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1. —FpgE& 2 C5 1 Coa HIFIHIF, B2 HFFAME C5 KiEl B AS
FH 1F C5b W Rl B HHI Cob B vE M .

2. MUERCFIZK 1 Frad s, Hpprida FRUEEE C5 RN
s EHLE A C5 BAFRIZRIN NS & 2l A Coa.

3. MEAUKIESK 1 prid fdiislsn), FeA pridor31] C5 5 ChaR A4

I
1 o

4, —RhEEA B S B TTREHIR 137-26 R R C5 R AL IFH]F] .

5. ARAEAUHIE SR 1 8RR 4 Frik fsmaslsn, HoA B2 —
o FHHUARH A B

6. MRIEAAIESR 5 Prif sz, HAprid oy 72 BB,

7. WIESFIESR 5 FriRpgsnslF], Hpprik sl s 2% 5 B Fab.,
F(ab’).. Fv. FNEa%% Fv FTdH i BEWI LR B

8. MRIEBFIEK 6 Prik iz, Hpridfiifgama . ez,
15 ALHIERASL.

9. —Fh M EH ATCC {14 3F 4l iy 44 & PTA-3650 R ZRAC 98 o = A ) B T
B4R 137-26,

10. MRIENAIER 9 Pri’ FIZRs A MR

1. —FEERIEDCRIER 1 BBCFIESR 4 Frifiimsls . MEs L
20 FAEEZHIEGY. WIEH. RRENBRMENNELSHED.

12. —FhEHFHRGBEBFIER 1 BRI ER 4 Frik B35 71 o fn )
Coa HITEHERI 715,

13. MRIEDAENR 12 BRI 775, HPEFEINIE Coa KIFIH
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14. —FAIT B BB ZEHEIR Coa =TT IR &R B K
ik, HEESEFREA RSN RESCMER 1 SR E sk 4 Frig
IR P

15, MRIEBCFER 12 Brid 751k, HA@TFEEAN . silkEEnE
soOTEST. BBERA. BREA. NLAAR. BT &R, RER. FEA. M
2 B O AR BT 551 401

16. —Fa S IE R RIERFIE SR 1 iR E K 4 Frid B30 5]
FIREA A2 AR R C5 8% Cha [ & 2T v

17, ARFEACFIE K 16 Prab gz Wik, o Brk i) e 2 e fE fiix
10 137-26,
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456 % C5 1 CoA {HANFH 1L C5B JE BRI MA@ 42 411 57

