4-hydroxynonenal
OB RT DR 8 13 E A AR F
A A—=D o FESFWERS, T 2004 £
11 B

5) RS, HILEE, WARAE, FHEX,
BATE, MEEE  FPRROEMHE/ICHE
5 CD69 4 FOMIEREEEBITOA A—Y
v EBISEBRSAAN A AT TES
NSRS, R, 2004411 A

6) EHETHE, SARE, BEEZ, HF
K :T7A M Z Y THROGF—I—Lk
5%/ ru—FAREOER ¥ 133A
A T A A=V TESEWNES . .
2004 % 11 B

7 FHER N FFTA FTA MK
DEE SN SRR T 5 R A ¥
XU ADBEMER. 7 AT 4 o AH
RO AIF )L F A A= I T
£ BH < SeumAVA (R REARAT— M A& 28 L B
IMERMLKEE IR 2 0 FEBER L7
EW»T—). BR, 2004 812 H

H. 5nB9BPEHED HFH - SERTL
2L



Ha (63 aa) : 34 (8aa, 24 aa, 25 aa)

QINALTSFVDASG

Hb (69 aa) : 24 (47 aa, 22 aa)
VYGSEDPLARKLENITNQLGLLAVNTRFQDNGRAIMPFDSLIHDDPCL
LTNRSARIPCFLAGDMRSSEMP.

Hg (82 aa). : 2 &(39 aa, 43 aa)
PGYNAWRRFCGLPQPSTVGELGTVLKNLELARKLMAQYGTENNID_IW
MGGVSEPLEPNGRVGQLLACLIGTQFRKLRDGDRE

1 RYAMPOVAYIVEM—TIRIFROEK

#1 VYAJTER-TRMTIE DTk

RAENT ra—>
Peptide A (4-11) 4E11. HA8. 5G4
Peptide A (14-37) | 3AG. 4H12, 7F7. 9G2. 12H10
Peptide A (39-63) (T
Peptide B (1-47) | D1. G4, G5
Peptide B (47-68) | 1E4, 2B6. 8HS8. 9D12
Peptide G (1-39)
Peptide G (40-82) e

#2 \ARTFRE/ 7 a—F N HED MPO-ANCA

o | MPO-ANCA | MPO-ANCA
5 (i g/mD B S (1 g/ml) TR
(X500 (X1) (X500 (X1)

4E11 | 055 | 002 |Peptide| D1 | 1177 | 2422 | Peptide
5A8 | 043 | 001 A G4 | 1.05 | 030 B
5G4 0.21 0.01 | 41D G5 0.66 0.02 | (1-47
3A6 | 055 | 0.04 1E4 | 476 | 462 .

4H12 | 074 | 003 |Peptide| 2B6 | 203 | 233 | cpuide
7R7T | 021 | 002 A 8ig | 183 | 048 | 4;}6 o
9G2 | 1.68 | 007 | 14-3D | 912 | 017 | 000

12H10 | 053 | 001




EASBHEFEREHE (BEH - EFBEBREL X275 M) —F A/ = 2ARGHATR)
SENRBEE

v U AMBRFJIHETTNEACEE MRET T Y B RINFIZHROBE

SERE
RIS

i A

ZHEF. KBS

B BRKZEEFEDMBAERCRRERE B
KIFBIFRE, (WH{ZFE BEKLESFR
HORBER R FERESF

fiu B, KNEBIF. gaRfS  ESCERER T

MREER

Candida albicans Water Soluble fractions (CAWS)IZ & 3~ 7 R MM ERFHREF MK LT, &
Mo s a7 Y L rIGY R RS LIEBROMERMEISRERT Uk, AIG 50X D AREERT
OULILE KA E A I Shs, RALEFRSEH SRV TR, ARH LW
SME SIE AR T A AEAEM LTV, £ TOME TLEEECT b O RIEER L 5
bz, AEBRRAIC IG 2HE LSS, AEROBEZIFTIIEIRETH DA, R

1S R~ DRER IR S D LHER ST,

A. TIEA®

S FRALAR B9 1 IR & OB LRSS
Candida albicans BB DB 73 (CAWS)IZ K
5w ARKHMERFRETVIIONT,
b rEES S Y rnIG) RS LIZEROMm
BERBENFIDRZ R LI,

B. BRI

C57BL/6N = 7 A (4 Hfs, BENIX L, PBS
IR L7 CAWS 4mg Zifiis 5 BRIMEFEN
R L, KW, hIG % CAWS #7115 &y
Bicy ) IR T ERACTRER b AT
Lz, hIG 1L, BR O hIG (h-IG), HEE Bt
#ZDOHT MPO-ANCA OFHFRMBE AIG
(high MPO-ANCA), MPO-ANCA &H &AME

VN h-IG (low MPO-ANCAYD =fR4 FE L7,
h-IG ¥ 5 B IERIGHICHE L, 400mg/Kg x
5 ARG S & 2000me/Kg x 1 E¥EZ5X
FELEE ), £5 28 BRIIREVATICKL
RESE, EHcHlk, ERBRIETEE
e LIS KRB BT D R 7 o TIEAR L {ER
L. MEROFEMIDOWTHELL,

