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1. — Rl e 54 H TR MG C5 8% Coa FE/EBUH T4 E & C5
By Cha WAAW TS, Hp ik fy#isisn 4 & 2 5 58 ik
137-26 R C5 A1 Cha KAZ, (HAEFHAFNH] C5 HvEH H AR L C5b
()T BN Cob 71k

2. MRIEACAESK 1 Pris i, Horp iz 2o,

g2
3. MIBCRIER 1 Pra’ffu g, Hrhizdls)in &8s EEpiE.

4. PUARBELYUR G A Fr B & ATk oMl C5 B Cha A7 7E B A T4
HhiE & C5 B Coa MAAWHRIME, Hhprdiiies ytnsd &
B G35 R EYiAR 137-26 AH[AE) C5 F1 Cha BIRAL, HAHIEA
) C5 ML HANEBHIE Cob BITE BB FNH) Cob HITE T

5. MIEACFIZK 4 Pri®f iR, P iz RS & Bl s €5
FR R B4 SR 45 i 8 B Cha

6. MRIEACFIESK 4 Brid i, P Z iR ei Hop R 456 F Bl Coa
#5455 C5aR,

TARBEACHIE SR 4 FridHE, HbhzbiRg A B ZE Bl Fab,
Fab’ ). Fv FEB4E Fv BTS04 .

8. MIERANEK 4 Pri’iilg, Hhizfiik R BTN . REaH. &
RIEH . NRIE AR

9. MIERAER 4 Fri’R &, KAPiZPiEME ATCC DR FH b 4
4 PTA-3650 W 422898 Hh = AR 1) B me B A 137-26.

10. MRIEACF)E SR 1 8% 4 B, HiZ Cha £E4 Cha.

11, — RSl C5 FFIER T, BRM TR ESURS & FBIA
BLFS C5 MALEY), IHRmMPESREIURS & BT €6 ME&, Hp
A BH GRS & BUA & 2 5 BT EDUE 137-26 AR C5 19K
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A, B REILIFAIIH] C5 BVE AL HANSBHLLE C5b BITE AER NI Cob 935
P

12, —FpESMSIN Coa FLERI TV, BERPUABILHUR 454 B
NELHE Coa MALEY, FFMIBT S HUR S & A B Cha 454,
HARGUFEHTUR S & Bl & 81 5 353k 137-26 MR C5
IRAL, (BARIIFAHIH] C5 fiFAk AR 4B LE C5b (T k4] C5b
HIE L.

13, —Mgsb e B AW C5 WEBINTTE, Ik inEaiEE kg
HHUREEE 7 BONNETE C5 MAEY, N EHRE a4 4 B
Xf C5 M4hia, W iR E S A B SSF 5 BT ik
137-26 FH[EH) C5 HIZRAL, (RZILIFAINH] C5 1351k B ASBHIE C5b
(7 BB 1 CBb FvE T .

14, —FiESbEBAEY T Coa KIEBIITH:, Frid ARk
BHPURS & R BUMAERE Cba MAEY, IHNEVAS AP RS
FBU 5 & &, HTEIBRmETUES & RES T 5 AT Bhik
137-26 FH[EH) C5 HIFRAL, (HZILIFAINE] C5 MiH 4L EASPHIE Cob
T BB Cob I3 .

15. MRABEBOMIZR 11, 12 8 13 8 14 (777, HA ik 2 8 s
A& 137-26.

16. ARIEAFE SR 11 26 13 W57k, HrPi% C5a &4 Cha.
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ZEL 4 C5 FN CHA ABASFH IE C5B T R MM I A2 4k 37)

AHIEEHIE S A 02816102. 5, HIEHA 200248 A 17 H, k&
HA44 BN “ 454 4 C5 F1 C5A {BANFH LE C5B R dMaA s 4 I 11
[ & R HE ) 2 R A

MK HIE RN B S
AHERFIK 2001 &£ 8 H 17 HEEREEIGE TR HiFEE
60/313, 137 SRR, ZE2X UGB IFARIF,

FiAR Gk
AR BRES Fe—Fp RITHNHIF, HahE& Mk C5 1 Cha, {HASH
1 C5b A1 CSb-9 R TH E &4 (MAC) FITE .

HERERA

IMARRIERIEE AW TG IR TAERE 7. ShRPUR

AR A0 e B R A il ) S RN SR AR . AR, AMER
,JLEVJTf/\éljil_iﬂﬁfﬂ?%ﬁ??ﬁﬁﬁxriﬂﬁliﬁﬁéﬂf/\ﬁﬂiﬂ TGIES3
HHEEMHERIRAESAEMIER. X ERIGKEIA & FRAE,
L35 WL AE R 50 Lo LA B iR I/ F5-E 1 45405 (reperfusion injury).
BAEHEF. S8 e, BR. WM B & Rk, Z56Im s,
WO 2 5 [ T — A F B R, N EREET 2 200,
000 AFET-. BRI £ JLFEE™ERE P KyayT TS 7T ERE, [
A& WUIMLRE 5 3SR R0 R S PE T R AN e S K . Rtk sl eMAc R e L
B EN S ST O B S i A AR KR A e I PR 32 38

IMERRG AT AR, XEEE U UANTEIPRESFE
TIEY . WAMARGEREN LT HABARARPFIER, 7018
NG MIET AR (V.M. Holers, fE Clinical Immunology:
Principles and Practice ™, WM R.R. Rich 4w%%, Mosby Press Hifii;
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1996, 363-391). M2 MG RMOB K/ SIS, Hod S md ek
PUR-HUAE S WA RS - A LUR A -G AR R C- RN
H B S E,  FFm 0045 2 22 1 S 40 ol (1038 203 A, T DAAS O
PO 5 NS . BRI EE M e, Lt C3 7o &
SRR (e RE A AN b A M B 2 B2 . DUARE e AR R G A D
TR AR AT A B0

BRI, AN BT DUE S A Pt i SR e M s, H
K BNE G SR = INYIR A& AR E I C2 F0 C4 TG, X
&g BILFE MK (Matsushita, M. 2 ANE, J. Exp. Med
176:1497-1502 (1992) : Suankratay, C. % AN &, J Immunol.
160:3006-3013 (1998)). M EBEMLRKPAXMERERLS S TLMGE
12 K0 A ) &% I 25 3 72 W 5 B9 18 19 4 K (Suankratay, C, 1bid,
Parries, T.C.Z A%, Mol. Immunol. 27:1155-1161(1990)) ., %M&E
I EEAAE T AMAR AR A TETE R B, Bl C3a. Cda Jk Cha
I E R UL Cob-9 JEX T &4 MAC) , F#id [ ek
Mo EREAIML. WER RGN, MmN, BE K BRRN P 57 4 AL
fo KT M EENE . 40 R AR E R LU U SR B RO R
A8

M C5 R AME RSB RME K TR F 2 —. Cha & Cob HIHH{L
B . #ME C5 (190 kD, Z-F&) LKL 80 ug/ml F#7ET AR
#1 (Kohler, P.F. %A%, J. Immunol. 99:1211-1216 (1967)). &2
R ZIREE o 1 B 4Rk, XWEAZIREES 0 BA KL 115 kD A1
75 kD B4y F = (Tack, B.F. % A%, Biochemistry 18:1490-1497
(1979)) . 45 WAE N BEERT /T (single—chain pro—molecule),
C5 FEALER AN 4 whit FR b i g ALV E P B 20 OB &5 48 . T R 5
XA AR 2 D — A g DRI B B AR T 45 5 A i (Ood,
Y.M A%, J Imwunol. 124:2494-2498(1980)) .

M cDNA JE TP EHE T 3RS A KR C5 I — R B R R LM (Wetsel, R.A.
4 N5, Biochemistry 27:1474-1482(1988) ; Haviland, D.L.Z A5,
J. 1mmunol. 146: 362-368(1991) : Wetsel, R. A. # A%, Biochemistry
26: 737-743(1987) ). Pkl BaT4& ARIRT C5 (pre—pro-C5) &I
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M P2 AT 1676 Fha 25mR. i C5 19 a A B #4070 HAT 999 1 655
P B2 . C5 7E C5 1) a B (CJUHARGRIE 64 SRR ITTABNZ) b
#HAb .