5 HXHIFRERNAXHESE
ARIEREK 2001 £ 8 A 17 HHIBEMEREIGH TR EIERE
60/313, 137 S, ZRELASIHPI T NHFALRLH,

HARLEL
10 AR B R — PP IIEFNHIF], HE5G 2 4MAE C5 AT Cha, {HASH]
il Cob F1 CSb-9 JRH B &4 (MAC) WITE Ao

BREA
tMERGIE R E G BT LEN TAERE T JbRPTIR.
15 TAEERA ML A e R N PR EEAER . R, AMER
SRS HE B FEWE T BN REM S BNALRRES, mal &
HHEENHERTRAESAEMIER. XLERIGREIA S FWIE,
BLFE MM AE R S O L L K Rk I/ B3 v #5347 (reperfusion injury).
BHEEF. S EEE. B, WERENB S RBEMER. 3¥6ms,
20 MUMAEZ5EAT- RN —PMEERRE, (NAEEESGFERFEREDT 200,
000 AZET-. BAAW £ JLEFE™ EREF I PG TERH#D, H
& HIBUMAE 51 RS B RIR 3R ST RN AR . Bk, FIHRME g BT
B AN S S n] 0 B SR AR B R AR IR = A .
WERGEH—HEL AN, XEEARET UNESIRESFE
25 TILET. HAMEREREWFEQEHEAEHARARMWERE, 25
E N LB RFERIER (V.M. Holers, FE Clinical Immunology:
Principles and Practice ™, B R.R. Rich 4i%§, Mosby Press HiR;
1996, 363-391). & MR RMKBER/ RRIF K, HEE ZBEIHMK
JUR- T E S e s K Ul 2 5 H AN C-RNE
30 HFUEESE, e E = KITAENEZREE, mUAKHE
FURR T B BEGE . BB KB HEL, HiEid C3ERE S
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R (BN R A AR B 2 HE K . IR AR EMED
b B AR RO A T R O
BEHR SR, AMERE UE YR I R s T A s, KW
K B SR R AR S & LA BEE HY C2 AN C4 193E1L, X
s 2k BHEEM (Matsushita, M. EFEANE, ] Exp. Med
176:1497-1502 (1992): Suankratay, C. % A%, J Immunol.
160:3006-3013 (1998)). MEMTHERPHXMERERESE T LM
7 R0 K By R L R A P R VE M B Y K (Suankratay, C, 1bid;
Parries, T.C. %% N#, Mol Immunol. 27:1155-1161(1990)) . #MAK
10 BREINECAER T HMAE AR AEYEE R B, a0 C3a. Cda M Cba
S DL C5b-9 R B A4 MAC) , Hod it (= if B Ak A 593
K. EREAN. g, M NARAERM . RERGE BRUFT P B 40 BV
. KT ROIMEEIEYE . 4R AR IEF LA SR RN R R AE R
15 FMAE C5 R AME RSB AR 2 AT E T2 —. C5a £ C5 HiE4L
JEA. #ME C5 (190 kD, 43 F&E) LIKZ 80 ug/ml fF7ET AMKMLIE
1 (Kohler, P.F. % AN%, J Immunol. 99:1211-1216 (1967)). Ei&
P& LIEE o 1 B Ak, XWEABIKEES M ERE KL 115 kD M
75 kD ff4rF & (Tack, B.F. % A%, Biochemistry 18:1490-1497
20 (1979)) « 4WE BAEABSERI 0T (single—chain pro-molecule),
C5 FEALFE AN 43 3b it 2 P BT BRI ME R 3 0 B OBE S M . TE P R
XPMEEE T E DA TR RIEHE N EER TS A& (Ooi,
Y. M. 2Z%AZE, J Immunol. 124:2494-2498(1980)) .
M cDNA 5B JFEHE ] 3K 18 A M R C5 ) — B R &5 # (Wetsel, R.A.
25 i NF, Biochemistry 27:1474-1482(1988) ; Haviland, D. L. %A%,
J. 1mmunol. 146: 362-368(1991) ; Wetsel, R. A. Z£ A3, Biochemistry
26: 737-743(1987) ). FrEWH#RT& ARIAT C5 (pre—pro—C5) K& Ik
W5 B 1676 FhE R . M C5 /Y o A1 B B4 BIEA 999 #1655
FEFREM. C5ECS 1 o B CUHIETRE 64 LMIRITEBUZ) 44
30 FEAl. :
C5 ZEAMAIRRIITEWIT FE #4038 Coa 1 Cob FrBt. 73T C5



02816102. 5 o P EE3/24m

LR LS R B H T L2 C4b. C2a LUK C3b M TR
ZH1(C3b) .. Bb UK PHIZFREITTE &Y (multi-subunit complex)
(Goldlust, M.B. % A%, J. Immunol. 113: 998-1007 (1974):
Schreiber, R.D. % A%, Proc. Waff. Acad. Scl. 75: 3948-3952
s (1978)) . C5 EITE a BEPMINIE 74-75 (Arg—Leu) Lb7) BT B0 -
TEiEZ )G, 11.2 kD By 74 FEMIK Coa #EM o BERIEE R im &80k
. Ut Cha PRHIE BLE F4F S i C3a TR B R F AR AL,
(B FEEE/REA EHAES IR RIE RN EL C3a AR 100 5. Coa
C3a M EHERZFE R M40 M A B % 40 B O 376 771 (stimulator)
10 (Schindler, R. % AN # , Blood 76:1631-1638 (1990);
Haeffner-Cavaillon, N.Zx A%, J. Immunol. 138:794-700 (1987) :
Cavaillon, J.M. Z A3, Eur. J. Immunol. 20:253-257 (1990)).
Ak, B/ DR R BIR, C3a WX FHiE I NF R G AT
+ 4> 3 & (Kildsgaard, J. Z A%, J. Immunol. 165:5406-5409
15 (2000)) .

T HIBEMERETEZI, Cha £ F KL T4 aikiTs
(chemotactic migration): BEPE4IAY (Ward, P.A. ZHAN¥E, J.
[mmunol. 102: 93-99 (1969) ). FEHEL MM (eosinophil) (Kay, A.B.
%A%, Immunol. 24:969-976 (1973)). WEHHAMMI (Lett-Brown, M. A.

20 %AFE, J. Immunol. 117:246-252 1976)) . KEAIZZIM (Snyderman,
R. % N%, Proc. Soc. Exp. Biol. Med. 138: 387-390 1971)). Cha
FIVEM L MK AR KBS (plasma enzyme carboxypeptidase) N (E.C.
3.4.12. T)IFHE, ML AR AKEE N M Coa BRRIE R IS ERIL M C5a des
Arg T4 Y) (Goetzl, E.J. % AF, J. Clin. Invest. 53:591-599

25 (1974)) . TERE/RERE L, A C5a des Arg /R TR BURKI C5a I
1 %H B EM (Gerard, C. Z A%, Proc. Natl. Acad. Sci.
78:1833-1837(1981) ) KL% aibiE M (Chenoweth, D.E. SFANFH,
Mo/. Immunol. 17:151-161 (1980)). Cba 1 C5b—9 PFy=& HJisiE A 2 41
B, URGHTREBENMERFTLFEXMK ST, HEN T4

