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Clinical development update on eculizumab, an anti-C5 terminal complement
inhibiting humanized monoclonal antibody

Paul W. Finnegan, MD, CM, FRCPC, MBA, Vice President,

Alexion Pharmaceuticals, Inc., Cheshire, CT, USA

Eculizumab, an anti-C5 terminal complement
inhibiting humanized monoclonal antibody,
has completed a Phase Il efficacy trial with
positive results in patients with paroxysmal
nocturnal hemoglobinuria (PNH) and has also
completed enrollment in a Phase III safety
trial. In addition, eculizumab is in preclinical
development for severe refractory asthma and
in pre-sensitized renal allotransplant patients
who thus have a high risk for rejection or
denial of transplantation therapy.

PNH is an acquired genetic disorder resulting
in the clonal expansion of somatically mutated
hematopoietic stem cells with a deficiency of
cell surface glycosylphosphatidylinositol
(GPI)-anchored proteins. Absence of the
GPI-anchored proteins, particularly the termi-
nal complement inhibitor CD59, from the sur-
face of erythrocytes results in chronic intra-
vascular hemolysis, the main pathophysiology
of PNH. Excessive or persistent intravascular
hemolysis can result in anemia, fatigue,
thrombosis, pain, pulmonary hypertension,
poor quality of life (QoL), and frequently a
dependency on transfusions to maintain he-
moglobin levels. Currently there are no ap-
proved or effective therapies that reduce
intravascular hemolysis and improve the asso-
ciated clinical morbidities in PNH.

The pivotal phase III clinical study, TRIUMPH
(Transfusion Reduction Efficacy and Safety
Clinical Investigation, Randomized, Multi-
Center, Double-Blind, Placebo-Controlled,
Using EculizuMab in Paroxysmal Nocturnal
Hemoglobinuria), evaluated the efficacy and
safety of eculizumab compared to placebo in
a cohort of PNH patients treated with stan

11

dard care. 87 patients were randomized (1:1)
to receive either placebo or eculizumab ad-
ministered intravenously at 600 mg weekly for
4 weeks and then 900 mg every 2 weeks com-
mencing the fifth week for a total of 6 months
of therapy. The co-primary endpoints were
stabilization of hemoglobin levels and reduc-
tion in transfused blood units.

Both primary endpoints were met with statistical
significance: 1) stabilization of hemoglobin levels
was achieved by 48.8% of eculizumab-treated
patients and by 0% of placebo-treated patients
(P=0.000000014); 2) median transfused packed
red blood cells (PRBCs) were 0 units in the
eculizumab-treated group compared with 10
units in placebo (P=0.0000000006). Fifty-one
percent of eculizumab-treated patients were
transfusion-independent through week 26 (study
end), while every placebo-treated patient
received at least one transfusion by week 14
(P=0.000000005). Eculizumab treatment
reduced intravascular hemolysis, as evidenced
by an 85.8% decrease in the lactate dehydroge-
nase area under the curve relative to placebo (P
<0.00000000001). Concomitantly, eculizumab
treatment resulted in an increase in the propor-
tion of PNH type Il RBCs from 28.1% at base-
line to 56.9% by week 26 while the proportion
in the placebo group remained constant
(P=0.00005). Pre-specified measures of QoL
were statistically improved as well. The 2 most
common adverse events in the trial were head-
ache and nasopharyngitis.

Preclinical results for eculizumab in animal
models for severe asthma and pre-sensitized
renal transplantation will be presented.
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Regulation of innate immune responses
Kiyoshi Takeda
Department of Molecular Genetics, Medical Institute of Bioregulation, Kyushu University
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RERRBEROFEL{ET |, TLR 247 L 7 MfaX
VIFNMEEIR. 7 7 X ) —RTRTE S -k
BN® Toll/IL-1 receptor (TIR) K X A > %> & Bigh
SNE,ZTDTFHTHTIRIR XA 2T LT X
7" & —# (MyD88, TIRAP, TRIF, TRAM) 23 &E &
REEEH-TWE I L HL IR Y HAR
ERDIEMACHERE OB S s > T X 722,

HARGEROEEIEEED ICHBE I ATV 3
23, % DI HBEAE SRR L BE BRI 5 C L.
B REN BB OFRIEIC DR D35 2 L 3. IL-10
/v 77U MY ARXBARBERFEN L Stat3
RIE< T AL DN LRINTWES, ZDE
TN AL TLRADERABAT 2 L 1B
BRDOFBIESIH SN L4, I s DFERIT.TLR
L7 BRBEROEWALL EEK IV TE
HRIEORIID MY A —L RV IBI L ERBRL
TV 3 EBE KB ICRTEYT 2 B IR FGHE L
it IEHE ~ v XTI TLRABUIZRIGE TH % 3,
RKIBR%FIET 5 Stat3Z R~ 7 A®IL-10 7/ v
779 MU ATIRAEBICTLRABIINS 2 K
JOPEDSEE D & N, TLRITH 3 2 RIS KB R D
RREL MBI L T3, 2 2 C.EH~Y AHEKDOK
F& SR AR O B 2R S E 0 MR s TLR IS A IS E 1T 4
2 THRBEYHLIIIT 2O EEIT AL
IL-10 2 v 2 7 b= XDOHIKR T8 E B
DE% DNAF v 7% BV TR TN L 7
Z DRER BITIHET 5 1k BAF (Bel-3, Ik BNS)
23 IEH <~ 7 A D KGR O B SR X i f i
BERMICHERL TWE I L 2R LSS MlEL
RV v I T2 b=y ReRCRBH» S,
Bcl-3, [ « BNS 73 SR & R iz 35v> T.TLR
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K& 2EETFEBRY. T AT HERIITIHEIL T
WB LSNP > RTABETR BT
Y 21kBorFic & 2 BRKIZFR OGP 5
B bIcEEE L 7oV,
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MBL-replacement therapy
Misao Matsushita
Tokai University, Department of Applied Biochemistry

HRTIZ 1T\ THEBEYHEL 7 F > 3R Y R85
GFELTEE WEAREEHEICEET 52.20
MREL2ORBILEVFERI SN,/ —
AfEG V2 F > (MBL) IREAKFEELY 72 F > D—
2THY. LY 77T —EMASP L OEEHE
L TIIEY ITFET 5. MBL-MASP # & {4 %3
MBL % 71 U TR ISR & %2 L MASPIc L Y
C4rCemtibsnsa (L7 F K. b
MBLIZHIE. VA VA A4 277 A< il H
B N O EE IR S LE. coli.
Salmonella typhimurium, Neisseria meningitidis.
HIV_Cryptosporium parvums ¥ Tld LV 7 F %%
BHTEMAL SN G 2 LRSI TV 5 MBL 2SS
BT ST LPS.R7F KT A 74V
AWESH 2 ¥ 93 5 , MBL 13 MASP ¥ O#E &K TH
v o F A EEIET 204 TR MBLH
BuAx 7V = LT OBEET 2 BRIk
3 2 MBL O EE W23 HEE S 415 %5, EBRITMBL
@D SNPs 3G BEMIC D035 2 LI L T W
3,377 kB % 3 — N7 5 MBLEETD
I R 52,54 57TDWThhDREROFER E
AXNSZMBLEHERIEE LAY I~ —HiEI
i o TIESFREDOER Y L 5 ELISADHEIE
TIREEREZ R L EENLTMBLREL L 5,
3 - MBLEETFD 7ot —X—fHBICELA D%
BMiErhY . 2h s OflAF LY L MEMBLEIC
BR L Tv 2 MBLRIBIIERGIERIKRREEL
HHRICBNTBREDY R I 77 08—k T 5,
— R KRB AN 2 RS 5 /A Tld MBL
REVGEEME BB LRV EOWELDH S L
U REBEEDET L2 RBIZEBVTIIEAT
Y MBLREBVWBRPEDY R 77 72—t bk
ZZILNTWE, /v 7Ty My AW
7% 5 1.~ v R TMBL%SStaphylococcus
aureus D BRI ICB/ TV B I EPRINT
w5,
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5RO MBL RAB#E 12Xt L MBL A FE L s
F—ayNXTHEALNTEY ERTHNORHR
PFEINTWV LV FHL2IIMBLHERBEELED T
EMBAHS Y 2 HIW T MBLREINE % v
TN 2 BET-> T 5,7 DR MBLRHEIML
BRI~ F > THET 2L 7 F o RBEDOWEMEE
BEldZe s, Ya e+ P MBLOBHRMIZL Y L
7 F URBEHNEMALT 5 2 LASHIBHL fo. 2 UL
@ L 7 MBL & MBL R Ifil i H ® MASP 75
BT 522 L a2RBLTVS,

[&&3ilik]
1) Valdimarsson, H. et al Scand. J. Immunol.
48, 116-123, 1998.
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A current review of anti-complement therapy -Spot to soluble CR1 (sCR1)
Seiichi Matsuo, Masashi Mizuno
Department of Nephrology, Nagoya University Graduate School of Medicine