Ch fEAMAIRAE g FE P 4322 1l Cha 1 Cob F B, 1137 C5
WAL FALREE B A T2 U242 ) Caby C2a LLAL C3b FH T B ik
121 (C3b) s Bb DL PHIZFRITESY (multi-subunit complex)
(Goldlust, M.B. % A%, J. Immunol. 113: 998-1007 (1974);
Schreiber, R.D. # A¥, Proc. Waff. Acad. Scl. 75: 3948-3952
(1978)) o C5 MIETE a FEHIINIE 74-75 (Arg-Leu) b4 40 B .
TEIEHZ G, 11.2 kD 1) 74 HEBRIK Coa #EM o BERYEIE A b & 70 B
T8 ME Cha BRI i Fs 2S5 1 C3a BT as I Bias 2 PEARZRARL,
HRFEE/REEA EHAET VR SAER N A EE C3a AR 100 fF. C5a
C3a W4 4 /2 Vg v 1t 40 M A 52 A% 40 i B9 3005 1) (stimulator )
(Schindler, R. # A % , Blood 76:1631-1638 (1990) :
Haeffner-Cavaillon, N. %5 A%, J. Immunol. 138:794-700 (1987) :
Cavaillon, J.M. % A%, FEur. J. Immunol. 20:253-257 (1990)) .
AN, BRTE/ R SR, C3a X T-Bi 1k B N 3 25 R BIK TS
+ 4> # 3 (Kildsgaard, J. % A%, J. Immunol. 165:5406-5409
(2000))

b T HOE S E R 2 4, Cha £ A TR EAITE

(chemotactic migration): FREHPEAAM (Ward, P.A. & A, J.
Immunol. 102: 93-99 (1969) ). FEREELI A (eosinophil) (Kay, A.B.
SNFE, TImmunol. 24:969-976 (1973) ). WERHANMI (Lett—Brown, M. A.
£ N%E, J. Imnunol. 117:246-252 1976)) . MEZMA (Snyderman,
R. % N#, Proc. Soc. Exp. Biol. Med. 138: 387-390 1971)). Cbha
FIVE A IR IKEF (plasma enzyme carboxypeptidase) N (E. C.
3.4.12. DHIRHE, I F R AKEE N M Coa R FE IR Im i & R Bk Cha des
Arg 149 (Goetzl, E.J. ZE A%, J. Clin. Invest. 53:591-599
(1974)) . fEEE/RIERE L, A Cba des Arg Bz TAN WA M) Coa B
1 %Hy M iE (Gerard, C.% A%, Proc. Natl. Acad. Sci.
78:1833-1837(1981) ) K% FEA%iafbiE % (Chenoweth, D.E. %N,
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Mo/. Immunol. 17:151-161 (1980)). Cb5a I C5b—9 PYEIIIE N K4
M, LLRIAH T4 C RS i A ek T b TR+, HESNn34
Y RKRE 34 (Foreman, K. E. 2 A%, J. Clin. Invest. 94:1147-1155
(1994) : Foreman, K.E. 25 A3, Intammation 20:1-9 (1996) : Rollins,

S.A. % N335, Transplantation 69:1959-1967 (2000)). BIL5EY
T VLA 54 o a3 325 1k ﬁﬁ%@ﬂz?ﬁﬂﬂﬁﬂﬂﬁéﬁiﬂﬂﬂﬁﬂfﬁiﬁlﬁﬁ
R A S ST BB, Coa & T RAE KN (Gerard, C.
2 N#, Ann. Rev. Immunol. 12:775-808 (1994)). tt#h, Cha w] i
AT S AL R K& (acute—phase gene expression) JEiE 4N
TNFa \IL-18 . IL-6 DAR IL-8 (A Ky KBRS S Y (Lambris,
J.D. Z A%, 7f: The Human Complement System in Heal th and Disease
h, Volanakis, J.E.#%m, Marcel Dekker, 41y, Z§ 83-118 i),

A Cha %24k (C5aR) BE&M 7w (Gerard, N.P. % A%, Nature
349:614-617(1991); Boulay, F. % AZ%E, Biochemistry 30:2993-2999
(1991)) . BB T LEEX (seven—transmembrane—domain) G & 1%
BRZARBR IR . CoaR #RIATEMERYEAI . BRI, VeI, 1
BE AN A0 AR I WURT PN B2 4 e . DL B /e 2R L (Van—Epps,
D.E. £ A%, J. Immunol. 132:2862-2867 (1984); Havlland, D.L.
£ ANFE, J. Immunol. 154:1861-1869 (1995); Wetsel, R. A., Immunol.
Lett. 44:183-187 (1995); Buchner, R.R.Z A%, J. Immunol. 155:
308-315 (1995) ; Chenoweth, D.E. % AF, Proc. Natl. Acad Scl. 75:
3943-3947 (1978); Zwirner, J.ZAN3E, Mo/. Immunol. 36:877-884
(1999)) . C5aR &5 T RALEEMFR AL B 2 1) H i = DA EY B L m]
DEMESK Y. —MEET Cha BRER M (FAER 1-200 Al
BASERIZ O CEER 21-61), MH—NEA T Cha BRI (R
FEMS 62-74) (Wetsel, R.A., Curr. Opin. Immunol. 7:48-53 (1995)).

Coa ARERAABRGFREEFEH. £OMHHEKR
(cardiopulmonary bypass) FMLBEENTH, M AMKMBE S5 AN T Ol
MLER A T IEE T ML R e fimiy, i PR ARAMAE 2 BT AL T = A=
C5a (Howard, R.J. % A%, Arch. Surg. 123:1496-1501 (1988) ;
Kirklin, J.K. %% A%, J. Cardlovasc. Surg. 86:845-857 (1983);
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Craddock, P.R.ZE A%, N. Engl. J. Med. 296: 769-774 (1977)).
Coa SEIE P EME EIFEMEANFM . LRSS 6 mEK4E. A
BROR /NSO A LA R O HH D #93E (infiltration) (Czermak,
B.J. % A%, J. Leukoc. Biol. 64:40-48 (1998)). .7~ T #i C5a
Bya BEHURIIHZS, DA D Ha O il 29 AR SRR 55 & [ T R P 52 4
M5 (coronary endothelial dysfunction) (Tofukuji, M. Z A\,
J. Thorac. Cardlovasc. Surg. 116:1060-1068 (1998)) .

Cha X J EMERPIR FiB 454 1F (ARDS) LM 2835 %53 (MOF)
(Hack, C.E. A%, Am. J. Med. 1989:86:20-26; Hammerschmidt DE
2 NF,Lancet 1980; 1:947-949; Heideman M. & A5, J. Trauma 1984 :
4:1038-1043 > o Cba " K T Wi FF B £ 1Y BT & 4F 401 M KK 5
(pro-inflammatory cytokine) TNFa F0 IL-1 fJEZA A=, T H
TEWMULE R T s R B B B R T Cha FEREBHLAT M, BIJLH
ff s PR EEAEA] . (Smedegard G 25 A Am J. Pathol. 1989;
135:489-497) » 7R R 8 LR IE AN R M fiE s A
FEFFI N FE R RIATEE (B. coli) Y697 Z Rl [A3X L5504 B i 9T Cha
i S8 AL, LRI TL-6 Z 47 (Smedegard, G.
% N%, Am. J. Pathol. 135: 489-497 (1989): Hopken, U.ZE A%,
Eur. J. Immunol. 26:1103-1109 (1996): Stevens, J.H.%% A%, J.
Clin. Invest. 77:1812-1816 (1986)). W HEENZ, FHIL Coa Pi
1K EHIT Coa & BoxH WA T KR A B WU E 1 H gL/ %
FRE B AETE 3R (Czermak, B. J. ZE A%, Wat Med. 5:788-792 (1999)) .
IR B 5 A MU AE SRR IV 2 7 T B R 2 b . (Parker, S. J.
NFE, fir. J. Surg. 88:22-30 (2001)). FEAHIFMIMMLAERLIY
W7 T 3L Coa FrAR R P MR A M KA T (Guo, R.F. ¥ N3, J. Clin.
Invest. 106:1271-1280 2000), F¥Fjik MOF (Huber-Lang, M. %A%,
J. Immunol. 166:1193-1199 (2001)). #i C5a Ptk 7E K B A A fifi
Fo 47 ) HIE 5 s 7 PRI AR 2 o DL RAE e i B A5 & I i 454 T E IR
YEH Mulligan, M. S. 2 A%, J. Clin. Invest. 98:503-512 (1996)) .
Coa TEARIEE AN SR EENERENRE LE2HE
(Bozic, C.R.Z A%, Science 26:1103-1109 (1996) ).
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BATVEI, Cha TELNULBR M- TR G h o FZ R IA 7. fMAE
JH#E (complement depletion ¥/ T /N BH A ULEE ZE AR (Wed sman,
H.F. 28 A%, Science 249:146-151 (1990)), FLFIF#i Coa HiikIGIT
/N T AT B - B R AR R P it (Bless, N.M. 55 A
#%, Am. J. Physiol. 276: L57-163 (1999)). 4 @EW/N T 28
TEEST Coa 1gG FHVAYT WX TE O AVEE ZE 7P 1Y) B $i4% (Amsterdam,
E.A. 25 N%, Am. J. Physiol. 26B:H448-H457 (1995)). —FhE411E
A C5aR S HIFIEN T AN IS AL S R R P ZE T FR (RiLey,
R.D. 5 A%, J. Thorac. Cardiovasc. Surg. 120: 350-358 (2000)) .