30 RRAEKIY (Foreman, K. E. ZAZE, J. Clin. Invest. 94:1147-1155-
(1994) ; Foreman, K.E. % A%, Intammation 20:1-9 (1996) ; Rollins,
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S.A. % N3, Transplantation 69:1959-1967 (2000) ), &t a|&E
VBRSO A . U5 P BRI T I K 48 e ) B R 3R 5
A ERARE A B RS B E B, Coa & & #ORE & N (Gerard, C.
£ AN%, Ann. Rev. Immunol. 12:775-808 (1994)). tt4h, C5a AJif
s B EMHAEIEREIE (acute-phase gene expression) JFFiEITHEN
TNF a \IL-1B .IL-6 LAR IL-8 B4 ok dy REEAR B S 2 [ N (Lambris,
J.D. #: N3, 7£: The Human Complement System in Health and Disease
1, Volanakis, J.E.#W, Marcel Dekker, #H%j, #F 83-118 ).
N C5a B4k (C5aR) CLHFTHE (Gerard, N.P.ZE A%, Nature
10 349:614-617(1991); Boulay, F. % A%, Biochemistry 30:2993-2999
(1991)) . EETLHEEKX (seven-transmembrane-~domain) G B E{E
AR, CoaR #iRIATERE R4, BZAM. B, v
B L0 A0 R R R S M v VAR P R4 B DA A /MR 2R | (Van—Epps,
D.E. % A%, J. Immunol. 132:2862-2867 (1984); Havlland, D.L.
15 A, 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. % A%, Proc. Natl. Acad Scl. 75:
3943-3947 (1978); Zwirner, J.ZAZFE, Mo/. Immunol. 36:877-884
(1999)) . CoaR &5& T BLAL MMM R BRI B BB OHA TR L]
20 DERSEERHAM. —NMEET Cha EBERIy (FHER 1-20) M=
MEEERNZ L (R 21-61), MH—EET Cha HE KN (&
FEW 62-74) (Wetsel, R.A., Curr. Opin. Immunol. 7:48-53 (1995)),
Coa ERELAAARMGPEEEAEHL. £ 045 HAK
(cardiopulmonary bypass) FMLEHEANTH, 23 AMKIMBEE NI Ot
25 FLELA TEREEN LR R AR, B T8 RMEEEREem =4
C5a (Howard, R.J.Z AZ, Arch. Surg. 123:1496-1501 (1988);
Kirklin, J.K. %A%, J. Cardlovasc. Surg. 86:845-857 (1983);
Craddock, P.R.Z A%, N. Engl. J. Med. 296: 769-774 (1977)).
Coa FEIEMAEMEEFEMHEFFM . XK EWYE. M ERYE. 9l
30 BRI /MREA BA R AR CCHAERD KR (infiltration) (Czermak,
B.J. % AN%, J. Leukoc. Biol. 64:40-48 (1998)). B/~ T#i C5a
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HTLREPUARIR LS, DAyab B O il 2 SRR B O BRI 55 R ) R Y 52 4
fi 7% (coronary endothelial dysfunction) (Tofukuji, M. EANFE,
J. Thorac. Cardlovasc. Surg. 116:1060-1068 (1998)). _
Cha i K S MERPIR A 54 1E (ARDS) LLR L8 E Fil (MOF)
s (Hack, C.E.Z# A%, Am. J. Med. 1989:86:20-26; Hammerschmidt DE
25 N3, Lancet 1980 1:947-949; Heideman M. Z£ A&, J. Trauma 1984;
4:1038-1043 ) . Cha ¥ N T My FfF B E K R E 40 L A F
(pro—inflammatory cytokine) TNFa F1 IL-1 HyEAZ A f04E~, T H
EMMER TSP L B8R T Coa IERRBALSMG, HILH
0 MR FEEEEM. (Smedegard 6 % AFH Am J. Pathol. 1989;
135:489-497) . 7EMFH KR BURIEAELER KB AER S 4,
AR N B RBCKFFT B (B coli) JATT Z T HIX L) AT it I F1 Coa
PiiE S S ER O ARG, PARRD I IL-6 Z 47 (Smedegard, G.
S5 NFE, Am. J. Pathol. 135: 489-497 (1989): Hopken, U.%:ANF,