#K 12 innate immunity ®—# ¥ L T. AW,
HEMBEE AR L TEYE L LT TEY D
5 ERKESTE Lot BRHEFFICOWTEER
BEERLLTV,— AT HEEKRICENT
W R OBEDEMNALAE L 2 REEsH Y. 2
AH BR2 7 RIAEMEIR B PRV AR IR
DRIE-WBOEBICE(EHb-oTWEI LA
LATWL3 BYEFALICBVT. &85 L R
DOREFENE 2R 2 2 L TR BIEIH HE
PHIICBIF LR 2R INT V2, 2 DOkkAEE
KEDI I TREEREICEIT a2 LHl
WS L RICH O e B R I h T X
£

7'a b &2 A4 7 Oua[EER complement receptor 1
(SCR1) 1., 2= 5 Y (< 1l P 75 1 0 8 S 4 % B0V L
B . BB R BZ N A B RE L BE I % 75 98 R .
Bex B RIEREBEYME TNV CRIFLER2 25
L 77 a8 b &4 7 ® A % &l complement
receptor 1 (sCR1) 2. 5B—MHROHIRHAEIE IS
S NERICH 2 AR S 1UBHFE S e BT
MBEDOVELO>TH S, 70 24 7DsCRI I
2V, I T THKEBR TRES AL O T
LWLHIRIEEHE ShTwvuiwss &1 DOBREE- B
HiR-avI/indsReasd SEERETT
AT DT AR D & DREAIE M O il A3 98 R T
BRAEWRFERLLRY LI L AR LAAEELRH
WEFED—D2>Th 2 L ICEADI L b —1
ZBENR U 2 BE I BUIIE O RIS KR
B 5T, Lo L. ZF D—F TORIRRIBHE
BRIE-ERIHE (RO H 2 2 L, M
HEEF /v o7V b B LAEMBICEKRLM
BegliBRIdILinInTETWVE . 2DL
O BEDHE_MHROYIFHAEEDOHFE TR, L V2
R EBIRNFAE S ERARR 2 Z 2 78 L
WHLAIRE OB TN TV 5,2 2 Tl sC
R1 ZHulc  BFHEEBYERICE T 2 Pl ED

T U7 A KERBICED  HIHBEOEKIE
HANDGROABEMEICDOVTEZ T\,
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C1-Inhibitor
Hiroshi Morise
ZLB Behring K.K. Product Development Department, Tokyo, Japan
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T8 105,000 D2 /3BT a2 a7V H
SIFELE) 7 a7 T —¥ I BIBIMEER
BTho,ZOWBE IR MEOEMEECIZIILDHEL
LK e [ R R D TR AR S XTI 7 W& ML 36 XT
WF. 7 7RIV BLOAN VA T LTL 1 TR
GLIHILER2H $2HFAITH S,

E fx P 0% P 7 IE (Hereditary angioedema,
HAE) i3, B3 s @B R4 LVHIEC1 OfH
EH|TH2Cl-Inhibitor D MEE 2> 7B DD H
LWVIIBEERE IR DL NTRETL 0. RE
HORET DFELE2 FEHLL. INTIIHE05E V3
WREF>IIRBETHS, HAEIZIZ. 3 DD ZA T,
3 7 b L Type 1.Type 2. Type 325 » Y.Cl-
Inhibitor D M #EZ >/ & L TEME DK T 5538
OLNEType 1 MLV BIIIEHE THDEH50E
HAME T LTV Type 2. EE L2/ 8B L UTE
M EHITIEH THL Type 323H 5, Type 313.Cl-
Inhibitor D M#E X >3/ BB L OWERIZIER THD
DEELZFICRETMEEFETHY B L 5
ANVEVDIAMA Yz AIHKIFL TV B LEZ L NT
VW5,

T8 £ M 05 VTR O 03B iR R L R R L R A I ik
9259 Thoos BEELITFEREE 25| XEILTY
SIRBHIFIE D5 E TR KB NS Y UB Yl 2 i
7135, 2% F& D 5 E 1. Cl-Inhibitor 3 & 2L
(Berinert °P, ZLB Behring) ## 5 32, 3 /13
Cl-Inhibitor #2#E & Al 2SR FH Al B8 T V2 5 1 3FT
e RS I 3% TR 375, C1 -Inhibitor 3 i 8454 2 £%
BLI56  FEIIBRF AN ICHKA 5,

Cl-Inhibitor B AN FEVANV ARSI —=
SUEMA 7T =AU B I THIV.HBV B L T
HCV I > W TR iR 2 (NAT) 2 £l @& L
T IMEE 2 ERHMAE L LRE STV 5, 2 0% WE T
FET60TC. 10 [E O WK N Z AL b fti 1T S A HIV
LD L TR EIANARRE - RIELRD R AR
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ST,

AFN, E BRI 1977 0533 R Y Tk S
NARFRTIZ 1990 - LT STV 5,

KA. FTETL K Type 1 8L U Type 2D i#E {x
P M O SV RIE IS 32/ THr oK
ERREELLTERICEML TS /b IITHL 25 &
BB ME N EEDBREDOESEECTTE
Cl-Inhibitor D H R - L&AV IR AT T4 T
RS IE $E - MO HRERS N TV 2D TE
DFER BT 2,

[BE K]
Agstoni A. et al., J Allergy and Clin Immunol
114:S51(2004)
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Cha 7F 747X U HER 7 FFICBE T80T

R B 8H 85 JEH B =1 #72 K¥ {22 Imre Farkas'. Lewis Hau',
FREH EET L FH FH s
L8 B RFER LR E E FERH AR 2, 2 ROR SRR FE A TR g
3 (¥R | A RIEDF AT A WA R B R & B 22 Fe P

Studies on an inhibitory peptide of C5a anaphylatoxin
Noriko Okada', Suzuka Asai', Aya Hotta', Noriko Miura?, Naohito Ohno?, Imre Farkas', Lewis Hau',
Emiko Fuijita', and Hidechika Okada3+4
'Dept Biodefense, Nagoya City Univ Grad Med Sci, 2Dept Immunol, Tokyo Univ Pharm Life Sci Sch
Pharm, 3Inst Protein Sci Co Ltd, “Chojyu Med Inst, Fukushimura Hospital

[IL&Ic]

Cha7F 747 ¥ 3 F/EN L~ THIMEK
T AL 155 TN B2 A A 258 i e A B LT AR
R (i % B BHE AR T 2K T Th 2. % D I B F
RIER I ITERTEZLDIREDYVR I 7778 —L
7> TR Y, Cha D Hl I IMAE - MEREEL YD
EBELKREBUEBCLBWIEETHILEZLNS,
F % 13Cha £ C5aRDtH B EMH 12 \v» T Cha D
37-53% 7 X /% (RAARISLGPRCIKAFTE) T®
5PL37 23ChaR ¢ % I/ FRE P A—=T > F
L ARTFRERICHEILE R VL. CoaR 21T
TOEYEMERBICEE LIS THEI LA RALL
720 % T PL37 1Tt T2 AR 7 F F 2 R FHE K
LTHRGET U7 4 SR Al = 7 F R PepAli Cha i fE
BLTCoaDIEMHERRDH2Z LHSHHL 72,
[FESIUHBR]

FEE L7 PL37TH#IMER7FND Cha &
4 % Surface Plasmon Resonance % (2 THET L.
PepAizi@\ S &M D38k S 72, PL37 MAP R 7
F Rl C5aR 5% & b neuroblastoma & TGW #
RS T RN— SR F{ETD, v F 77 7 sy
JEE N ZE AL & 3l ' L & & 2. 50uMPepA it
0.5uMPL37-MAPD & R 2 & ICHEF L 72,35
12,7 v M LPS-priming # 1§t Crry $ii4k 512 %2 &
RN 592 B5%3002TIREFIs>av Bk
IR RICE VT 4 mg/kg PepARiI 5 IcEBWT
SEE @ SN 7.~ v R IZCandida albicans
water soluble extract # i N £ 5 1< LY 25 %
FETZRICEBVTHTEFA{EL: AcPepAIZE RN
Thol o BIE. YV TOLPSHE 1L 3 av /D
R 1 AcCPepA 3 E R ThHLE AL ThH D,
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[EE]
Chatififitk~7"F I AcPepA 3 RIEM B EHH L
LTORTBEME AT V2,



e G HE7e IR 7' F MER D T D3R ) 7 Coask HFR G HI3E
—ZDRIH LB v~ FiaEEE L UTO T RENE —

58 . BRE £ &L F AW ERL A EE, TE /&
=FEVIANT7 <0 AIFEWRAR  RIFEE =W

Identification of a potent and orally available non-peptide C5a receptor antagonist: The approach
for new drug of rheumatoid arthritis
Hiroshi Sumichika, Kei Sakata, Akira Mogami, Seigo Ishibuchi, Mitsuharu Nakamura and Keniji Chiba
Mitsubishi Pharma Corporation, Research Laboratory Il (Immunology), Pharmaceuticals Research Division