7E B BRI RTT 298 R RS BEIRAE R A S L3 hHMA I
B, Cha FREKXAIFIRERERE (Jose, P.J. HFANE, Ann.
Rheum. Dis. 49: 747-752 (1989); Porcel, J.M. & N\, Clin. Immunol.
Immunopathol. T4: 283-288 (1995)). Ak, Hii%hl Coa Fi/8K Coa %
& (C5aR) RIHHRT VBT X LB HIIA

ChaR Fik# LR E) & R M AR PP A R G 1 V1t 2 T8 40
f. AN UL RN AL I (Gasque, P. 25 A%, Am. J. Pethol.
150:31-41 (1997)) . Cha MIRESMZELLHE (U1 Alzheimer J) K
(Mukher jee, P.%: A%, J. Neuroimmunol. 105:124-130 (2000) ).
12 JC (neuronal) ChaR HIVEILT]FH AT (Farkas 1 ¥ ANFE,
J. Physiol. 1998; 507:679-687). K, %] C5a F1/8% C5aR thnT
BHRT a7 B

PS4 K2 (psoriasis) & T @M/ SHI%NR (Gottlieb, E. L.
M NF, Nat. Med. 1:442-447 (1995)) . SRT0, W& 40 i S 04
Mt ] B8 5 5R I RIRHLEER ¢ (Terui, T.ZEA%, Exp. Dermatol.
9:1-10: 2000); Werfel, T.% A%, Arch. Dermatol. Res. 289:83-86
(1997) ). f- 4 Jreitds i (psoriatic scale) P AIA &&= Coa des
Arg, RIS AMATE LA JC. T 40 M A W& P 1 40 Rt Cha L 2# I 5 [ (Nataf,
S. % A%, J. Immunol. 162:4018-4023 (1999); Tsuji, R.F. %A%,
J. Immunol. 165:1588-1598 (2000): Cavaillon, J.M. % A&, Fur.
J. Immunol. 20:253-257 (1990)). Kt C5a AJ Jy¥aTr 4 B ik i) Fr 2
B 97 B #5.
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TRIEEREN G MREESY (10 B HTHF 8 3 Stk
(WAREHABERAE . S RKERHEC & . o iy B o 28 & 1k
(Goodpasture’ s syndrome). DL iE 828 ) b i AL B % B 4
(Madaio, M. P. 3, Semin. Nephrol. 19:48-56 (1999); Korganow, A.S.
2 N, Immunity 10: 451-459 (1999); Bolten, W.K. 3, Kidney Int.
50:1754-1760 (1996) ; Ando, M.%5 A%, Curr. Opin. Pulm. Med.
3:391-399 (1997)) . ZMFNYPRIIAEIXLE TIC FNR P I RAE ) N AR
FIT K Y (Arthus reaction), HAF S 2L EZAMPETE. H L
PLE M 5 (Arthus, M. &, C.R. Soc. Biol. 55:817-824 (1903)).
AT ST 78 CoaR A& B/ R AT T B IC 3% & A 0% (Kohl, J.
ENFE, Mol Immunol. 36:893-903 (1999) : Baumann, U. % A&,
J. Immunol. 164:1065-1070 (2000)). ZRHFELUTHIEI: PMorF
JIKHT CoaR XU T 4] 1 1C PR 5 1B RAE ) B (Strachan, A. J.
BNFE, J Immunol. 164:6560-6565 (2000)) . Cha ¥ [FHSE4R7E 1C
PR AR PL B PR EEAF . Cha 1 ChaR IR A A Fiair X

WO01/15731A1 iiXf Coa A HI U4k IG YT WUALAE ) 4L &) K 07
e IXEHRINS Coha JREI N RimX R NV, AL Cb A8 RV,

W086/05692 i~ i F s Al FH T Coa PR H des Arg fiTAEYIK
EIT A FFIREIBZEA1E (ARDS). ‘B REEF 2 s bk iG97 W
MAE. HHAAN Coa des Arg fTAEMIT =4, FACERL=HERRE
P, K SIH RIS Coa XX RN HIFiME. SEEELHRE 5,853,722 5
P T ATBILWT C5 354k I B LB T C5a 1 C5b TERR UL C5 Hiik.

FKELEHE 6,074, 642 S0t TRHL C5 P TiRyT B /DERE
Ko IXEEHUARHBART C5a 1 C5b (AL, 14 C5a FI C5b-9 Z JEEUY)
RN . ELHE 5, 562, 904 S1Fit T A 584 BH W MAC JE R PT C5 $T
7

7EPL C5 HriEmHEeihed, Frigspbiiam il C5 It rE
b B > 2L Al Cha 1 Cob(Vakeva, A.P. % A 35, Circulation
97:2259-2267 (1998) ; Thomas, T.C. % AN 3% , Mol. Immunol.
33:1389-1401 (1996) ; Wang, Y. % N3, Proc Natl Acad Sci.
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93:8563-8568 (1996) ; Kroshus, T. & N % , Transplantation
60:1194-1202 (1995); Frei, Y. %/\%, Mol. Cell Probes 1:141-149
(1987)) .

B4R FAN L C5. Cha 3 Cha des Arg AT X RN A TEFEHTLAA
(Schulze, M.%% A3, Complement 3:25-39 (1986); Takeda, J.% A
#, J. Immunol. Meth. 101:265-270 (1987); Inoue, K., Complement
Inflamm. 6: 219-222 (1989)). HEHIF: W C5 M Coa XK
I TR ST BE U] T Coa /311 ATP K BRI/ MR BRI (K1os, A,
2N, J. Immunol. Meth. 111:241-252(1988); Oppermann, M. %%
N#%, Complement Inflamm. 8: 13-24(1991)).

C5 Y I % 2 FE C5 43348 Cha A1 Cob. A& B I3 771 43 F LA
iSRS (affinity) 5 C5 fl Cha 454, Al C5 FIvEILAEH,
AA4PriE Cob BITE RGBS Cob BiE . XFhHIHIF I —A~ 325 2
AR MAb 137-26 BB TEREDUIR, A& E N C5 H Coa LEIILFIR
fr. wreA BTG 137-26 (220 O 78 2001 4E 8 [ 17 5, LU
Accession No. PTA-3650 #fi# G EA TR T (American
Type Culture Collection), 10801 University Bivd., Zgii=#, VA
20110-2209.

AR AIEIF S TR (1) RsEMIg& % C5 Ml Cha,
{HEASHHE] C5 MvEtk BAS B 1E Cob HIFE il Cob G TR e
PUAREH R B IR, AR HR . BEUSK, 835 (D) WA R 585
PR 137-26 A0[RI R ALHAEM iR . Fifk ) BUlds Fab, F(ab' ).,
Fv. Bi8E Fv,, HARWKBITERAEL A BROHEKE K
Deimmunized™ . #¢ NI ER N IHTAR K A B, WA R & m #4252 5k
TARILERA . R EHR s FREEEAA SR —T 7.

AR AP SR B R TRI7 i ot EREcAZiEHn Coa 4
PRI B, BRI Cha AT EEH B E 12T k.

bt P 35 7
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1 /R THE ELISA %', MAb 137-26 (FL C5a, SLLJTER) K&
Mab 137-76 ($T C5 B 4%, Z0FD S4itbI N C5a I4ia. — M lap
R PCHL I A AR IS S 50 B Bk AR BH R AR ) (negative controD). Y
AR PR IL KALE 450nm L% (OD) B MAb 5 C5a (1 B,
H X 3k MAb B EL . MAb 137-26 5 A C5a ¥, 1l MAb 137-76
FMAF R REBEAR S N Ca RV..