15 Eur. J. Immunol. 26:1103-1109 (1996); Stevens, J.H.ZAZE, J.
Clin. Invest. 77:1812-1816 (1986)). EEEMZ, FIHI C5a i
Sk PHWT Coa B4 B s H B R E 7 KR B A MUILAE ) B EREL/ &
R R A7 % (Czermak, B. J. 5 A%, Wat Med. 5:788-792 (1999)) .
I A 5 N MUIRE IR PRR IR 2 7 T BB LR 2 4. (Parker, S. J.
20 ANF, fir. J. Surg. 88:22-30 (2001)). FEAH[F RN M AERE p,
7R TP Cha HUAE AT 1] Mg SR 48 B P 1= (Guo, R.F. A%, J. Clin.
Invest. 106:1271-1280 2000), 31k MOF (Huber-Lang, M. 5F N,
J. Tmmunol. 166:1193-1199 (2001)). #i Coa FUiEBAEK R+ EH it
TR i i K AR A LU R FE R B &5 R 410 T (R
25 {ERF Mulligan, M. S. % A%, J. Clin. Invest. 98:503-512 (1996)) .
Coa LA EE YN BRI EESRERENRE EREE
(Bozic, C.R.Z A%, Science 26:1103-1109 (1996)).
BRI, Coa FELALERML-FREF A A FERYE . 4ME
H#E (complement depletion) /> T 7N B A BCo LA ZE AR (Weisman,
30 H.F.%AF, Science 249:146-151 (1990)), HFIFHL Coa FUIkIAIT
/N T BT R R - P B R AR R 3R 45 (Bless, N.M. A
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%, Am. J. Physiol. 276: L57-L63 (1999)). LEFW /N T EZEHE
FLBEPL Cha 1gG FEVAYT HISELE Lo ULEE 2 B B EFE 3247 (Amsterdan,
E.A. %A%, Am. J. Physiol. 26B:H448-H457 (1995)). —FhEH K
A C5aR XFHUFANED T 4R L AL B B 2 T O E 22 [ AR (Riley,
5 R.D.ZAZ%, J. Thorac. Cardiovasc. Surg. 120: 350-358 (2000)) .
E ARG R NIRRT R R RFE ARG S B inshMar
S8, Cha SRIXAIFIWREH™ERE (Jose, P.J.ENE, Ann.
Rheum. Dis. 49: 747-752 (1989) ; Porcel, J.M. ZE N3, Clin. Immunol.
Immunopathol. 74: 283-288 (1995)). [k, #0%] Coa F1/8L Coa 5
10 & (C5aR) AJHF|TIRIT X LB MR .
CoaR FRIEHE LA R RN AMHE RS0 B I M 1 2 T 40
M. AN A R N B 4 b (Gasque, P.%¥ A, Am. J. Pethol.
150:31-41 (1997)) . Coa M AEHMLIBILIE (U Alzheimer Fi) K
(Mukherjee, P.Z A%, J. Neuroimmunol. 105:124-130 (2000)).
15 fHZIC (neuronal) C5aR HIVEW R HAIMIAT: (Farkas I % N4,
J. Physiol. 1998; 507:679-687). ik, il C5a F1/5L C5aR HH]
AR T eI B4R -
M e snd K (psoriasis) & T A SRR (Gottlieb, E. L.
N#, Nat. Med. 1:442-447 (1995)) . 4RT, W&+ 140 A R AR A4
20 MWEHARESEREAFRILERI (Terui, T.% A%, Exp. Dermatol.
9:1-10; 2000); Werfel, T.Z A%, Arch. Dermatol. Res. 289:83-86
(1997) ). TE4 & (psoriatic scale) FAILE & & EH Coa des
Arg, R GAMETENA R T 400 K&V T 148 it Coa 1h ¥R 5] (Nataf,
S. % A%, J. Immunol. 162:4018-4023 (1999) ;: Tsuji, R.F. HEANE,
25 J. Immunol. 165:1588-1598 (2000): Cavaillon, J.M.% A%, Eur.
J. Immunol. 20:253-257 (1990)). [k Coa B AVAYT 4 B B2
=57 HAR.
SHREREA G MAEEEY (10 BBTFHM B & MR
(MAZHAHBRE. ERNEEXTR., TEBEHT LESE
30  (Goodpasture’s syndrome). PARITEMEMA) FHAEEKE >
(Madaio, M. P. 3%, Semin. Nephrol. 19:48-56 (1999); Korganow, A.S.