# 1K B4y Cha (BL R Cha Ll 9) 1374 7 X / k0>
55 RN R7FRTHIAE R G (G BLARRS SE
BEBICLZIFURE ORBRERING ZDE
FIGFrh ke fthd HIMBK 2581 IS ET2H . B &
BN I RIELFET2HICHB, Thbdbb. Chald
<A MHAE D5 D e R 2 bR, SEE O UG, &
FEEEDTUE G RREELTFE PR NE
ML D278 O Hg5E, RAEVE YA M4 > (IL-1. IL-6.
IL-8. TNF-a %) A OFHEE, kS L UHfaE &
BOREIR A F| XL 2T, 2 NS DIEAIR Cha o3
FlEDGR /B HBHEROCoaZ FHOLT
ChaR LB IHERI2BICI>THREINS 2.
Cha/ChaR DMV v~F V@ 5L 7
<b—=T RO @ I FEREE O, I L ORI ©
DI RIRZ L RBTHE ST 5, FER IS BYE
FMNTEWTH Cha/ChaR D BRIZE T 529K
INTVB Pl <R IcB BT — 735
BRI RICB W THLCOPBIIRRRDOFEE I I #
532 RIE AT ICHRL, BER IS L
BE SRR EETS O, 2 JLCo PRI
I—R6-Y A VAT —X H UK (FLGPIHUE)
> THEINZK/BINTYRICB T 2B A£ET
MTBWTHIRBEIRE2RTO 3512, CoaRR#E
<Y ATIEPL GPI P FH MBI RIIFFE S e v,
2FY . C5DHI—TT DK TH Y, EEEMEE
B DRI ST L1 5 C5b Tl 7% { C5a M F5 HSEE &
ROBITICEBETHLILIIRINTV S,

PLED I3 R % b Lz, Cha/C5aR DIEF #FH
EILCHaR7 AT ANDEERH 1980 D5
RINWGAELL>TERALT 2T =X MR
INTE (DO, NS0T HRADAIRL 72 W-
54011 RIERTFREDES FILEMTHY. EHE
MELTHZLWIBE 2B LTV 10 RI{IEEPItE R
fFHhER & e b Cha THIBL 7 RO N Ca? L5F-
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EHBREZEEOEABLTEEICHLTR7FIET
CRITZAMNTHSEPMXE3 i CoaR Pk LY b5
HIHIER 2R U7 Z DIERICIZIEZE D3 DY, e b
DI TIIH VB L TAFARID ChaR I LTEER A
BRYEREZRLB. IVA 7Y N 7 X ELEY
ML VA XTIMERA R ERIB £ I TA=
IAFNMIZB BN BT — 7 FEBAE K & AV
THRIEEY OO G I L BB R EFHEL 2. %
DFER IBERSHEO 2 Hig0 L BEEERESEE
IZHIHI S 4, B AT BRI S N T LSRR S e,

—7 . W-54011 DEAFEBLIT CoaR D ¥ D FRAL
PEHEPLERTLLOITAFAXIDChaR %7
u—=>7L fifED C5aR D7 /EEELH & Hhig L
T2 . ZDFER . KM EY O IGHE (e b AV AF AKX
) BT O IERIGEICE VW TRL 2 ChaR D
EALIIESEEBEIBO2ODTI /g (e b T
Leu209 & Trp213) B L Uil E2 L —7 D 1
DDTI/BE (b TIRGIUl79) T IN/ 2 Z T
OB ARICLTCoaRZRIK A RESEL T L 72
iR W-54011DChaR7 423 = A MEH I
CHaR DS HE BB O Trp IS EFELTV 52
YLD T o T,

KUV RY LTI W-54011 O FEHIEH 25T
LI B~ FIcB I sHIEEZ— v N
L7 REEE OB R IO W TS5,

[(BE K]

1) Jose P. J. et al., Ann Rheum Dis 49: 747
(1990).

2) Hogasen K. et al., ] Rheumatol 22: 24
(1995).

3) Spronk P. E. et al., Lupus 4: 86 (1995).

4) Matsuki Y. et al., J Clin Apheresis 13: 108
(1998).



5) Pemberton M. et al., J Immunol 150: 5104
(1993).

6) Nakae H. et al., Surg Today 26: 225
(1996).

7) Wang Y. et al., Proc Natl Acad Sci U S A
92: 8955 (1995).

8) Ji H. et al., Immunity 16: 157 (2002).

9) Sumichika H., Curr Opin Investig Drugs 5:
505 (2004).

10) Sumichika H. et al., J Biol Chem 277:
49403 (2002).

Origin C5aR antagonist

Type

. PMX53,
Promics

AcPhe-[Orn-Pro-D-Cha-Trp-Arg]

cyclic peptide

HS
Hacj\cL o-CHs
Mitsubishi  |W-54011 Y0 ke
(l _CH,

non-peptidic
small molecule

¢y
CH,
C5aRAM, .
C5a(1-71)Thr'Met,Cys”’Ser,GIn"'Cys,
monomer
Novartis C5a mutant
C5aRAD,
C5a(1-71)Thr'Met,Cys®’Ser,GIn"'Cys,
dimer
Melf"c?' ApllI-A8,
- C5a(1-66)-Phe®-Lys®-Arg®-Ser’®-Leu”’- | C5a mutant
Hannover, 72 73
Germany Leu-Arg

(1) EFERH SN n vivo it B BIERDHERINTV 6 CoaZEFRT > 2T = A}
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M EATRE B
mannose-binding lectin (MBL) KEBDE|IG LZDERER

R R LRH HEZ L M B B 3V LORE BUUEM IERIZ BE RHCA!

IERE AR BR SE R B AR

HERE )=y

Clinical significance of mannose-binding lectin deficiency in patients on maintenance hemodialysis
Kisara Onda’, Hiroyuki Ohi', Michiro Wakabayashi',
Mariko Tamano', Isao Ohsawa', Masanori Wakabayashi?, Yasuhiko Tomino'
Division of Nephrology, Department of Internal Medicine, Juntendo University School of medicine
2Bousei Daiichi Clinic

[B#Y]

M ENT BE L B TH Y EREIIEN A
HOFRTIRERAD LA % T3, MBLIXH A S
LB 2EELNDTTHYIREAEDOFEH I F L.
AT M & B S AEY 2 HEBR 975, 3T . MBL
REOFRELZBIEFERIMEINTEY L
MBL K8 - KAH D3 &S - BUMAE D VAV Ll b L\ b
NTV B, AR DM@ EH O MBL KD 5-20% L #its
INTV57%32 MBLRIB2S MR ENT BE O 5 G
P BB LTV A REME DS E Z 5 N5, 5l F 213
M ZEHr % O MBLRIBDO & L MBL XIBE D
iR ERARET L7
[Wsk-75iE]

Nt Sl I W =T A 261 %5 OB PR 1 BHEE 169
HIEMEIRBEHEEERR) CEF H I %
3000rpm.4°C. 1043 i 3# 0 57 BE . L3 % -80C
IZERFEL 72, I7E MBL IR & % ELISA (MBL-oligomer
ELISA kit® ANTIBODYSHOP) THIE L 72, X 51
1 7% MBL B E 50ng/ml AT DHEEF T L, %l 5
EREEALE LM AEERERME X v
(Wielisa®-kit Wieslab Ideon Research Park) T
HIE L7z MBLE = FfET I3 BF MK LY QIA
amp DNA mini kit (QIAGEN CO.) # F v» TDNA
ZHH U MBLE&Z T Dexonl ®a k> 52,.54.57
DTI/BBERL7uE—2— -550--221D 11
HEB OB RIC O WORERS & {7 MR ZEN
BEDIMEMBLIEE LR T —X & B ET L 7o
[&3R]

I ¥ 2 Hr B o M EMBLIR E 132297.3 £
1517.3ng/ml (B FR % t B HE2340.7
1506.8ng/ml. 3 ¥& bR W ¥ B %E2217.7 £
1541.7ng/ml) T b8 bR v 1 B iE & FENE bR P BHEE
DEICEBREI L D -7, MIKEN BE 261 BO
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A

5. IM7E MBLEE 50ng/ml AT ORAEHI1$24 %
(9.2%) Th - 7. (& AHE H1l 5 § Tlectin pathway @
WEHELRASN T MBLEREFIN 54, 7uE—
KZ— -550ICZEIFD 67 MBLRIBDOFEIR
I Mk B AE & 72 (2FE W8 PR BHE . MBLIE RIB D B
PRI BAE £ 72 1 3FERE IR PE BHE D 4 70 — 7" Clifi
K7 —4& (WBC.RBC. Hb. CRP. TP, Alb) # Lt L
T BB EEIEEED SR o T AERBISET
X7:MBLREH 15FZDIHLAZ B EAZIFEE3.5
FETHLTLTEY. D95 2 HIREREDRK ThH->
7o
[&m]
MEENEEFECBILZMBLAEEOE G A
HROBEZEICBIGRBEOHEGLHEFETH> 7.
MBL RAB D M EN EE X SR STREIN,
TFRARDUREM23E 2 50/,
[BE k]
1) Turner MW., Immunol Today 17:532
(1996)
2) Horiuchi T. et al., Genes and Immunity
6:162(2005)