K 2 78 778 ELISA ', Mab 137-26 (SZ.0J7H) M MAb 137-76

(FOED 54tk C5 4 &. — MR A PLEC A AE S 1 B 0
PR AR S Y HARR R IE AL 450nm DU (OD) |1
MAb 5 CS5 (i pitt, B X HCRB T EDURTIHA . MAb 137-26 1
MAb 137-76 Bi& )5 N C5 M, TIAFRBPIAEAS A C5 K.

3 @78 T PT C5a MAb 137-26 A REHIHIRME N T M Btk XS 21 41
A 2 R AR (CPYIVE L. T C2 MAb 175-62 {3 3l T ¥ i A%
Mo —FRIFRUCEL A S e BEBURAE/E . Y R I
HIFE e, e SRR TIE A . X AR B R LA
(PIA L

4 EIR T PT C5a MAD 137-26 A Gl i B AU (AP) KA Hl#h
NS HBAL ISRLT4N B A AR « XEPTER+ D MAb 166-32 13 20
B TR . — P EFR LA AR SR B T B R A AR . Y
AR MANEI & o b, A CEP R AT — PR . X SR
BT IR . |

5 R T IO AR C B (P CSa 524k i AR g b
MU ZEE . FIvERS] (A EAAR AR C5a (rHuC5a)) i 1 itk
Zib. —MREMBVCE A KR B PR BB EH . Y Hl
R PI-Coa S5& MINHI B o0 Eb, seAeCE AR AT PR . X
REF S5 (competing agent) FIWKE .

K 6 S 7K A RKEIEEAfEREE LM WA CSa |k
KPR MAD 137-26 11456 RAL .

B 7A B8 T AEE 4 /KIEFE BT (BRI A A iR T, ZEE A K
KA E R N ErE g L CDIb Ri&. $T C5/C5a
Mab137-26 (520 &) EbHT C5a MADS61 (Dr. Jurg Kohl, SZ0 758 H

12



200810091622. 4 WO ZE10/27m

PL C5 MAb137-30 (S0 =) ARG T CD11b Kik. JFHIL
PRI T CS Wb AR MAb (0B =) R BMEMAER . Y
AR AR A I 0 G Ml A v 207 (Immunofluorocytometry) | == 21 )
RO E (MFD. X MRERPUANE (pg/mlD. T-0=7LK}[8] 0 73
PhRFE LR MAEA, T-10=CFH PBS B53% 10 -8 A BH Kk §
AL, HEREAS, JGieRm A MER, #Emn TR .

7B W~ T AR B A KIE =B kR 0 A f s A b, A A PR L I
K+ E R B AR B gl i B RS CD11b KA. $it C5/C5a
MAb137-26 (SZ.0ED ELik C5aR XFHi51 (Dr. Stephen Taylor) (SZ.C»
FHO BEEZHANE T CD11b Rk AAHKMPKAERTATER (5E
O =M. Y MK b ok R o6 oA M Bk
(Immunofluorocytometry) W2 2K FHRICEBE (MFD. X HifAER
PUAIRIRE (ng/mD . T-0=7EHT[E] 0 7 $PHEL e fifEAR. T-10=
CFIH PBS 5557 10 73 #P AN EAG K F w4 L. HereaR, Tied
A RAGMHIF, FEm T KA E.

7C £75 TR B KIE R Py (b 14 A A, 28 Ea i oK
S RT B O AARWE o A B 4% & Coxidative burst) . $iT C5/C5a
MAb137-26 (52O 8D FIH C5 MAbB137-30 (L0 =41) BHEH LI
C5aMab561 (5207 H) BEATRAH] T S A . DAHRIBUA (5
O =) KREZMEMAVER. Y HACEHE B %% % 6 I 40 i vF 0%
(Immunofluorocytometry) W& BB F375¢6RE (MFD. X iR
PUARIMEE (pg/mbD o T-0=7EME] 0 /8P e mAEAR. T-10={F|
H PBS B3¢ 10 40 # A B KM . HebEs, TwEsA
EoE L Ub 187 AN 77 S 9 8

K 7D Bon T AL E A KIER P 1L B AR, SRR
F T T SRR ) A ARG 1 40 i X AR A B R Coxidative burst) . T C5/C5a
MAb137-26 (SGOED ELEE CSaR X HUH] (S0 BRG] 17
FACER . DHRBPRAREUEATIER . Y SR i 5 5 58 06 M 48 ity
147%: (Immunofluorocytometry) Jll & 2| )P4 J5RE (MFID). X
AR DL oM RRPIPURIEE . T-0=7CR (8] 0 4; &R fFEEk 4 mAEA .,
T-10={XF A PBS 357 10 04 MARG K@) em. HerEs,

13
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TR BAH, #HEm T RS .

Kl 8 Won T AEF /KIS R B IEAL I i 4= MR, MAC /-S43
= BN IR 2 B (Neisseria meningitides) FJRAV. i N4 MAEHLEDL
C5/C5a MAD137-26 (L0 RN AT MAb (SE0 =), B PBS(T
R BT BRGSO R PR B . A, LS CS TRk
H A A0#H MAC FERIKIPT C5 MAbL137-30 (S50 2518 Sk AT 4= 1f i,
MEASHEARIL. Y AR MIAR L, & 37°C F 24 /M REFR 1
100pl B4 ML EEIE T AL (colony forming unit, CFU). X f#ift&
M4 1% 7 S 56 LR SRR F AN R I 25

AR S TT 2\
1. AR HEA

AR I (RS R T RED A MAbL137-26) LT CAnH T8
FTAMAES T 1 ZAE S H 23 IR B B v B Bk HIs57) . MADb 137-26 RBTE
HB s 2 iy Cb 856 . 15 Cb #sus LUB L Coa Z 5, Hifkn] 140
Cha, Cha AR, W, —H Cha BAEH, HMsHE S5
i CoaR 456, MR =SB RIENE SEFHEE (signal
transduction cascade). MAb 137-26 FFAFH%] C5 43 ZL AT & Cha FH
C5b, {HE C5a fEH A2 Jafi¥e s MAb137-26 454, FEH0I4H| Cha 454
£ ChaR. R, C5b-9 WIEHGFRZ B, HihT MAC MERFHE
C5b-9 (HERIEMEFK) BIL%H, FimfRE: C5b-9 FIF=4xF TRy
PE S e N R R LT

MAb 137-26 AJ 2N Coa BIR R ZUN, {HZA) AVFFMMA L
e CBYE C3 1 Cob-9) RN-SHiEERH . MAEEEXS TR
7 40 PEOIAE . 12 TC s LR 4 RO T S &AM
2. &I A &
A. BTEPUE

AT A B Kohler % A\ 7E Nature, 256:495 (1975) B IR FhiR 12448
T IEREIE R, BB ETELL DNA vk GRE BRI
4,816, 567 5) K H&E B TEEPUA,

FRATIFITIES, /N REBI BN s YE 2B W SO AR

14
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S, VLS AP A s Re = A PUA R AN B, Frdblielrr e s &
2ONREEFTHINE DR, B0 HF]JH DNA #43& (DNA construct) Kfiizh
Wihi, CLRIEIERNH TR PR (specific antibody) ¥4
8 H T (encoding protein). BF, TILENGIRZMEIIR B 40 A f0 5 o
WRa, FHEGEREER (L0, 1hkE 40 i 55 i e 40 i b
&, DIIER 24 AT B 41 8 ( Goding 3%, Monoclonal Antibodies:
Principles and Practice, % 59-103 12 (Academic Press, 1986) ).

WA R AT R A O R A HAE S @ B R A R AR, BTk
BN P A S — B Fh ol I RR IS & e A R 41 i i A K
BURSE . AN, dn SRR A i e AT A D YR BN 0 I T A T
MM 88 (hypoxanthine guanine phosphoribosyl transferase,
HGPRT & HPRT ), H8 & F] T-IX S 2R A0 Jo ) 55 97 0 Ol K EL A B VNG |
RS . SRR NEAZ T (HAT /)5 , 1X L4 B 1 T 6= HGPRT 41
MR A K

BRI B R A0 O S H MUR B R B PTE RN bR A
MApteE Her-EauiRArs. BHEin HAT AR A BBU v B
BRI, EXEHHERQIB A (Myeloma Cell Line) HHIRE RAIE
BEJH 2R, W AT B S E N FIAE JB N £ Hh WP EF 77 Salk Institute Cell
Distribution Center 345 HJ MOPC-21 A& MPC-11 RAEME. LER B
EH S B2 MNP TedE /KT American Type Culture Collection 3R1%1
SP2/0 Bl X63-Ag8-653 4R JafiT A= th K Y B L2 B8 &« FA Tt D& Hhid
TRANFEEAMB-ANNREHEEARAZAL TH-4ENB T EDE

( (Kozbor, J. Tmmunol. 133:3001 (1984); Brodeur % A %,
Monoclonal Antibody Production Techniques and Applications, =8
51-63 U (Marcel Dekker, Inc., New York, 1987 4E)). tHa]LI{FH]
Bk 1)/ B8 B a5 40 i 22 NSO (European Collection of Cell Cultures,
Salisbury, Wiltshire UK).