9
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2 A3, Immunity 10: 451-459 (1999); Bolten, W.K.#, Kidney Int.
50:1754-1760 (1996) ; Ando, M. Z A%, Curr. Opin. Pulm. Med.
3:391-399 (1997)) . & MANYRERIFEIX LS IC FIm T B HAE S WV A2 B
BT W (Arthus reaction), HiFm EZEZMBWEREE. Hin

s LLAImE B H (Arthus, M. 3, C.R. Soc. Biol. 55:817-824 (1903)).
BHIF B R CoaR SR/ R AT H IC BRKIHZ B (Kohl, J.
SN, Mol. Immunol. 36:893-903 (1999); Baumann, U.%E A3,
J. Immunol. 164:1065-1070 (2000)). ZRHGFELLFRIRI: hoF
FEPL CoaR Xt aldil 1 1C YiARFr 5 [ M) K AE e I (Strachan, A. J.

0 A%, J Immunol. 164:6560-6565 (2000)). C5a i&E[RHZ A7 IC
IR R AR EEA/EH . Cha F1 ChaR M)Al H Fiay7 iIX
LR o

WO01/15731A1 i Xt Coa A FLMKIG Ty MUMLAE K H &4 K7
e IXEEHARIL S Coa BRAY N KimX R N, MAL C5 28 X M.

15 W086,/05692 i A A 4F A AT Coa MPTIREE des Arg fiTAYIK
VAIT NI F 8 45 A E (ARDS) . ‘B8 /B I 8 2 b Bk Ve 97 I
MfE. PR Coa des Arg fTHEMIF=, FAEERG ™ ERL
t, ER2KEIHATE Coa X RN FIFIAE. KEEAH]ZE 5,853,722 5
i T T BEWT C5 1% 1L+ BE tLBE T Coa F01 C5b TERLHIHT Ch Hidk.

20 EELFEE 6,074,642 S8 THHL C5 FLiEH TIRIT B/ DEK'E
F o IXLEHTRFERT Coa F1 Cob BI4ERL, ] Coa F1 C5b-9 Z JE iKY
RN . EEEFE 5, 562, 904 ST T A 5T 2 FHKT MAC FERLEIPT C5 it
%,

EHL C5 iR eitied, FrilniIPiiarT Bl Co AyiE1LIT I

25 W H 4 B Bk Csa 1 C5b(Vakeva, A.P. 2 A %, Circulation
97:2259-2267 (1998) ; Thomas, T.C. % AN ¥ , Mol. Immunol.
33:1389-1401 (1996) ; Wang, Y. Z A3, Proc Natl Acad Sci.
93:8563-8568 (1996) ; Kroshus, T. % A % , Transplantation
60:1194-1202 (1995); Frei, Y.Z A3, Mol. Cell Probes 1:141-149

0 (1987)), :

C2RFET L C5. C5a B Coa des Arg 38 XX B 50 B Bk

10
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(Schulze, M.%: A3, Complement 3:25-39 (1986); Takeda, J.ZH A
#, J. Immunol. Meth. 101:265-270 (1987); Inoue, K., Complement
Inflamm. 6: 219-222 (1989)). HEHHF: w5 C5 M Coa XX
I 7] B TR B 4] T Cha /-3 ATP AR BRI /MR B T (Klos, A.

s A%, J. Immunol. Meth. 111:241-252(1988); Oppermann, M. %%
AN#, Complement Inflamm. 8: 13-24(1991)).

RFHE
C5 1EAL A #4537 C5 4 %4R Cha Fl C5b. A< & B R 71 4+ LA
10 ESERJ) (affinity) 5 C5 fl Coa &4, ANSHH] C5 MIEILIEH,
HAZLP71E C5b T REMNE] Cob VAN . KR HIHIFA — > SL 6 2
WFRA MAb 137-26 B ERERLAE, HEEZ A C5 M Coa LHFEFEIR
fr. &FERTIEPIR 137-26 FIZ2A0E O7E 2001 5 8 A 17 &, LA
Accession No. PTA-3650 ##fif {71k B IEFEY R T (American
15 Type Culture Collection), 10801 University Bivd., LaNEERR, VA
20110-2209.

KR BBIEIF S FEREIE: (1) EEM %A% C5 fl Coa,
{HRARLHME] C5 B4 BEAS: 55 1E Cob [T BB I Cob v P B H e
FUORELH A BL. BE. REER. BBk, 8 (D) I4e258%

0 BEPUE 137-26 MIRIRRALERBUE. Fidd ) BRETE Fab, F(ab')..
Fv. B8 8E Fv,, BARHMETENAIFFREBERE N
Deimmunized .« #AALKIER A BIPUAE R B, DA BRI 3 5 k H
FARE RN, EXEER s FaEEEAH SR —Ho.

A K BB RHEIR S FE R TR L BB Z 1§ Coa 4

25 IR AR S, BEE MU Coa MIfFEBE E ENIZHTHIE.

P P 56 B
1 B7x T1E ELISA 1, MAb 137-26 (3 C5a, SE.LJ7HR) K Mab
137-76 (3 C5 B %, TOE) S4ifbmIA Coa M&G. —FEFPE
30 VEECHIAH R BT RESUAE H/EBIEiE %] (negative control). Y
AR F R IE RAE 450nm FIJEEEE (OD) B MAb 5 Cha B M, H X

11
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#h K MAb FIREE . MAb 137-26 5 A Cba MY, T MAb 137-76 KA
KB HITEAR S A Coa R,