M ERBEDMES MBLIEE

MBL#EE (ng/ml))  50ng/mIPAF
EMEEREE 261%) 2297.3+£1517.3 24% (9.2%)
PERIERE  (1694) 2340.7+£1506.8 17# (10.1%)
FERERRRIERE  (928) 2217.7%£1541.7 7% (7.6%)

MBL {& Bl D iz A LaE (n=24)

case Classical pathway Lectin pathway  Alternative pathway
% % %
1 105.3 0.0 95.0
2 156.5 0.7 122.7
3 155.6 0.3 148.7
4 109.3 0.5 97.9
5 113.3 0.0 72.0
6 102.1 0.0 83.2
7 140.5 0.2 107.9
8 107.1 0.0 120.7
9 114.0 0.0 115.1
10 114.8 0.4 131.8
11 52.1 0.3 82.8
12 48.0 0.4 70.2
13 96.4 0.0 121.3
14 101.5 1.0 106.5
15 115.5 0.2 100.0
16 71.9 0.0 77.0
17 148.4 0.8 100.3
18 70.1 0.9 92.5
19 85.1 0.0 75.3
20 46.7 1.2 ' 0.1
21 113.8 1.3 131.7
22 76.2 0.9 127.7
23 78.1 0.8 76.9
24 83.9 0.1 50.6

mean=*SD 100.3%+31.3 0.4+0.5 96.1£31.6
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An immunohistochemical study for C5aR and C5L2 expressions in inflammatory skin lesions
Noriko Sato'*, Masayoshi Abe?, Morishige Takeshita®, Shuhei Imayama?,
Juichiro Nakayama'

'Department of Dermatology, Faculty of Medicine, Fukuoka University, Fukuoka, Japan
2Department of Pharmacology, Faculty of Medicine ,Fukuoka University, Fukuoka, Japan
3Department of Pathology, Faculty of Medicine, Fukuoka University, Fukuoka, Japan
“National Hospital Organization Kyushu Medical Center, Japan

3L il

RIEMRZEREBICBWTEA SN Chald, A
Wik, A3/ A RO EERIE. BB T T OFRKH
FeNMLUTRIEDER ICECESGILEZLL AT
.37 RIEVE R & PR FE R E OR8> 5. RIRE D
Cbha desArg sl Sz L v o#iE 23551 ,Cha
Z 256 (ChaR) 3. i Bk, BLERE O [ MEK E T FE
Bl BFEIME PR ZITEE SN Chal Rk
LClEETLLEZLNS2HD ChaR L35 ChL2
3. FE IR BRI I L 2, Cha/Cha desArg. H5\»
13C3a2EHI5%33. CoL2 RIB=V A& Fv 7
72Tl Coa DI MEN B 51T L 25 T BRI 2357 4
BRICHLUITETZZLEIY, “BLYZEER L LTH
BE SRR BEME S STV B4, L L 055 Tl 32
BEOFRBE 2 EEEB TR LB E RS SN
VG E] W KD A D RORE M BZ R K B TLChaR &
CoL2 DB 2 {HREN M LD TEELMA
THET2,

[WHREUFE]

18F DRI GEBEE G5 H. 7 he—
WRERTHR.TF 7177 M NEBRIZ M3 F) D
B i B AR U & A VT ChaR & C5L2 DFHID
JRAE LREE 2 B LA ISR ST L 7. 28 (K
MR 1 B REOHE 1 R) » o8 Sh /gl
i O IEFEERAL A2 XTI L LTH V2,

[K%]

IEF B TIZ ChaR bifF I L a R TIiEt:
Th- 73, CoL2 Fifk T3 & # B >R Al fa (3 I Ek)
IR EGYE ThH- 7. RIEM O A T2, C5aR
Y C5L2 D FHUI AHRRITZ B LTV 247 th K, IR
BR.HIBRICE M TH-7,ChaR L C5L2 DG M (1
BAMBRICHLT 2L FEBHTHED D
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HKBUTIEDMHBI 25860, S LI KB TEH MRS
B ou[REME VIR I T,
[EZ]

ChaR.C5L2 D FEIRDE 3 ZEMEE D 2=
JUH RREDEVEZRKMLTW A REMEE Z 5N
%,
(&3]

1) Bergh K. et al., Arch Dermatol Res
285:131(1993)

2) Ohno M. et al., Mol Immuno 37: 407

(2000)

Cain SA. et al., J Biol Chem 277:

(2002)

4) Gerard NP et al., J Biol Chem 280:39677
(2005)

3) 7165
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WE B5 5K RN F2. =0 508,
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Mannose-binding lectin deficiency and risk of infection
in patients with systemic lupus erythematosus
Ayumi Uchino, Hiroshi Tsukamoto, Takahiko Horiuchi, Hiroki Mitoma,
Yugo Miyagi, Yasuhiro Tamimoto, Yasutaka Kimoto, Hiroshi Miyagawa, Mine Harada
Department of Medicine and Biosystemic Science,
Kyushu University Graduate School of Medical Sciences, Fukuoka, Japan

[(B=-Bm]

BIERBF I IBEEORED A 5T HADA
RKE THHIEEE DRI L >THEU 7 BAPiiEEe
K TIRBRITH D Z L os— TN & N BRIRDIG IV
THRBPIEDOHHIIEE LB LLTHRA L AT
5.5 A HHE T Y BISLE B #H 2B 1 2 &Y
DU FHRU. LT EEERLOBEE I OWTHAE
E1To7. T DR RIEHRE 2 X7 BENERO—
DLLTHHRL I F U RBBROEMHLICE WTEEY
BElEHV EAPEREPH RERB FTY
SLERIE L DHBEHRBINE5 T ThEMBLIC
& B L. % DR L ERGUEOFF OB I DV THIR
SNETo/DTHE TS,

[¥sR-5BiE]

2000455 2004 F D £ 5 ER 12, BB AR
L7257 SLE & 152 il % 0t 5 & UTURRLRE F 36
DHER T HEARAEITLLLLIC BELOBE %
WAL 7o I BIRFRRT IS S 2R E R U 1 %
57694 % &t 5 L L CPCR-SSCP#: % f v» /-
MBLERFI R 54 D LRI % 1T LR FEE
DI L DB ARSI L 72,

[&R]

TEYUE EFE 134961 (32.2%) IZERH LN Z DI
RIS M 14 6. AL AME 11 I, B - R e 15
Bl (EHEEEDY) Tho7 BERAEIC L P TI 1 4
THY.A) =M RILB LD ThH -7, HFRIEGE
25 RBICED LA TR RIEICELR VLRSS
54, YA M e iR ME 8 . & B -D 7V 4 > IMUiE
50 & 38 5 s SR EUIN T - 72 MBL & 1= T8 AT
FERIL IEE B (A/A) 3161, ~7 a2 F (A/B) 34 .
RIER (B/B) 1Bl ThH-7.ERRFOMET TR &
HERBRERVEFIRGRLEDBEEITRBIN

22,

7275, MBL RABSE L OEAHEIIER O Lo oo 72,
[Z8]

PER DL IR, BRI SLE BHFEICB W TLRIB R
BANVERIS B LEEHF OB ICHES 258
D7z A2I3 MR BN KRB FARAIC B
L EFE G £ MBL RAEAE DB 2 #i &5 L7293 ),
SLEIZ¥ 3 2B RIEHF L O BIE I & Tld ke
P71z,

[3Ziik]
1) Horiuchi T. et al., Genes Immun. 6:162
(2005)



DU TNF- o SA| DR R TFME B & OPUR AR 1A M et 5 9 SR D AR
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TUNKERFBRBEERNBIEDE (BN

Cytotoxic activity of anti-TNF agents, infliximab, etanercept, and adalimumab; complement-
dependent cytotoxity (CDC) and antibody-dependent cell-mediated cytotoxity (ADCC)
Hiroki Mitoma, Takahiko Horiuchi, Yasuhiro Tamimotov, Yasutaka Kimoto, Ayumi Uchino,
Hiroshi Tsukamoto, Mine Harada
Department of Medicine and Biosystemic Science,

Kyushu University Graduate School of Medical Sciences, Fukuoka, Japan

[IZL&HIC]

TNF- a (TNF) I, £k % & R B RIG D5 T
EHELERE AL M A > THY B REM TR
DIRBEIE IG5 LT\ 5, 2D 72 O E[ % TNF
219522 HIELTinfliximab (1 TNF ¥ X7
Pik), adalimumab (52 & MUHTTNEHIK) D 2
FEEO Pk #HF B L O etanercept (TNF2 Bl 52 %
HLigCORGEN) »pF I B v ~FTld
AR 2 BRRN R A 1T T 5, Lo L, Bk sl 55 &
R SZ R TIE Crohn iR 128 1 BERFR B 12 K
ERERBHLIL BROFBIERPRELIIL Y
AL LR MERBFE OSSR 2P EI T
2, U FRETIIHER LY, A A TNF O HiER A TH
SER TNF DAY HEAICE B L EE TNF %
FELMEE SA~PUEBEMTHARED > 7L
(reverse signal) #{niE T8I L #HLITLTE
(THIRLICB B IL-2 A DTLE !, E-selectin D ¥
B2 7R 2 MR OB R ), SE. b
TNF # A o B8 TNF % 71 9 % #i la % 3£ %, CDC,
ADCC IZEE S A8 -T 3 8K % HE St L 72,
[Aix]