3 AT E o rh 28 A0 8 A A5 DUAE KBS IR A0 sk FH T AR P-4 ST R
MR TIEDUR . A8 e PTIE RON SOB I VE RSN A o Con s S
M % 3% 75 7 (radioimmunoassay, RIAD =% g Bf 4 % W ik 8

(enzyme—1linked immunoabsorbent assay, ELISA)) kil Ba4%As%E

15
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A= A I B e PR ) 45 A R ek

T N RA T A0 M = AR T B PR g et . S oR0 ) R/ B 1k
PFifk 2 JE, XL AT PRI R T FE B W e FE (subclone) JF
W bR A K (Goding #, Monoclonal Antibodies: Principles
and Practice, f 59-103 il (Academic Press, 1986)). i FikH
FIRREFRA BUESE (il an) D-MEM B¢ RPMI-1640 /)i, BbAh, iXLEeZesy
JR AR AT FEVE R N A, sk P IR IR I RE

HIE R R B ER A AL ITRE, B B S8 7 g, B KB 20 YA 1 R
SEREDUAR ISR . BEKRAR . BUMIE T  ZTF sk, Brid ) S e ek
HAAG S FEE W (D EEF A-EHEEW (protein A-Sepharose).
7R A =N (hydroxylapatite chromatography). #EHLIK. iFE
Mrig. BEERM D ENTE (affinity chromatography).

MR IR A 5 ¥ gn s 2 oa BE TR DNA BEAT B3 R AT

(Innis M. 2 A\, In PCR Protocols. A Guide to Methods and
Applications. Academic, San Diego, CA (1990), Sanger, F.S, &
N, Proc. Nat. Acad Sci. 74:5463-5467 (1977)). iXEEZATJR4N
M FAEX R DNA [P, —Z 85, X0 DNA #in] #f & TR & Bk
(expression vector) W, IXLLRIRBAREE WL RE E40M (A
AL FH SR E H BB B R E AR, J2 CoS 4. HE
4 FLUNFE (CHO) #Mfl (Chinese hamster ovary cell). BiE B B&H
> B, DIESRSHREEFFRAEAE MR TPRER. THME N
TEA A PR A 4=

e —sEhafil ey, AR EbipE i B AR 7E McCaf ferty 55N
P ) Nature 348:552-554 (1990) H B thid (14 AT A i B Ak i
RFECantibody phage library B 55 13Kk .Clackson 28 A& 1) Nature
352:624-628 (1991) M Marks &5 AT J. Mol. Biol. 222:581-597
(1991) 43 il H R 1 ) H Wt B A4 R 1 BRURD N BUAR I B B . S5 sk I R
Fd T @ o s 4 (chain shuffling ) ( Marks, 2 AN &,
Bio/Technology 10:779-783 (1992)) MimEAS) (nM yEED APk
HIr=AE, PLRAAIRY (combinatorial Infection) FEANEL,
YE 0 T Ri&E e R RE AR E 36 (Waterhouse, A, MNuc.

16
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Acids. Res. 21:2265-2266 (1993)). [, 1XEeH ARk g R
TSP AL S8 B B [ PR 2R ST T B R I AT AT AL FE

28l 5, WalEE fA%h8F % (coding sequence) A NKIE
BE RN 5EME B (constant domain) T AN [A)JE B 257 %)) (homologous
murine sequence) (CGEEGZH|Z 4, 816,567 “5; Morrison, ZFNFE,
Proc. Nat. Acad. Sci. USA 81:6851 (1984)), i+ il ¥4 ok
o KRR 3R H 2 BRI G e ZI 4L 45 & Bl e B B w7 81,
SKik DNA 3R

WE, HXLEdE Bk E H 2 kB AP rE e, sH e
BB — MPUR A BT TT RS, (variable domain) BAFERK
—FiE Pk (chimeric bivalent antibody), HEE—EH
MT Mt E G660 8/ 5 — N BEEHTFARBR
KPR &G R

T PNEER, [THHBEEE (electrical fusion) MIEILZ
ARG . WHEARZIEEHILR .. BRTHES, JAITET LA
F (#13n) Epstein Barr Virus. BUREIEFERiL B 41 DU
KA (immortal ). (& W40 ”Continuously Proliferating Human
Cell Lines Synthesizing Antibody of Predetermined Specificity, ”
Zurawaki, V. R.ZE N5, 7F Monoclonal Antibodies ¥, Hf Kennett
R. H. 2 A\%%, Plenum Press, N.Y. 1980, & 19-33 Ti.)
B. ANMEEABUE

—MAPERE BH—IEANFEGI AL T — AN EIRIE
5. XS NBRASERBIEE R PIRIE “MA” FRE, HEW2RE
— ‘N7 NARE, FEAR AR Winter M ILEE ATV (Jones
£ NZFE, Nature 321:522-5ZS (1986): Riechmann % A3, Nature
332:323-327 (1988); Verhoeyen, & N#, Science, 239:1534-1536
(1988) ) , 1@ izt F Mk 14 55427 ) CDR % CDR J7 51 B A B BN N 51 »
RPAT ANIEFE . Bk, FEiXEe“ AL Hipkeh, KR L Z=AZH (less
than intact) HJAZEW]ARIE,, Chuman variable domain) D&k H
e NFH N N FFI T AR . SERR b, Afebidhad i 2 A FEdk CDR
FRFEEA A] HESELS PR AR LR B WS A s g o (1 [R5 A7 2 B B AR Y

17
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Nfidk.

W T HE ALPUAR R NPT ARS8 CR A s i) ket TR

PR EE ., RIEFHEN “REE1” vk, AN T R A
R AR A R BEA PSR T 38 Wk U Sh A BLAR 1R n] ARSI 7 0 . AR SN A
FElE T Wk sh 7 5 I R SV E AL BLARI NS Chuman) & 42
(FR) (Sims £ A%, J. Immunol., 151:2296 (1993); Chothia %A
%, J. Mol. Biol., 196:901 (1987)). 3 —J5iEMif T N ok Sk
()5 5 SARE I BT A BUR I A P PIAT A s e B 38 . AR IR
29n] 1 F LR A RN ALK (Carter & A5, Proc. Natl. Acad. Sci.
USA, 89:4285 (1992): Presta % A%, J. Immunol., 151:2623
(1993) .

B PO AR N R R BT ) @ sie i ) F1 e R i A
YIretE. ISR B, WRIE—RAE T, R BHAFI AL F A =
YERZY, Wi HrEAF ) (parental sequence) FIEFMESHI AL
FEPIIERE, RHE NLBUR . =4 RE Bk H AR B 1 3R15 11,
B AP BE ARSI AR N RS a3k 145 U B0 H R s e B0 4%
EFIERE 75 (candidate immunoglobulin sequence) KA HEK
=H4ERIIE SR (conformational structure) WITHENIER . XfiXis
275 R I A0 VA R 4 2R A ek S % BR 2 1T 4R A P I T BRI AR 6 0
M, BRI, XA Aese MR IE S e B B 45 & PR I B ) AR FEH) 7
Bro LA T, PTAEERZ RN TII IR 4G FR BRIE, DUART
HWPURFHAE, W (24 BREpURMSINKEMSL. —Fns, X
L% CDR FhH ] B B & sSL s N B ML n &5 &4 .

B, P ARSI S WA AR E B (b D,
AR, RETERE WIR AR E B A = FE LT P M AP
HIET A A ER 4 (full repertoire). A MAINFI4EE M 35 B Z24FTH
() Abgenix, Inc.. DARHTEEVUINZ A /RTTH Medarex, Inc. RFFIX
FERAE RN . S8R T 7RG HAp R/ R a5t
zE4 X (joining region, JH) ZEF M 4li-& 62k Chomozygous deletion)
SRR B ST E . FEIXEERI PP RSN R NS Rp
RAEEREHEFNEFNNEBK S HAEPIRB A (antigen

18
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challenge) I =4 N Hifhk . 2 WLl Jakobovits &5 AT, Proc. Natl.
Acad. Scl. USA 90:2551 (1993); Jakobovits % APrs5, Nature
362:255-258 (1993); Bruggermann % AJF%, Year in Immunol. 7:33
(1993) ; M Duchosal %5 AT, Nature 355:258 (1992) . i&AJ MK
Wi AT A A PLA (Hoogenboom 25 A%, J. Mol. Biol. 227:381
(1991); Marks 2 A%, J. Mol. Biol. 222:581-597 (1991); Vaughan
N4, Nature Biotech 14:309 (1996) ).