B 2 B/xT#E ELISA F, Mab 137-26 (SZ.0J5E) F MAb 137-76

(FLED S4B C5 g & . —FhFEFH B TR B ASA O i B 5 [

s PUARM R VEBR ERES]. Y BACERBERIERE 450nm BB (OD) Ay

MAb 5 C5 i e i tE, H X AR BTSRRI . MAb 137-26 A1 MAb
137-76 PiE ¥ 5 N C5 RN, WMAMEXRATIAEAREA C5 RV

& 3 578 T HL C5a MAb 137-26 ANREFNHIAMAS T BB IS 20 41

I T 22 #1842 (CP) [I¥S L. HT C2 MAb 175-62 R IME] T ¥ I 1E

o Flo —FiAFAVCE FIARFER I B E VA AR . Y AR Ml

FIE o b, BEEE RS AT I PR . X AR B PR A IR

.
Kl 4 78 T4 Coa MAb 137-26 A REil i 24812 (AP) SRl #MA
NS B R T A RPEIER . XIPEF D MAb 166-32 5 R
s A TWIMAER . —FRF A ICE AR R B SR LA AN AR . Y
AR AN HI I H 4 b, MRAESCE P AT RE— PR . X RS
TR BT IR
5 B T BT AR IE I (YD) A Cha Saibit) NERE i
MG E . PHME ] (A EHE AN Cba (rHuC5a)) #f] T 1t
20 HEE. —FREFRITE A A M BT R SRR SRR E R - Y H4R
£ UI-Coa A HIAMEIE 4 th, AEXEF KT H— SR, X #HK
#3545 (competing agent) FIWKEE.
6 SR TR R EIEFEAERKE LS BRI ANE Coa b
140 R MAb 137-26 K145 & 47,
25 TA BoR T E B4 /KEEZE D IbER M ) mAR T G, AR 3T 1)
KA BE R N AERE R 4 /Y CD11b 3R i& . $1 C5/Cha Mab137-26
(Sz00E)D) EeHT C5a MAb561 (Dr. Jurg Kohl, SE.O0FHL) Fipl C5
MAD137-30 (SZ.L=£) BEHBMIME T CD11b FKik. [FHEDUEME T
C5 iE. AFIFHI MAD (SEOMBI=£) REREMIER. VKB EL
30 JEPEM AT SRS (Immunofluorocytometry) W& F 5
& (MFD. X #RRIUAEIKRE (1 g/mld. T-0=7ENTIE] 0 8L 2

12
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MAEA, T~10={NF)H PBS #5% 10 28 M AET KBITFEHL2m.,
A, TRREEFMEIR, MEmT KBTS
7B R TAEEH/KIER LM A MR, 752t
KT R B A AE g b 4 40 M 1) CD11b KiE . 3T C5/C5a MAb137-26
5 (S0ED ERBE C5aR XH#His] (Dr. Stephen Taylor) (SZ.0hyih) &
A RINE] 7 CD11b ik . AERMIBRARERERIER (SLOBEI=/).
Y MK B R RO 5% (Immunofluorocytometry) & |
9O GR A (MFD . X MIARRTUE/ KK (v g/ml). T-0=1E
] O 73 BPRZELE M AEA . T-10={AIF PBS 335 10 4 mARH
0 KEHERESD. HEELR, TREEEEFEMHEF, 4R35 m T KEirt
B
B 7C Son TFE B /KRB B i & AR A, 2R3 K
F AT T R ) NARRE gl B LR R (oxidative burst). #7
C5/Cha MAb137-26 (SCh[E) FI4L C5 MAb137-30 (SZO=4f) PHEHT
15 HEPT Coa Mabb61 (SE.LJ7HE) BEHRWIE] TEMIBER . RHIFERH
T CSROEI =) RBEUTAMER. Y 5 B %% 58 6 I 40 i i 50
(Immunofluorocytometry) &I amE (MFI), X #iftR
PURHIIREE (ug/ml). T-0=7ERT[A] O EFHIEL S MPEAR. T-10=1Y
A PBS 5577 10 -8 ARG KB EK2m. HEEK, THRE
20 EFMEGN, ERIDT KEFFHE.
7D WR TEEAKIE R IER M A S MR F, 2RI K
o i RN R AR g M B E LB & (oxidative burst). #i
C5/C5a MAb137-26 (SE.MED Ebfk CoaR MHLA] (SLJrsh) A0
T EAE AR . AAHRBI KRB BEAER . Y 3R B %5 e
25 AT EGE (Immunofluorocytometry) I8 2 M35 96382 (MFI).
X AR UL nM RIRFIFURIRE . T-0=7EI 7] 0 S Bh I3t Lk £ ik
T-10={F|FH PBS #55% 10 S8 ARE KT E £ HERA,
T EBFMEF, RN T KETE.
8 B T EE A /KIE B (b ) & AR R A, MAC N SIS S
30 KIIEARBE (Neisseria meningitides) MIFRFE. Wit AL ZEFETE.
J1 C5/C5a MAb137-26 (S2.0o[A) « AAHICHI MAD (SE.0=£4). B PBS (5F