1) e s THERER TdH 5 Jurkat Mifd 1< A TNF E s
FHEAL, 2) BEEITNFE A2 HVTH
TNF# A ORI TNF ~DFE A RE A BT L 724, 3)
iR 7o I INKAI R AZE T IS DU TNF & A % A
TNF 2 AMA IR S (37°C. 3 RFE ). MRl E
EE AR L7,

[&R]

SHEAL YR TNF 20t 28GR B LTV /e,
YA B TH % infliximab ¥ adalimumab (3 #fi A &
S O NKHRSELE T (B A TNF F& B4 B~ o ffl i
[ 2= 36 P & 7R U 7o — 77, etanercept (3 NK il i 5
£ R ClIBAEA L3R EF O MR ETENE 2R L
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Te S HARAFAE T TOMBIZE D FHB I, Pilih B L
HILTE LK~ 72,
[BR]

L& o & & » 5infliximab ¥ adalimumab (3
TNF & 3 #H fd ~ o 602 1Y i B B 3 3% % (CDC,
ADCQ) #E L. VBV P RIER R FH T LA
AEFAS NI CDOZ LR DB EFN L E R ZFRD
Crohn i (238 1F 2R R RO E L AESIIER D
ErE A ITEFO—DLEZLNS,

[&E& k]

1) Higuchi M. et al., Clin Immunol Immuno-
pathol 82: 133(1997)

Harashima S. et al., J Immunol 166: 130
(2001)

Mitoma H.et al., Gastroenterology 128(2):
376(2005)

Mitoma H.et al., Gastroenterology 126(3):
934(2004)
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Association of complement component C3 with susceptibility to systemic lupus erythematosus
Hiroshi Miyagawa', Misa Yamai2, Daishi Sakaguchi?, Hiroshi Tsukamoto!, Isao Furugo, Akira Ueda,
Seiji Yoshizawa, Tomoko Tahira2, Mine Harada', Kenshi Hayashi?, Takahiko Horiuchi'
Department of Medicine and Biosystemic Science, Graduate School of Medical Sciences and Medi-
cal Institute of Bioregulation; Kyushu University, 3Kitakyushu Manucipal Hospital, “Miyazaki Prefec-
tural Miyazaki Hospital, ®Munakata Medical Association Hospital

Systemic lupus erythematosus (SLE) is a com-
plex autoimmune disorder involving

multiple organ systems. Genetic predisposi-
tion plays a crucial role in its initiation and
development. Though a number of suscepti-
bility loci and genes for SLE have been sug-
gested through intensive investigations, the
complexity of genetic basis has yet to be un-
raveled. We performed association studies for
53 genes involved in antigen/immune complex
clearance, lymphoid signaling, apoptosis, and
epitope modification to assess their contribu-
tion to the susceptibility to SLE. We searched
SNPs in exons and putative promoter regions
in 24 chromosomes and performed associa-
tion studies on pooled DNAs of Japanese
cases and controls under PLACE-SSCP based
analysis system!. After two separate analyses
between one SLE (264 individuals) and two
different controlpools (269 and other 426
individuals), we selected three genes, C3,
CD28, and TNFRSF1A, as candidates that
would confer susceptibility to SLE, because
several markers of the three genes were asso-
ciated with SLE. We then genotyped markers
by sequencing genomic DNA of 192 patients
and the same number of conrols and recon-
structed haplotypes in these three genes. We
finally identified the haplotypes associated
with the desease in the C3 region , which
affected the average serum level of C3 pro

24

tein. We concluded that we had identified the
haplotype that can be considered to directly
contain or be linked to the variants that cause
SLE.

Reference
1.Sasaki T, et al. Am J Hum Genet 68: 214-8
(2001)
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Standardization of C3 and C4 measurement in clinical laboratory testing
Katsuyoshi Ikeda, Toshiya Kojima, Chie Hayahara, Rieko Serikawa,
Kumiko Fuijii, Toshiyuki Ota
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131 mg/dl. #Z# f§ 2 5.5mg/d1 TH Y. C4 13 E
30.3mg/dl AZH#EfR 2 1. 7Tmg/dI Th > 7. i EI B D
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ThY, FHEFH _EFREIZ 31 ~51mg/d] LR 2=

27

D35 7 I E AR 36 & OV E B 58 1 B 92 AT
Y HEET205 EENLBREOMIITRMEAE
PELRTH>7,

[BE]

MR EEICB I EC3B LV C4ADHRIEMIZLA
IR i 22 23580 s 7 oS BRI R & e 7
P W EDTHER I NI, Lo L. S B D RS E & H R
By n b EEMEAN OB E 2 R THETHY AR
RN SRR G Ny SN PR S SR S Sy
IREYHDELE 25, — )7 LR O R EIIF
BTORELHXPBEIN BEM L LR TRE L
R EDTFEL T e BRI P AT D L ISR T
IOoTKRECELRZILIIMETHY, E B AZHE 5
CRM470 % b5 W TIERERE MREES N7 AR BL TR D
7 EHEHIPH IS D W ITHERET 20 E 03 H 5,
i
1) JUNBEEEERS FERI17THE WES
2) MEHEB 13EHE D H AR ¥ P R Rs

HOREET R 1015, Wi 1996.



-\—‘-l—u._ --T,' >

ety AR




C-1

a4 Clqg A, B, CBHOcDNAD/u —=>7

HliZA &, Vo Kha Tam. i B+ T E E8
FUMN R 2ER 2ZEBE R AW FEbE

Molecular cloning of C1g A, B and C chains from common carp
Tomonori Somamoto, Vo Kha Tam, Yoko Kato, Miki Nakao
Graduate School of Bioresource and Bioenvironmental Sciences, Kyushu University, Fukuoka, Japan
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Primitive complement system of a bilateralian cnidaria, Nematostella vectensis
Ayuko Kimura, Eri Sakaguchi and Masaru Nonaka
Department of Biological Sciences, Graduate School of Science, The University of Tokyo
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Roles of mannose binding lectin (MBL)-associated serine proteases (MASPs) in opsonization
of Staphylococcus aureus
Daisuke Iwaki', Kazuko Kanno', Minoru Takahashi', Yuichi Endo', Misao Matsushita?, Teizo Fujita’
'Department of Immunology, Fukushima Medical University and CREST, Japan Science and Tech-
nology Agency
2|nstitute of Glycotechnology and Department of Applied Biochemistry, Tokai University
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MBL-associated serine protease (MASP)-1 can accelerate the activation of MASP-2.
Minoru Takahashi, Daisuke Iwaki, Yuichi Endo, Teizo Fuijita
Department of Immunology, Fukushima Medical University School of Medicine, Fukushima, Japan
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Serum-type ficolin plays a role in host defense through the lectin pathway.
Yuichi Endo', Naomi Nakazawa', Kazuko Kanno', Yu Liu', Daisuke lwaki', Minoru Takahashi’,
Misao Matsushita?, Teizo Fuijita’
'Dept. of Immunology, Fukushima Medical University School of Medicine and CREST,
Japan Science and Technology Agency
2 Dept. of Applied Biochemistry and Institute of Glycotechnology, Tokai University
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BICECLEZLNTV5, 742 ) BLT'MBLIZZ
DOREFEE A EEICL->TEA 2L 5 5hixt
V> 7a57—+ MASP OEHAL LR DOE ML &
FELTEY L HERR T2 (iR L 7 F i) 15,743
773 —DOEBEIT O W TR, in vitro TOMET 9>
5. MBL &[RRI WA O GBI B 5975 LHEE
INTV5208 2D EDO LB ENIKAFHTH S,
<SUATII2EIED 742 ) LN TEY, 743 >
AlRebL-742 ) > (MER) 12, 742 Y > Bldk M-
74329 > GEIMER) IR THZ4, 3 2 IIMEE DA
TURIVLIZBWTL 74N ARBIVADIERK
CRBFAUZDOWTHE L2035 S Z D 4t
IMTRRET U 720
[75iE]

1) VoF I Lotk E M LREIR. GIcNAC #
aI—pfLzvA a7 L — s EDCATETEETHIEL
720743 > A/MASP/SMAP # & 13 GlcNAc- 7
Aa—ApLDBEHBEVIAL 7Ty NCHREL
Vel

2) <UAMBEHFTHDS. aureus DIEHEEEE L, Ko
BOEB A LB THOI 0 = —HTHBIL/2.2D
BE H1F T2 MBLORIR 2R 72T vV A M %
R>FTHER—RAIBULMBLARE L2740
iz 74a) > A%NNZ.S.aureus O SEHEEEE IS
LEIRIEIE T LI TN,