C. Delmmunised™ Hifhk

Delmmunised™ Hiff 2 AN T AAERAL LW HRHIPUE,
W B & A B 15 52 PCT/GB98/01473 H ik, B, e %
PRI, FRAT T EE Be v BR El oK Ak g A AR b i S R

LA, Blhn, ArSE s e SO TR A R S SR PR,
LS AR IR Z W] (circulating half-life). fE2EE L F] 5
4,766, 106+ 4, 179, 337+ 4, 495, 285 LA }% 4, 609, 546 HF E /R T ALK T
FYRE R BRI v, ST RN A & L5 KT X IFA
AXH ., BRIEFREYREBE LIGZITEE (polyoxyethytated polyol)
ME LR (PEG). PEG 7EEik FAIET7K, HIETHFEREAL
1000 £ 40, 000 2 [8], BEH:7E 2000 £ 20, 000 2 [8] , HAELE 3000 F) 12, 000
Z[a],

D. ¥ C5/Coa MAb (¥4 1%

AT 7R AR 57 A AU P BT S T A 55 F) = A0 T AR Sk AE A ok B
Btk W52, HMAARIIERAW C5 VEAREIR, fEms ik
5] (complete Freund s adjuvant) 34k, FHUE4T 7 FHUEL BE IS N
W ES 10-100 v g SERERE, RMADREZE. TRITERZE, FIH
TEATE A RALER) (incomplete Freund s adjuvant) THF Ak EIER 4
() C5 SKIG RSN W) )% » L5 LARE B )65 99 ) 6 4 88 330 ST J) 3070 ik b 3
GV R

NS, NI B/ BB ) & A B BIE W (single
cell suspension), FRFHHHKE SP2/0 ‘BRI ES . i SP2/0
a0 My (1x10°) A 40 M (1x10°) 7E&F 50% K5 Z — B (M. W.
1450) (Kodak, Rochester, NY) F1 5% —FIFAX (dimethylsulfoxide)
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(Sigma Chemical Co., St. Louis, MO) KNS . SRIBHIXLEG
FJA#E R TE DMEM /i (Gibco, Grand TIsland, NY) FR&gFHEF
WEAE 17X 10" IR0 R MUK B, #hFe A 5% 4 i ) LMY AN HAT (10mM
OIS 4, 40 u M RS, L& 1. 6mM [ IRsne %) « K
AL 4B B K4 50 A 96 FLIHE B IR R
(microtest plate) W NLH. FERLT KRG, I E)JZ 55780
(culture supernatant) VUJHKIFE (screen for) 5H ELISA 4liftk
FIN Co [ By o

A 0.1 ng/ml (50 nl1/40L) FIAE C5 REEHRHH Immulon IT
(Dynatech Laboratories, Chantilly, VA)MEIEFHRNL. KRG,
WA 200 »1 BE 5% BLOTTO (TAET¥3) FoBEMREL 4 vhEhoK
(phosphate—buffered saline, PBS) #4T5:5% 1 N/NSF, {F X EEFL 1 1)
JERE SRS A AL B SRS A PBST S0 (4 0. 05%() TWEEN® 20
1] PBS) X ixLefLdt T rhdt. ZEEMR T, HR A NS SW A
F_FEREAFEW S 50 w1 [¥) BLOTTO —&as i BEEE S 4L 1 N/t
JH PBST Xt XEfLATardt. RE, Wit 5B BRI A YRS

(horseradish peroxidase, HRP)ILHEHIEPUIR 1gG(Fc 357+ (Jackson
ImmunoResearch Laboratories, West Grove, PA)fEZEIE TN &N —/)
B, SREN AT &S &Pk, 2RJG, H PBST XX eeq ATt B&H
0.1% 3,3,5,5, VYFHIERLIKE (Sigma, St Louis, MO)F1 0.003%id % it
Z(Sigma, St. Louis, MO)fJ 0. 1M Z¥% pH 6.0 KT EMYIBEEY)
S IR L L, SRR 5 30 7o i [ A ML N 50 w1
) 2M HoSO, SR 2% 1B 1 e B o 1) FH ELISA $32EY 2% (Dynatech Laboratories,
Chantilly, VA) 7E 450nm FEEEUIE2EFE (OD) .

R BR R VA SR B A B T B FL b X CB s 4 S BRI 234 A8 8 o
WG, § KBTI WS HZRFRWHRB I EE T A BE
FATAE . R e, 2L HTR IR IETE TAEEIE ELISA 5 A C5 F1 Cba
RN, ReiBit BIAcore kil SRR ) MBh 4 & W, feidich & SR
BRIBAEAMEN SIS LE AR, JFBe0H] “1-Coa HAlifLIv A
Vg P RS .

WA LS VEYE (panning) A5 4 C5 BN scFv R HFEHiiE
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(Griffiths % A%, EMBO J. 12:725-734 (1993)). mliidAf#EH 2250
1M (Griffiths 28 N, Clarkson & A%, Nature, 352: 642-648
(1991) ) KVPAt 4 T P AR I e pE RIS P . AR —WUE PR I, TR
N3RS T 5 A 2 M AR RORTEBE LN S & 1 C5 M pE 7R 1K) Bk bt
R BRI . TR Pe b BIRAL T R s g & 55 )
(binding affinity) HUESMEE. 235G (avidity) RN EEH )
I, A S R B AR R s A, FLrPU T 20% /T 10%ERN TN T 1%
AR RIS DU AN LE— DN R A R /R AE W B AR T Lo v 208 e A FH
¥i (phagemid) MUAHBIWEE (K (helper phage) KW M B, &
IR AL TE M13 £1 A £d Z0REEE 7R AWM BRI 6 E
R st COABANT B AN, R T A KA.

BE— A UL BLAT EEE SR AN 1 255 T C5 A Cha ff] MAb 137-26 [1)4F
fik. MAD 137-26 JF AN C5 7 ALAEH, (B2 AT AR M Ak RE s 3 AL
AL NRIE s AT | Ca 5 ChaR 45 & . 78 THI ) SE] H F 3 —
AR IR I X SO I S5

AR S & BMKPUR (Flan, FAMA SO s KRk s Ch
gh e IR EERALD  RIAT B R AL BRI BLAE, AT IAT BIAT A SCRH W 43 By

( routine cross—blocking assay ) ( # W1 # Antibodies, A
Laboratory Manual, Cold Spring Harbor Laboratory, Hl Harlow F0
David Lane #mfiH (1988) H k). B, 4T RAMAEE (epitope
mapping ) (4 41, Ul 76 Champe %2 A Fr3E 1 J. Biol. Chem.
270:1388-1394 (1995) *Hfirid) UPESAE R B L& THIKIRAL,
E. i3 24 A W B e 4 57

AEN B B E H T AR IS 7 F IS E s
B RE R, Bl E CNIR TS 2 C5/Coa, HEEMITIIARE
ffiit (functional screen) DAUEEA12&HH Cob FiEM. —FhH
TARI MR EWER B REEELE LTFZE 5 901,069 K
5,463, 564 THME . FIINFEEM TR AT Mab 137-26 [13%
FriEimt, ECHIES AN R =4ERA, HAREHEEE & T R
DT HEE. WG, Wi IR B B AR S-SR o F.
Hb, BIEX5 MAD137-26 A7 AH R R0 HI50) B 36 4o Hr B ) RE

21



200810091622. 4 o E19/27Tm

%, WM ENT.
P. sl A W ) 3 ) 71

AN B 1 43 AL A R 2 P AR A — ANk 2, R PTdR R
Bh FT S SR B TRV TT AR R 2y . B UL H B, ATA
HI PR B AR AU g 2 50 B &R ] 45 32 (IR B A T AL SR e«
IR R B PR iR ORGP IR G B0 LSS Bt 5
i 77, MPTREIRMSG AT R B IR . BRRT REAS T d B R AR R RO
HED.

PG (R0 J7 TR IR TR R 25 i 2. md ad e R
BRI AT S0 B FUA ZE UK S AR rh SN RE 511 £

PR AR BRI LR a7 it BEAS 2 I Coa LTI 3
(K3 Fe B o T T BRR A R TR R SR AE VR YT X S PO AT A P 1Y)
FH RS .