13
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OF) KB T RIS IR RE b R I . MR, HLAIH] Co i

FLEE M 3M46] MAC FERIFT C5 MAD137-30 (FLEETE) SkACE 2 MAT,

WEANLWRIE. Y HRRAEMILAE L, £ 37° CTF 24 MfEEFRIIE

1000 1 B IMEE R BEAT (colony forming unit, CFU). X 4K
s RMNEMBETRLE M RE AR .

H A7 =
1. KR HBPLH
A& B B CRLRS BT BE HUAR MAD137-26) LT S 4N T4
10 JFAMEN SRR IE K H RN B SR ST BEHUEFIEIR . MAb 137-26 ETE
HusiE2 iS5 C5 &4 . 7 C5 BUim LU AL Cha 2 Ja, fuiknI
C5a, Cha BilEEZE. WY, —H (5a D&KEHK, Hiel#E59
L CoaR &&, Bl RS FERIENFESEFHIK (signal
transduction cascade)., MAb 137-26 F AN C5 492 LIFE K Coa
15 C5b, {HfE Cha EHFEZ FREEL MAb137-26 &4, k] Coa 44
% ChaR. #R1, C5b-9 MM HARZEIZMW, HET MAC FIERTE
Cob-9 (LS RIEMEH ) MIZi, EMRE C5b-9 HI=4X TRk
P G S N SR 12 B
MAb 137-26 [ ARFN Coa IR RN, (H210 AVFAMEL IR
0 KETAM (BFEC3 M Cob-9) RNFPEIEH. WA T
S7 B M MCILE . 18 TC B LA R 4F R S A AP B E
2. g HAF A B
A. ByEHIE
A F|FH B Kohler 28 AE Nature, 256:495 (1975) B IRKFHIEHIZ4AL
25 TERGNER TR, BEWETESA DNA HFiECRE LTS
4,816, 567 5) Kl B T fE LA
AT T iET, F/REEEAEMaPE EZE W iR
%%, USRI AR APtk B4, TRt E 4 E
Z NG RE A . AT FIFH DNA #41& (DNA construct) Kffiz)
30 YRR, UREEEHNETHERERIUE (specific antibody) H]%-
IBE A (encoding protein). Ei#E, TFIZEVEARAME #4005 5% .

14
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g, FIFHEENBER (MELZE, LKEARSEEEAE
&, UMM (Goding 3, Monoclonal Antibodies:
Principles and Practice, %8 59-103 11 (Academic Press, 1986) ).
Wb H SR 2R A AR M B EE S E RSN P ALK, Tk
s BEFRNBEAE —MELE M ARG S SR A B 4 i A
BORIE R BN, an SR EEAE RE I 40 AR SR/ D IR IR VRS B RS R
M FEE 58 (hypoxanthine guanine phosphoribosyl transferase,
HGPRT & HPRT ), BB & A T ixX L 2% A0 5 i) 55 55 /1 ol 5 4 G 6 GRS
TS . KRR UE R (HAT A J57) , IXEEYI R 1L T 5= HGPRT fY4H
0 ALK,
AR E T AR A RS A . SR TR U A
M te e HEr=smpuREr=. BXxHlan HAT A 0 Buaius &
BRI, EIXEE R A (Myeloma Cell Line) HHERENE
TR R, G ANET B S E IR AR JB LM £ 8F T Salk Institute Cell
15 Distribution Center 3%f3f) MOPC-21 S MPC-11 AR . LI AT H
EEDHE XN 7Y /R American Type Culture Collection FR1BH]
SP2/0 B X63-Ag8-653 4 I fiT A4 ti R MUAR LB B8R &R o B 1t B fihid
TRHRAGERBME-ANZ2EEEARAMN T4 NB T EIE
( (Kozbor, J. Immunol. 133:3001 (1984): Brodeur % A ¥&,
20 Monoclonal Antibody Production Techniques and Applications,
51-63 7 (Marcel Dekker, Inc., New York, 1987 4E)). tBwJLA{#FEH
BT iR B/ BB 6 78 40 g 22 NSO (European Collection of Cell Cultures,
Salisbury, Wiltshire UK).
a3 W 7E H T 20 AT IR Al B AT U AE K B IR A R T A P X PR
25 WBTEEGUE. FEE il RN BOE S FEINE G o b Can 5
P % % 7 #r (radioimmunoassay , RIA) BUBE Bk % & W B il 6
(enzyme-linked immunoabsorbent assay, ELISA)) Rl 1223298
A0 R = A ) R T R HUR ) 4 B R . _
TR E MR A =4 7 BB P ER S i SR/ 80E M
30 Wi E, XLTETEISRAIHRESEHEE (subclone) I
WIS PR F1ESE K (Goding &, Monoclonal Antibodies: Principles