C. BrRfER

1. P RFBAERE OHE
RIGFBICR T 2 RMERORERED
86% CH o7z, TNIXL., h-IG @ 400mg x

5 BRESER S T3 AIG BE. high MPO-

ANCA Bf. low MPO-ANCA F£9XT, JEIZ

40%. 40%., 0% Lk, —H. hIG



2000mg/Kg x HEI#E Tk, EBRIA. 3 H
By ihicgs L THILERZMRT5Z
LTk o (K 2),
2. LA R OFRRG
KEMIREZSAET S X USERENAR I I & 46 23
A LTBE, WTFNOB TG AN ENE
REPBE SN, KEHBZIBV T L)
AR R ZFRIT R Y 2 o 7 (X 3),
3. MEROERBREICL S HE
INETCORMNTARBRKIIARE L LT
WwED, ABEICRESMb =%, 2 R
ICHERTHZENBALNER>TWE, £Z
T, MEFRCEREIREDLILRV LD
Stage 0, RIEMIIREANEICRBHT L0
# Stage 1. N EARICIRET2H0%
Stage 2. BIREERFICER L= b D, T2b
LiLMmE#% Stage 3 &L, v TATEK
Stage 4T Z1TV . FEMERM LI, £ O
F. Stage 3 (ROVER)DFESET LBT
L. Stage 1 3BV i Stage 2 DFTRZ2RT &
EALTWE, LAL72eNRG, Stage 0 1
bbb MERIC RIERTLE ARV T R
WO THLFERET. hIG BE5 TMER
PRI T S LIXRETH -7 4).

D. Z%

oz ik NSRBI O R B R RO
&N B —H T, Candida albicans HIED
kR Z AW v AR ERFEE
FNORE T TS, TOETNVTER
IR, REMRESTLEBIIR: EARBEIS
BRBEIN, HEEAFEERIEZ/FEETD
28, DR & REBARFEARELA B,

INETORINT. AERRIZE PHDW
Bey AR ZE a7 ) vEEERNRETS L
MERFEECTRHERPB L OND T &, AE
BROMBE KFAE L M MPO-ANCA fE & it
BECEET A LR EPEALTHS, %
T, BREMZ CAWS Ik b~ Al
BERFRET ML, EMEET T Y
(h-IG) & & 5 U T BR O LB MBI 5h 5 & 1 it
L7, ZOfRR, AERRI BT HAOEK
it BIG #BGTHZ L THERIR &N
B, ZTORMERPLTAHLEZ A, LLE
RHBME SNV T LB I SENS
SHEELR» o flikiz <, i3 0id
IR &SR RIEDRE T D AeAmL T
WAZ ENHof, TOXIICAMFELET
WZEBWT, hIG ITRIEDORAEZ W 5D
Tk, MEROERLMEI L TV 2T
R H D,

E. #4%

MBS DI 12 b T MEREBIEDIRIRE L
TRAWLNDHEGE a7 Y L RAFI,
A FRBERET VBT b I RIS
FERLE, BE. AZn7) CfJAIC L
HIEEBREBRHNTTH S,

F. Rt

2L

G. WrEE#

1. MR

K.Takahashi, T, Oharaseki,
M.Wakayama,Y.Yokouchi, S. Naoe and H.




Murata: Histopathological features of murine
systemic vasculitis caused by Candida albicans
extract ~— an animal model of Kawasaki Disease.
Inflamm. res. 53; 72-77, 2004

T. Oharaseki, Y. Kameoka, F. Kura, A, S.
Persad, K. Suzuki, S. Naoe: Susceptibility loci to
coronary arteritis in animal model of Kawasaki
disease induced with Candida albicans-derived
substances. Microbiol. Immunol 49: 181-189,
2005

2. DR

mfs B, KERS RIEL, (LE{CE. =il
Y, KEFR{=, THEffE, &3Em. A
B, KIEEAF., gk e Mg
Y ERRPIE BT K B I RIS R OFRE
MERFERRE. KRR Y —2 e
v 7 2004 55 7 BEIFIEENFETRSSRIE
23, Th#R. 2004.06

KFEAFIE, $iA =, #HL EH =FHfi
F. $iAMB., KEFM{. HEAR, FLE
B, B B AU BEH Y ADIRAE

FIAZBIT DEPRFR LB R O FRIERET.

£ 93 M A ARBESBS, LR, 2004.06.
RIFER RE, @E B SR, R
FF, WEsE, #il 3F Wi &
BEA. &7, KEE{=, ELEER, &
KB NEHRSEL~ v ARKBRE T TV
BITBE PREZ 0T Y CORRSROR

#. & 40 EHA/NRERBFSMER. A

2004.06
Oharaseki T, Yokouchi Y, Wakayama M,
Yamada H, Miura N, Ohno N, Naoe S, Takahashi

K: Time-course of changes in histopathology of

experimental vasculitis mimicking arteritis in
Kawasaki disease. 8th International Kawasaki
Disease Symposium. San Diego, U.S.A, 2005.02,

Oharaseki T, Kameoka Y, Kura F, Yokouchi Y,
Yamada H, Suzuki K, Naoe S, Takahashi K:
Chromosomal localization of coronary arteritis-
susceptible genes in experimental model of
Kawasaki disease. 8th International Kawasaki
Disease Symposium. San Diego, U.S.A, 2005.02.

H. M EREOHRE - &R (TELZS
ir)
1. #EFDAR
2L
2. ERHRBREER
2L
3. 2ot
fRi3RRL



h-IG, high-MPO-ANCA and |11} CAWS

sacrifice

low MPO-ANCA 111 #-1G, 400mg/Kg

L1l CAWS

high dose h-IG, 1st day
h-IG, 2000mg/Kg

L1l CAWS

high dose 4-IG, 3rd day
1 h-IG, 2000mg/Kg

H1:ERRAFra2—i1

Number of mice

non-treatment (control) 32/37 (86%)
h-IG 8/20 (40%) *
high dose MPO-ANCA 4/10 (40%) *
low dose MPO-ANCA 5/10 (50%) **
single h-IG, 1st day 8/10 (80%)
single h-IG, 3rd day 7/10 (70%)

*p<0.01, **p<0.05
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