SE4) 1: MAB137-26 5 A C5 F01 Cha H) = VA

MR MAb137-26 S4ifb i A A% C5 MELL C5a [ R MM (Sigma, St
Louis, M0) . 3k ELISA FIid#E. MAb137-26 LIGHIEMHIH )5 =
mAEE S C5 A (B 1o Si— R T A4E C5 1) B 8EHIPL C5
MAb137-76 R4s45-& Cha, PIA CoafE C5 /I o & L. —Fii FMERAME
P00 R BY I RE AR SR Btk th A= 5 Cha R M. 53— 7710, MAbs
137-26 A1 137-76 &5 b &6 (B2 .

8 1= BIAcore X % (Pharmacia Biosensor AB, Uppsala,
Sweden) SKIAE MAb 137-26 55 Cha FiI C5 HISEF S Fli W B 455 5h
HEH (GEEEME . AN &S 25° C T7E HEPES 2k
7K CHBS) (10mM [¥1 HEPES, pH 7. 4, 150 mM ¥} NaCl, 3.4 mM ] EDTA, 0.005%
(22 TS PR 3] P20) 34T . A& C5 A1 C5a 5 MAb137-26 I 4s &% s
¥, BRI NIRRT WAL (N-hydroxysuccinimide) A1 N~ZFE
N-(3- = & E & E N OE ) B E H Z B ¥ %

(N-ethyl-N" - (3-diethylaminopropyl) cardodiimide) #4THZH &,
BB Ig6 (Fe) HiiRFE E 3| CMb fREaS T i L ARG, MAb137-26 4R
JE AT S AN FIR LR C5 Z RISk R AR AL s B B R 1
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HEES TIXEHERE. MAD137-26 LA XA Coa F1 C5 I m 4t & o6 AN
J1o GERIBFRU T MAb137-29 55 Cha Fl C5 FFILZ (R AL &

* 1 4544 MAb137-26 [ C5 F1 Cha KB ) %
Ko (M s lkoee (s Ky (M)
C5 1.42x10°  [6.97 x 107°[4.92 X10™
C5a 3. 7x10° 2.25 x 1076.09 x 10”
Kew B NGEHE
ko> B )R EEL
Koy P RAEH BL= Kot/ Kon

SR 2 AMARA Y T HE

MWEFT MAb 137-26 2 NAARIME T C5 Msfb L AER, WhRPrik
Xf 22 LR AR AMAE AR A B IR I 0 A F

NAEMIEREE, £ 4 °C FMAH 8 veg/ml Haith i RPixy
RBC(Inter-Cell Technologies, Hoperwell, NJ) S ZREH, KL
EEH 0.5 mM [ MgCL. A1 0. 15 mM F CaCl, IR AA /3 B B 42 i 2h 7K
(GVB™) HFH%8 RBC (5 x 10" 4AE/ml) 15 238, #REHRIA GVB X4
PREATIYE . AR AR BT BIFAL 1.7 x 107N 4IHE/ml HIAA R
ZErPT . TR 96 FLE TR/ FLE, K 50 ul MIIEW A
MK (5.2%) HIELEFHR MAb137-26 BUHL C2 MAb 175-62 ¥ 50 n 1
) GVB™IRG, 1ENBIMEEH]. AR5, ¥ 300 1 vyt FiE 934 RBC
ARSI B S A X EIREYFL . A E R A Mg (5. 2%)
5 80 ul i GVB"IE A, LIg4tmiFE A BT |/ (serun color
background). H4—Fp[mEFh R VLECHT HIV-1gp120MAb FVERA 6. B
A8 FH B B 2 N IMIEIRE A 2%, 7E 37 ° C THFRIEEY 30 4%, 7
ERFNIE s 4 FIRIES) 16 #b. 2RE, 7E 300 x g FRHREEFT B0
ER 3 . WELZW (80 1) Ik #B AR K 96 fLikE R
BrpRIL, LAFIAH ELISA B HASTE 405nm FHEATINE . #1051
B LR

100 X [<OD %MM—OD M%@%ﬁ%) - <OD ﬁMb'—OD m%@%ﬁ%)] / (OD %WW—OD

m%é%%ﬁ)o
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Kl 3 B8 1 MAL137-26 FAAE ¢ T MAb G3-519 RAMHIHGE
%5 RBC M4 MUSARYE ML, T RH R HI4T C2MAb175-62 R HIH] T %
M. C2 %7 M &AM

I s Ae, ARBOE IS RBC 8% FH &4 2nM [1) MgCL A1 1. 6mM [
EGTA BBz /i B IRLE M Eh/K (GVB/Mg-EGTA) vh¥E=k. 10 mM ¥
) EGTA #%FH L& B 42 (K. Whaley 25 A%, 7E A.W. Dodds
(4%), Complement A Practical Approach. Oxford University Press,
Oxford, 1997, 5 19-47 B1), Zrtrid BERALT FIR B4 Bk 423 If 43
PRI RE . AE 2B o B AR I AL () R EE R 10%. KR 7 D
MAb166-32 FHEBH M . K Lk i AH [ f [ b 284 TG Bt AN AH 2 B ¢
HIV-1gp120Mab FHAERBR M35

Kl 4 W.on T MAb137-26 ANHIHIARFLIE IS RBS MG %s I,
MHLEF D MAb166-32 5N T ¥ I4ER . BBl D 45 A FH T 84K
MEIERE . BIVERE RIS AEH

B2, XL RIS T MAb 137-26 K44 C5 VEAEM, HEFEIH
ANEFN4E] Coa FI C5b=9 FITE . MAD137-26 AL il ER 48R 28 ML ¥ M ig
RIS o

SEf5) 3. @it MAb 137-26 ] "“1-Cha 45 & 2 4tk I AARIE it
i)

M bR 2l AN AARRE sh P 3 A Dextran T-500/£5/K ¥ Wit
Wi IE S PRI AW 20 o R R BB R AR TE .
KR ZH B 2] 50ml BIRNIGEEOE . B MEH G, 140
#i (cell pellet) &=VFT 30ml #y# PBSB (£E PBS t 1% BSA) 4,
{40 My BV RAE 50ml WK E.OE S 10ml ¥ Histopaque—1077
(Sigma, St. Louis, MO) bpifZ. ZEN—RE.LIERZ G, Wik4i
WP GRIE T 20 ml ¥ 0.2 % NaCl 91 30 ¥, LL¥## (lyse) RBC.
RIG, RAMEFW TR 20ml 7% 1.6 % NaCl, FHKEL, ik
VR0 I IR TE T PBSB . fEVK AR FRIXSerEh PRI, ERIHT
P1-C5a G5&.

FH&5 & 22 (1% BSA T RPMI1640 /3 JfiH) 7E 1. 5ml Eppendorf
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BLOVE IS SR MAD137-26, LASRAFTE 640nM F] 0. 04nM Y& P 1) 5%
ZORIE . B AT EG AnM *T-Cha (NEN Life Science Products, Inc.,
Boston, MA) ¥sfn#l 36 w1 [FRE MAb137-26, LA TFEZER FH5F%
15 r%h. ¥aitb i EH A Coa (Sigma, St. Louis, MO) FHAEFAME#RS
i, TR ) A 2 DL P R A AR ORI B T R B AR VR B s . b aE R
P1-Cha WA A, BUMRZAER 36 w1l MIAEPIARE Coa LS
GEIP R o 1 BF B I S g A M BRI, SR AE K i
ITHi IR . 1E 40 S8R ARG RS, Kok B RSB S WEHL
73— Eppendorf & ¥ 800 u 1 A4 B ZE PR (6% BSA T PBS A1) HH . 4K
J&, TEER FLL2000 x g XWX AT S0 ER 3 0 8h. EIRH EE
W2 Ja, i R B GEYET 0. 5ml 32 B 7K (de—ionized water)
i, DS, 335, LMY (cell lysate) 5 3ml FXIH
TS V) Ultima Gold INMRK (scintillation fluid) (Packard
Instrument, Meriden, CT)JEB%& .

1-Cha &5 A 1H1H 43 Bl e L anF .

[Cpmu — Cpmiie] — [Cpmea = Cpmue]/ [CpMuex — Cpmy] x 100

;H\:EFI:

CDMuw = JO3E 4 55 I 451 20 B0 (R B VT3

Cpmu =AD" 1-C5a B 5 cpm; LA

Com..=F =B cpm.