3) S.aureus DEFEHNH DR & BH L0312 5720

33

2. 742 T k% S.aureus DEE & ML I LY.
~/u77—z& 5 S.aureusu D E R % FACS (2
JVBEIEL 720

[&R]

WEEHE L7 EHIT. 74 ) AR ZADEKH
B DA LR Z 743 ) I X 2B DK R, LA
TORBHSDITE 5T, (1) 74TV ARBRUR
(FE7AMB O VI F > B BKIL
MBL/MASP/sMAP # /73517 F & KIIIEHE T
H503, 743V AIMASP/SMAP # Y351V 0 F >
RERK A REL TV e, (2) 743V ARBE~ VAN
AR 743 ) AR BN LY. 743 Y >~
A/MASP/sMAP & &k o3RS iR w14k (C
AVETENE) OEE AL N CDOFAEEZ 743 >
RV EBROFMRII AR 713 ) A LFHE
ZMASP-2 8 L U'sMAP L DB SRk L U E
BHEOFBEMEALIC LRSI NS, (3) fH#LZ 74
JY > AlES.aureus ITFEE L. Z D5 H 13 GleNAc
TEAIICHE SN2 742 ) > ARB= VA IC
S.aureus # %ML, € O HFHE B % PR 7GR A
Tu<y R ARy A L LS FE ] g R
PETFLTV . SELSLIRATFDOEZHL 0 ITL
720 (4) S.aureus DHEHHIC KT T 742 ) ARE~
¥ A MR O EFEI R BRI FHIRZ 74 3V AD TR
e EvmEEL ., (B) Lz 742V ABL U B%
RV 72 LRI BT DGR, 742 ) > BISE G E LKL,
MASP/sMAP ¢ D £ & 4385 > H D D, S.aureus i
N3 BEEEH L DR~/ 77—tk s
BEYEERTLI LR INT,

[E#&]

INLDFERIT. 74V ARBIVATIE. 742

VoABRBBHFLTELIFUBRRBRBLTEY,



CDVIF UAERRDE SR T I L >TIMED C4
VeE TG O H B KR X S.aureus O G FE NI R
ROBETBHELILE RSN 7S aureus DHETHHN
fliz. 23742 AdsS.aureus ¥ Z#H L. 2 i
FE->THEEBR 2R LTV 2 MASP 25/ 16 & % W1
{EL. B L SN HiE2sNI TV T 27V =1k
TR ~/u 77—V ILIIEMBESFEEINL L
FEILNTLTRRbL, 742 AlRRIE L F 48
UG O 383 L HERR 1B 2 L 23R Sz o —
Ti. 743> BOEREF I DWW, Z DA 2
XY DIENT 5 RV REE IS >THRIE R OB
R U@ EHESN/L LA L MER 742 > Th
5743V ARFERL I F U RBDOBFS FLLT
HARGIEDO LRI B VWTEEL&E 2H->TW
BT LWIREINT,
[(BE& k]
1) Matsushita M. et al., J Immunol, 164:2281
(2000).
2) Matsushita M. et al., J Immunol,
168:3502 (2002).
3) LiuY. et al., J Immunol 175:3150 (2005).
4) Endo Y. et al., Genomics 84:737 (2004).
5) EBEMHE—fh B4R S >R L8 p23
(2005) .
6) Endo Y. et al., Inmunogenet 57:837
(2005).
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T 5 SNy FYIE I L s HARBILEEEmAA =X 2 (1)

BBELEE B URAR LTS AL e
PRIRE SRR & > 2 =B G2 - 0 T BAR AR, 2 ALHEE R AR A B R AW TR - ST Hll 7 47 BT

Augmentation mechanism of innate immune responses by cancer cells-secreted small molecule (1)
Masahiko Yabu', Hiroaki Shime', Misako Matsumoto?, Tsukasa Seya?, Norimitsu Inoue'
Department of Molecular Genetics, Osaka Medical Center for Cancer, 2Department of Microbiology
and Immunology, Graduate School of Medicine, Hokkaido University

[IFLsHIC]

R A B V> (i SR ok o R AR e &
Toll-like receptor2/4 ® Y 4 > N T & % bacillus
calmette-guerin-cell wall skeleton (BCG-CWS)
CTRIB 92 L BRI HEERE TIRIL-12/23
@Y7 2 =y pd0 st B R iSO U]
R TIEFE TP WMESNTV 5, ZDHRIL,
FEDSHEBR @) &, TLR RN 75 SO & 358 LT
VELEEZ LN HKAIIIEMA DR E LE RS
WE L RIFTHEZBRLIEMEOREE RIGH
TLRZ /T L BAREBINE 25 L2 il
720 36IT . TLR 7 A FHRIL-23 pl9EIEFERE
T IERI RS2 FE N LD TNV
JGETHEBPFETLEIL2HL LD THE
T2,

[Fi%]

AR IV P R AR D 35 28 B3 % fER S €. TLR
VA FamiIL-12/23 p404 7 2 =v b IL-23
plOV 72 =vIDFHBEE) TNV LA LRT-PCRT
HIEL 2,

RUARI a7y — JHRMAEKITT4.1 X2
RAW264 lcB VT b ML-23pl9EzTD5 EFiR
BHEH I N T 727 =L R—2—BETTVE
AFREBRELI I MEMAk DR E LB RS
FRES LR FRES LIC/HEL, FHEH 5D TLR
VA FRIBIC T 32 A N
[#R]

fE AR A & L 72 B3k & TLRYA > R T
F#95L.p40.plI DHBALFHEEIND, ZDFFIT,

HE LEORS FRES ZHRMLTIBLp40 DFH

HED RS FRBES Tldpl9 D FKEE S, BCG-
CWS XU PG BB I b XTI R L 72, p40 D FE
HBEEAITIIGM-CSF 25, p19 IZidFER 277D
BB DL TV i,

RIS V=R —BIEFT A I L->TESTY

35

BrsDT 7V TLRYZ7HFV FROELETE
HW-FNF k BOWEHL &2 HEEY T pl9DUTR 2 &
5 LWREE. 2.67kbp (KIS dsb o7, 2D
BARIIITT74.1 MIBAAR TR S 172 55, RAW264 #fi i
KRIQTLR VA > FREE 0 LU E 2R — T8
# R EEMRIIR S e b7,
[E£]
AHRETIRIEMAL D 55 W SN KL FUED
S FMITIEE L. TLR > 7' F A 858 12 B DNAT
VAV B HEEBE2 AR L. 5%13.J774.1L
RAW264 O Z BRI TR LN/ IBEEDE VR,
SEBRLT VAR ZHWTIOMHEBEZ DL
LI T EADVHELLEEEFLLDT 7 FN
IKIGETEDNATL X M ERBA L AL, B AR GIEIG
FEDRERITEL D TR = R LB BT E VS,
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B S I NSRS FYE ITL 2 B ARBINE I IEAL = X 2 (2)

B 'L B BUE L AA EET A S F2 R !
VR BRSNS £ > R —WFFERT - 5 F B AR AR . 2 ALHRE R R FBEE AT FOR - ERE 00 B

Augmentation mechanism of innate immune responses by cancer cells-secreted small molecule (2)
Hiroaki Shime', Masahiko Yabu', Misako Matsumoto?, Tsukasa Seya?, Norimitsu Inoue’
'Department of Molecular Genetics, Osaka Medical Center for Cancer, 2Department of Microbiology
and Immunology, Graduate School of Medicine, Hokkaido University

(=402, >] |

EREAETR LILIREREICBEESALN Z
NOEDEEC B BRI IS TLEZLATY
. R IR A JEE L L BERR L L &
205, Z UK UTRERI IR I3k 2 2 J7 ik ClaliE 352
LHYRILNTV 5, 20—, SyB B RE 4 FART 32 A
FDRUWTHo.HAI EMBAD R #E Lig&2wr7ext
REL.BRREBRE LG I ELRITL (&%
OBBETIEMEOREE LidiIE. B RREINE &1
ToZLh R L AR TR M EE TS
RERE R F AR IcREL. 2 DIER %@L 72
DTHET 2,
[BiE]

fifE MR D% 8 L2 o L KD FRE S
(4 FE10,000AF) 28 7. % D57 & BIKIT TR
MU TLRYA > RTRIBL 721, HA o4 BIETF
O mRNARLIEE FEP~DOYA A o RibES
MEL o~ u 77y — U HRMBaMk 2 AT
IL-23pl1 9@z TD5 EHHEEBAH /LT 7
T7—¥UVR—R—BEFT VA REHEEL,
[BR]

fH ARG & BB L /- iR A R 7 F R A >
THIBM T IL-23 2K T2V 7 2=y plo9D
FEDTFEE S NS5 MiEMakEE LRSS F
BEHSZHBRMLTBLHBMLAWEFITHANT
PlOBETORREVHEALI COHRIT. plOE
EFOS EHREBRERAV L R—A—BEZTTvE
ARTHRLN/Z LD 5 WEE FIIpl9BETD
REARETIILITRBINI 3 M TR
< AHRMRICBWTHEBROB R34 51,