5 W R T HUHERARIE (1) A C5a LH4ifb iy A4k o i 41 iy
W4 & BHEl. 7EXT 1-Cha Safifb il A\ 4kwg b 40 B i 45 & B30 ]
WY, MAb137-26 LLARARIZH) Coa A M. HF B 50%HH] (ID50) ) MAb
137-26 [FIE A 0. 45nM, 52 AHELAIZE 30nM 1) Cha.

S 4. T IEEFYERS LY SPOT R4 I MAD137-26 ZE A 1£ Cha
WS ERA

WA B Sigma Genosys (the Woodlands, TX) & SPOT Ak
FiAR, K2HI MAb137-26 ZE N4 Coa LRGSR AL B IEEA A4k Coa
IBEIEIK (12-mer) BEMT LY . ZE0HTET, HAESRT
FAHPEWIE W (blocking solution) TBSTB (10 mM [AI=&4kY (Tris
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chloride) , 250 mM (G4SN, 1 %4135 & = 0. 05%) TWEEN® 20)
RITHEHAT A FE 1 AN, DAE T AR R 4 A A S a5 7
iR R IR 1w g/ml B MAb 136-26 SHWHAW 1 AN/, SR )5 H
MPESE MR TBSTCLO mM 1) =& A64, 250 mM [¥1 S A6 X AT 0. 05% ) TWEEN®
20) RAHEBATHEH A BE. #R)5 H HRP SEHU BT 186G (Fe) itk
(BL 1:5,000 #keTPOWr 2w $) (Jackson immunoresearch, West
Grove, PA)XHRHATACT . 2R )5, P RPpE It .l it R H Supersignal
West Pico 2 & NJEY) (chemilluminescent substrate) (Pierce,
Rockford, IL) HHTHEFE, KK MAb137-26 5 C5a [JMA SPOTs fik
Kt & . B2, BTG T Kodak X—OMAT AR JiKK%: (Rochester, NY)
KA R IGIVSREE . B 6 /R T Hi MAb137-26 firgh & HIRALFF1 .

SEW) 5. HTIRSURMEN R RIE MRS (ex vivo) AAMifRzY.
MAb137-26 7 H K W AT B8 5 LS T8 v 1 40 M vt 1 B R0 R R 2 288 G o i
R _FIIRR

FHEAMETEE AR RIEM S IER,, D FAFICIT BRI IN 40/
MR (fluid-phase) - RFFFLAERN A EAER . AFEIEARSNE
T —sSEas, ISR A4S, ZESCATY b, 5 FE % s 5 e Rk
W AP leplrudin (REFLUDAN®) AR 2k AE M BiEhl. SHEAR
A, BEAHKEZRASTIIMEERIER .

TEMAE TS R G, MAL137-26 BEWT T 1 T8 KA 3 5 1 A
AT IEBUE) Coa IR RN . PriRAR4MH] MAC /15 B4 B e 5¢
BZET. Kk, MAb137-26 HHF0 C5a WAL C5 iEILATHE f5 MAC [
e XA R TR — N E R .

EHHEH/KIESR (50ug/ml) MEREAGAE PWELM. 76 37° C
'~ PBS B Ch IHIFSR TRAE By SRk () 4= 1ML 4 23-%h. b THERTE
WErh MR B CD11b R AN K, & 37° C MR HEE KK
FFEE K LE392 (ATCC 33572) JUAEMFEA 10 4340, KBk Bk B e
CD11b SE¥H 2 1x107/ml i, TOZEAMMRR LR 2 1x10°/ml. AP
REFE T-0 FEEEREA . ¥R G, 100 n 1 WOREA T P il i s 2% 5
140 f o1 vk EAERE P AL R W CD11b ik, FIHEY A P1HE
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i 123 (dihydrorhodamine 123) SRl SE3H0E IIWE b 4 40 R IO S AR
I 18 A o 72 (ORPEGEN Pharma, Heidelberg, Germany) FP 4
A RFAT

TA-TD #5227 XPwg P P S0 BOvE AL EAT ) CD11b RIXFIE AR &K
o 204l B 1t $0 At (flow cytometric assay) M4 R . I
C5/CHaMAb137-26 RN 1 78 B A 2 BN 2 AR Y A B K AT
B R s b . AEIX Lo, MAb137-26 thdn Cba
MAb561 (Dr. Jurg Kohl) iRk C5aR Xt (Dr. Stephen Taylor) 3
JAEEES

TE BRI T, 4555 I 4 B H44/76-1 BRACZE KT BHT 3fig 1,
PAREEFE (subculture) 2 4 IR ASTEH] (log-phase).
¥ 5000 - 10000 PNMEEE AL (CFUD Nl 1. ml #FIF PBS 8¢
PUATIER SR T 5 P E4UKIE R M e eeA . 54
B, % 100 v 1 B4 M IBFhLESF MR A B FR L (Petri dish)
IFAE 37° C KRR 24 /NI . AN A KA RIE RTINS CFU/100 w1
[F4ii . ZEANINANE 2 JG 3L RI3RAE T-0 A4S,

Kl 8 B7R T MAb137-26 AFHI MAC A5 i 2% 355 TR Ao I 8 BT I A1 o
FH % > MAD137-30 Wit A 4= i dif) 7 4358 ICHN IR 28 B (AR T i fdcd
T C5 iEL.

I T fE, 70 IR A TP A I RTE FR A O 2 s A B T
AR &I, T HA KR BRIGTE RN b b s MG ZE SRk A e, HaE
FEIX L BRI EL SR bR I R T B 3554 .
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s

B P 525/271

<110>

<120>

<130>

<140>
<141>

<150>
<151>

<160>

<170>

<210>

<211>

<212>
<213>

<220>

<221>

222>

<223>

<400>

74
PRT

EA

ik
(1)..(74)
A3 cha

Thr Leu Gln

Val

Thr

Lys

Ile
65

vVal

Cys

Ala

50

Ser

Lys

Glu

35

Phe

His

<210> 2
<211>

12

TNX01-06

Lys

Lys

20

Gln

Thr

Lys

R T A ]

Us60313137
2001-08-17

Lys

Cys

Arg

Glu

Asp

PCT/US02/26074
2002-08-17

Ile

Cys

Ala

Cys

Met
70

PatentIn version 3.2

Glu

Tyr

Ala

Cys

55

Gln

Pl

Glu Ile

Asp Gly

25

Arg Ile
40

Val val

Leu Gly

Ala

10

Ala

Ser

Ala

Arg

28

Ala

Cys

Leu

Ser

HiGE C5 M con HABRIE C5B TR AMAR I HIF)

A

Lys

Val

Gly

Gln
60

Tyxr

Asn

Pro

45

Leu

Lys His
15

Asn Asp
30

Arg Cys

Arg Ala

Ser

Glu

Ile

Asn
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<212> PRT

<213> FA

<220>

<221> fik

<222> (1)..(12)

<223> A c5a FE M aa 29 F aa 40

<400> 2

Asn Asn Asp Glu Thr Cys Glu Gln Arg Ala Ala Arg
1 5 10

<210> 3
<211> 12
<212> PRT

<213> KA

<220>
<221> Jk

<222> (1)..(12)

<223> A csa FBMaa 32 F aa 43

<400> 3

Glu Thr Cys Glu Gln Arg Ala Ala Arg Ile Ser Leu
1 5 10

<210> 4
<211> 12
<212> PRT

<213> KA

<220>
<221> Bk

<22z2> (1)..(12)

<223> A3 cha it aa 35 F aa 46

<400> 4
Glu Gln Arg Ala Ala Arg Ile Ser Leu Gly Pro Arg
1 5 10

<210> 5
<211> 12
<212> PRT

<213> EA
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<220>
<221> Bk
<222> {(1)..(12)

<223> A csa FEM aa 38 & 49
<400> 5

Ala Ala Arg Ile Ser Leu Gly Pro Arg Cys Ile Lys
1 5 10

<210> 6
<211> 12
<212> PRT

<213> ZEA

<220>

<221> Jk
<222> (1)..(12)
<223> AF csa FBM aa 41 £ aa 52

<400> 6

Ile Ser Leu Gly Pro Arg Cys Ile Lys Ala Phe Thr
1 5 10

<210> 7
<211> 12
<212> PRT

<213> ZEA

<220>
<221> Jk

<222> (1)..(12)
<223> AZK csa FE M aa 44 F aa 55

<400> 7

Gly Pro Arg Cys Ile Lys Ala Phe Thr Glu Cys Cys
1 5 10
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