RIS ARR G ENFER 2D LI B2 23R
FAHHEEL 72 T DIRHYIE 1L, ERRITEMB DR E
EEPICFEL 2 OB RIIEE LETR LFECE
JETHERIEME AR U 2o 3 7o R E O £ SR E
Hl 2SRRI EF S5 L B8 EEOWE I

36

K U7 FELEHEEAFIL. BCG-CWS ¥ LPS &
WKE->THFEEINLPIIOEETORI LML,
[L-23 D B BN S 7, 3 51 R 71,
TLRYA > NT=o AR 2RI L7 L XIL-23 D
ELEANLTHEINITHRE,LLOIL-17EE %
FELABEWTEI Lotz

[ZE]

AR TR IBMAE D S50 W SN K TYE 2
REICEDRERFO—2LTH 7 ICFE L. %
DHEATFDEE F T TLRYA > NIz L5~
v AR D5 D IL-17 BB LI AL 7 JEHMA I
BB RIBINE DIERIIIE DR R IR RAITEIC
LHSPREI NS DS TEAHRE IS L 7 S E L H i 2>
LEAINEIAMA IR MEH ELFETILYL
FEAR O IR ER B LR S NTV 5.5
B AR THEL @A FOEREELS LT
JEE S I 1T 3 1 DR 2 A S 0 T LTV & vy
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PARBL 72— 823 1) 2RI Toll-like receptor D#EE|

Wi Al
bk - I - G (seya-tu@med.hokudai.ac.jp)

Role of Toll-like receptors in inducing antitumor effecters
Tsukasa Seya
Dept. Microbiol. Immunol., Graduate School of Med., Hokkaido University

=)

PBAERE TR TLARICH CHRDOHFE 2N
TET5.EDOMHEE T 7274 — (CTL, NKT, NK
k) FERTHIIZ DA REREL EIF2ZL
WKLY TFR. THRWUE P HIGF T2, BAREHEED
FRETERRZIOBRRAICI->TAERN L REL
PERIITHLI TV LIV ARBEE B VTH
RBE O IER B I T LR MAL S 2 0 B3 H 5,
BADHE BRLLLHEDO A 25 35LLILL
W7+ — ka2 o6, B IR 9% (TLR- IR A
Ha) DSATEREIDSEE L DRH ST RINT VS, %3
APURZ USRI TLR B L L HITHLY AT
4 & Tcross-priming 232 %, 7+ ¥ — &2 i 35,
TLR- SRR 0 S E M LI B 1 2 0 TRl Ay
EHRBRBERTIIL 2 LRIATH 2, A RO T B 1L
CTLFE IS5 35 TLRIERL S (T2 23 b
LIAFRI D) DBEREMRMT 438 U TBHRMIRE I CTL
R TRIRAN A5 25T VN MR TEIL
Tho,

[(FRFERR]

TLR agonists 132 h Zh~ 7 ABHH A (B16
melanoma) D& TCTLFEE 2 BRI, DAH =
A% TLRETRE 72 —DKO~Y R % FHVTE#ENTL
72oBCG-cell-wall skeleton (CWS) iz &3 TLR2/4
F#E I MyD88 74 7% — K& & ERHY I T/ MEAL L.
CTL##®E L 72, MyD88 KO v A THidsA CTL
IIFE SN L D> 7. —T . polyl:C iz &% TLR3 FI#
I3 TICAM-1 (TRIF) 7 & 7% — #% B& & & Mk L.
CTL %#&E L/, TICAM-1 KO =7 ATHHA CTL
IREFEE IR D > 7, 2 ORGSR LR RE O R 525k
2 &5, CTL 3% 8 (< 70 15 4R #ll F2 cross-priming
i3 ERE2 DDA L () O TLREZRE S35 L
HSHBAL 72, & MEPIRFHRE & F V> 72 Genechip g
FEERTITBCG-CWSI3TLR2/4 #£# %/ LT BCG-
inducible genes ($#1260) % & & L 7:.— A.
polyl:C 3 TLR3 #%#% % /7 LTIFN-inducible

37

genes (#1140) #FE L/ MFH IR L -/ITR
R — BB LT #5012 BCG-CWS, polyl:C (21K 5
a7 2N M LTRBEEIL A (R T205. 722
NNV IRB RS>z 7272 —E b2 FHAELS
B, EVHIZ2LT V2N hOEF BRI DO
HMAEZ VBARBD L7272 —FHERE L EAT
T2, 205D FHEEBOMEL LA THS,



NKIEHALIC B LT 2N MOBBEL B

We
Atk - & - Gl (seya-tu@med.hokudai.ac.jp)

Role of Toll-like receptors in inducing antitumor effecters
Tsukasa Seya
Dept. Microbiol. Immunol., Graduate School of Med., Hokkaido University

=]:g)

2340 CTL [E#E##E1E MHC class 1 % F5BH]
352 ThH5.Class | # R AMBLIE—F NKD
BEHIIC 2 5,CTL, NK 21l 7 E L TE UL A D
MHC OBy I 57 DA 2 HERRTX213 3 Th
SRR I NK, CTLA# 38 324 mt 4545
Toll-like receptor (TLR) #& AL F (72 28>
M) 2BER U7 . RNAFEEKSHSCTL, NK OFEHALEE
BRI E A T5Z LAvHEAL /2,
[&2]

BREZ2EH TS, 1. TLR3 L TICAM-1 DKO~
v A % F V> TCTL % % 12 2 B2 4¢ #511R il Bl cross-
priming (Z polyl:C k171 ® TLR3 R H B 532
k&R LTz 2. Polyl:CHk 771 @ cross-priming
XKD RTF R 2SRRI R 32D I
BThs, 3. NKiEMHILII TICAM-1 i<k >TEH
BXh2BMyDS88 BB TIRFEE I N L v,
TICAM-125FHisr T LTNAPI #5ZR L7255,
IKK ¢ /TBK1 %# 77 LTIRF-3 & 3% % 1k L NK 7 4 1k
D3 %5, Polyl:C I3~V AEEN# S THWE S &
MRBEEFETHL. B H DKV RNAFE K E A7) —
=R THD,
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Toll-like receptor homolog RP105 @25 —47" > B & i<+ 51EH

ZH 7R MR

F—1URH A% RE #F!

EERZEFTRBERN - ) U~ FNEH L B#EER 2

Role of the Toll-like receptor homolog RP 105 in the development of collagen-induced arthritis
Yoshifumi Tada', Syuichi Koarada', Akihide Ohta?, Kohei Nagasawa'
Division of Rheumatology, Department of Internal Medicine' and Department of Nursing?,
Saga University, Saga, Japan

[ZL&HIC]

Toll-like receptor (TLR) (3f& % D EYIH KD
DFDLETR—=ThY. ZDEMILIIERLEL &
TERRZEOFRICEELTE 4137 LT5,
RP105 (3B #lifd, B4l (DC) . v27a 77—
F#H35TLR BI#E S FThHS VMBS TIETLR I
338 D leucine-rich repeat %48 32%5 fAEN (<13
WH D TLR L2 7% Y Toll-IL-1 receptor KXA > #%
b v, B Y B MIFEOWEM LS FLLTHE S
P ZDHETLRY LEHITLPS S IS5 352L
HIRENTP, S B RP105 5 FDRIARAT—7
B R ICB I BERICDWTHE L .

[l

RP105 R#E~Y X (RP-/-) #DBA/1 *VRILKE
LB B 25— /7> (CII) THZE LTI £ 255
L7, §u Cl HUiA IR ELISA THIE L7 BB %
CII THEL LB DO YA A > 2BE L7 B DC
% MACS beads THHIL.LPS TH# LTTNF-«
DEE I LT,

[K2R]

RSN RIERICIIE YLD 579 RP-/-7° VA
TRV E A GBI R 2 FAEL 72 BB R A2 71
RP-/-=UATHRBICREIE > M2 7— 7~
PUAMICIE B R E2BO L7 B R DFEE
B2 CFA IZfRATIFA %2 ERALTHRIBRDFERHH
s Lo Le/7a—F A HiCl Hidk L LPS T
W2 VMR I S b — A LRI Th - 72 I
R CII FE I 35IFEN-y ' TNF-a D EA L
RP-/-<=UATILHEL TV /- B DC LV > iffifa %
EBELTH¥ T2 LRP-/-DC ITEBWTIFN-y E4
LML 72, LPS F#c L2 DC D TNF-«a &
AIERP-/-DC KB W TBREOBEMA RS,
[EF]

RP105 AT MHRLICIIFERLTE 5T RP-/-7 VR
TIIDC % L DHRR B OEED TUEL DY, %

39

DFGRT MMLDIFN-y A D 7R B R D
EPELLLE Z LN,
[%5am]
RP105 (327 — 77 > BAE R O FHAE (3N E (<
M9,
[BE 3]
1) Miyake K. et al. J. Immunol. 154: 3333
(1995)
2) Ogata H, et al. J. Exp. Med. 192: 23
(2000)



-\—‘-l—u._ --T,' >

ety AR




E-1

BN GPLT > A — KRIB%E

AT 2av! ik BF! BiH % Antonio Almeida2, Anastasios Karadimitris?
VRBRARZEMEYIRE SRR A E

2 Department of Haematology, Imperial College London, Hammersmith Hospital, UK

Inherited GPI deficiency
'Department of Immunoregulation, Research Institute for Microbial Diseases, Osaka University
2 Department of Haematology, Imperial College London, Hammersmith Hospital, UK

[EL&ic]

GPUIZ 7/ B iR 7 > A — 2 HENRE T
ZTOEABRIITRTOEKMBICE WTRESN
TWBBETTITI00ELA EDOGPI7 >4 — B &
APHILWTBY. ZOMBERBR BERF. L7
R — FHRHIEE 7 L3383 THL.GPIREREL L
THIS TV 278 I FAE M M e F PRAE (PNH) 13,58
MEHARL D PIG-A B F I A HaZERE R ) B Z
VIMERFIRE I B VW TDAGPI 7 > A —RBEHDOFKH
BRIBILHRNLIEEBRTHS L PIG-AIIGPIAH
OB DAT Y 7 I HADEHTCPIG-A/YIT
Y RIIEHTGPL7 A —REABFKELL
TeDITREBIE LY 5,

SaF 234 FVADIN —7 L DI FERITE I LY,
FREIR L UTHREP R AR MARAE L R FIEA2 2L S
BIEEREFFOGPIT > A —REBED 2K R 4R
ML DTHE T2,

[(FEEIUHER]

1. Z{BARDOELV2HKRZD 56 WEIHEFICEYE 3
ADBIRHH AL 7, FIIRD MARE & R #FEAF % 4
WAER LT O MICREDRFE RS LD SNL
1123 Fall

2. KA, 3 & OHFRAEZF AR ODFACSH#ENT IC LYG
PI7>A—REHADRKEDBE R BALDLA ZD
FREIMBEEICIYVRL STV L RIMLKRE TIX
CD59,DAF D FBUE I3\ T 2 /- JEMBRMAE T
HEIFHEF LI BV THCDS9 DRIUK T 2345
N ZDZLIIPNHE X B ZRETHLILETRY,
3. BFHR OBk DI E AT I LY. GPIEH
D12 D< /) —AEBICEENHEILD
oD T.IORILEHEIBEBAPIG—ME2EE 5
T I7AINEE AL LZBMER T OGPIT >4 —8
EADOEBAVR 7. T OO KEETFIIPIG—
MTHBZLdsbhoTz,

4. BEHROMIETIIPIG-M O 7 a€—X—E{I

40

DGCbox?D MERIH LN T . EMSAB L T LR —
2=t s 7 E—2 —EW DN ITLY. ZDE S
IKHEET5Spl DFEG VB RAERICKIIEEFINA
REZETORBPBRML TN Ld3bo>7,

5. ChIPBATIT LY DI DA T FAALSS
WOLTWEILE b ->-DT BEHKDB Ml
fa#k % HDAC (histone deacetylase) [HER TH 3
Na butyrate TULE 32 L PIG-M OFE B IR >72,
[EE]

ARGPIDTEERIBIIBAEBFETHY, PIG—MIiZ
GPIE BRI L EDBET ThIBHFII7TaE—
R —EAL D BE 1T X > Thasal e FFIIBIEL TV 2
B EEHOFKEIIITIEF THb, 2D LIIPIG—
M33EEEREERFICI>THRHAOHEAZ3Z13 T
WBIL AT, 3-BEOEERTHLMBREL 11>
NAFKIEICE D EHLGPIT > A —RIEHERLT
WVEDPIALHITLI VY,

[BE 3]
1) Takeda J., et al., Cell 73: 703 (1993)
2) Almeida A., et al., Nature Med. (in press)



E-2

GPI A /2 M—=NIRT VBRI~ Y AIEEA L 2R T

REFH RERSS AT L L0 SRR I IEAZ FEER AR Zap!
VRIRAR AR TR A E
2 RIRARFABEVIRIT 7R R B IRERERE2—
SRR EER BRI TR TR BN a8

GPI inositol deacylase deficient mouse
'Department of Immunoregulation, Research Institute for Microbial Diseases, Osaka University
2 Genome Research Center, Research Institute for Microbial Diseases, Osaka University
2Department of Hematology and Oncology, Osaka University Graduate School of Medicine

[ELsHIc]
GPI7>A—RIEHEDEGKIZEB VT GPIA

M= DN FUIRIIRFEE SN D, 2RI DIFEE

21197 N B XK B £PGAPI(Post GPI-

attachment to Proteins1) # [l % L 7z V., 5% 2 4l g

THOEERTPGAPI REMIIZ.GPI7 >4 —8IE

HOMMERENDFEBRICEREIIRLNL o795

GPI7 > 74— R H Ol &~ O ik (2B D3

RN/ GPIA /S b=V DT TIIVIEED LY

RERYBN 57010 FKAIIPGAP1 /v 777k

<Y RA{ER L 72

[(BESIUER]

1. BEERICEEL L) 2858 . PGAP1 O 5%

HOLOY B RIBIELEICRE LI E— %~

J AESHAITIEA L. ¥ X 7= Y R B AERL 72, 2 BT

BATuRYRAEPCRIZEV 7/ RA TR ) —=2 7

L.AToEt2ZEIEEILETRED/VITIIR

I AR{R 7,

2. RED/VITOIMRIADIZLAY (9FILLLE) 13

BRI 2R LT,

3. FAEMBI AR/ v 7T MU ADES D L

REEE. OO REE A RL TV s,

4. BEXESTARED/vITUMNURIL FEOEA

B ~T7abttUREDEBE 3D 7,

5. EDKRE/YITIMURARMELZRC S THFH

TN DT,

6. D /vITIMNURALEFERI O AR SE 72

HEBIC MOTE WNELIL<) CEELTEE

L72o /v 27 I NOREFIRFE 2 LEINE ITETT

TR d -7z,

7. /7T ORTIIHAER OSIDZERE DT

BOEL(EL-T,

8. /vITUMNDRET ITIZADAM2, ADAM3,

41

Izumo.CD52.CD59b %2 ¥ D IEH 2 ZHE I B
BEHIIFBIL T 7,
[EE]

PGAPI1 IREfADIEHE e F A ICEE LR H % £/
LT3 DA = A LB BT L
DRENZOWTIREFTHF TH 2,

[(2E3k]
1) Tanaka S, et al., J Biol Chem. 2004 Apr
2;279(14):14256-63.
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mfEY 2> v hCD46 2 L 5. H B3t CD46
PUEEEAE T Y MET N ERIEANDFHE IZTHOWT

7k¥¥ 1E®]!-2, Claire L. Harris!.B. Paul Morgan!. # R 1&—2
W — T4 7 RFEEETRE LA F: & RPEFEFHIE. 2 B B RERFEFAR LB AR A3

Immunization with CD46 generates a strong autoantibody response targeting the spermatozoal ac-
rosome in rat.

Masashi Mizuno 2, Claire L. Harris', B. Paul Morgan', Seiichi Matsuo?
'Complement Biology Group, Medical Biochemistry & Immunology, School of Medicine Cardiff Uni-
versity, Cardiff, UK; 2Dev. of Clinical Immunology, Dept. of Nephrology, Internal Medicine, Nagoya

University Graduate School of Medicine, Nagoya, Japan

[FL&HIC]

CD46 1%, C3 L ~ b T 8 < B il & il 60 K+
(CReg) D—2>Ths,— .t hBLWrodent itk
WTHETFOT7aY =Ll BHRLTFEELTWV I LSS
WESINTBY BB RO EEZ LS HIRB S
TV25, EBE . CD46 2| 95 L T ZME HE S
L BV LIMEEI NS I L O H 43 BET TICH
EINTWB IS,

—F T EMEEO—ER L LT B ERB KRS
BINPUE T HOHBELE D H T 50 5,CD46 D
BRI SMITEYCDA6 3Z DR —7 vy MTh>Tw
B2 E9H [RBIRR VL 2B TH S,

INFTIT, 4L, 7 CD46 3IEH ITRF AR I
% spermatogenetic cell L ¥§1 72 vV — 2K
BEEEL TV L WG L4 5, SR K41,
MEREZ v MTBWT H B35 CD46 Bk 4
DEBEMEDH M, £ UTR N EEA S ¥ 72 51 CD46 i
RDARIEN DB A RRETL 72
[75&E]

1. YVa>eF> b7y hCD46 (rCD46) Z#FLJE L L
THEREZ v b (%6 IL) IcyZL, H CHisET AL DT
LD LUT [HEHLCD46 Yk DR N EEE D FFE % 3
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Mechanism of acceleration and protection to apoptosis through Cba receptor
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