15



02816102. 5 oM P E13/24m

and Practice, % 59-103 W (Academic Press, 1986)). i&H TILH
ISR FALSE (Bl4n) D-MEM 5% RPMI-1640 MR, MhAoh, ixgeZexs
A BT TR RN A, s N I K .
BT R R ERE QA RE, A X L T A B 20 W ) R
s TLREHUEMEFEN . BKFAR. SUME R 5B IR, ki Rz Ek
AT R (Fln) BB A-BAERE (protein A-Sepharose).
IR A ZNTEE (hydroxylapatite chromatography). &RHCHIK. iF
MriE. BOSEM S EME (affinity chromatography).
FMABANIEES B RID AT EDAR DNA BT 8B & K
10 (Innis M. % A%, In PCR Protocols. A Guide to Methods and
Applications. Academic, San Diego, CA (1990), Sanger, F.S, &
A%, Proc. Nat. Acad Sci. 74:5463-5467 (1977)). IXLEZLATIR4A
B AR AP DNA HOUR. —Z e, XA DNA sinl & TREH A
(expression vector) W, XUbFIAHAREE LG L4 (an
Is R BAhE A R ER R (R R AT AN . 3% COS 4. P
O E U (CHO) #HAE (Chinese hamster ovary cell). Bi#&E B #E/H
gip o, USRS R BERAEEAE EARTP e, THEMED
AR IR EL A
TR — L, g BURE TR A BRAARHTE McCafferty S5 A
20 FTE ) Nature 348:552-554(1990) H frfiid B H AR T AL B FUAR IR 18
{AFE (antibody phage library)E 8 Hi 3k . Clackson 2 A\ T § Nature
352:624-628 (1991) 1 Marks S AFTE ) J. Mol. Biol. 222:581-597
(1991) 4y BIHR T A S B AR FE R R A A BRI B . 5 RE IR
R T8t 8 X4 (chain shuffling ) ( Marks, % N &,
25 Bio/Technology 10:779-783 (1992)) KIEmEFM S (nM JEFH) APuiix
=4, LLRAEEY (combinatorial Infection) FIVEAHNEA,
VB F FHIIE AR KRR 7R E 1 5K BE (Waterhouse, S5 N3&, Muc.
Acids. Res. 21:2265-2266 (1993)). Hit, XLEHKARZHRAEE
o BEPUR IS 48 1) B T BE HUA e R H R I T AT B AR IE %
30 EHms, WelBdA%wEFS] (coding sequence) BAAKRE
BEFN R 5E1E 1 (constant domain) A &2 RYE 25+ %1 (homologous

16
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murine sequence) (GEEEF|ZE 4,816,567 5; Morrison, HENE,
Proc. Nat. Acad. Sci. USA 81:6851 (1984)), B @ ihH 4 HukHs
S AE R ERE B 2 ARSI 5 340 4 & Bl e R 3K B B 9mbE 7 51
kil DNA B3

5 BH, AxdefE kRS IRERIUEREE S, A e
KBRPERH— M URHE AN SR A ERE (variable domain) LAFEEY
—Fhik & M P4E (chimeric bivalent antibody), HAEE—NMEFH
i F—Fh R B RPUR & A 0L SR — N BEE A T AR HUR
MHLR G &AL .

10 FH—PEBMRIEFRER, HHEEE (electrical fusion) TIE{LF
ARSI . WHEARIEE LN . BRTHES, FATE LA
FH (B1tn) Epstein Barr Virus. BURJEREFRLE B 4R T LA
KA (immortal ). (& W4 4" Continuously Proliferating Human
Cell Lines Synthesizing Antibody of Predetermined Specificity,”

15 Zurawaki, V. R. % A%, 7E Monoclonal Antibodies 5+, H Kennett
R. H. % A%, Plenum Press, N.Y. 1980, 58 19-33 T1.)
B. AMLEADifE

— AT AR H—IFEANEI AT TR — PR DR ERIK

JE. IXEE AR R ERIREBEEWRIE A7 FRE, HEFERE

20— “HIN” AIARYE. FEAR LRI Winter RHEILFFMITTIEL (Jones
&2 N3, Nature 321:522-5ZS (1986); Riechmann % A%, Nature
332:323-327 (1988): Verhoeyen, % A%, Science, 239:1534-1536
(1988)) , {1t F ik i 3441 1) CDR &k CDR JF 31 RN GUARIN RF51
KPIT AR H, 7EIXE AL fidk, KiE EZAZIR (less

25 than intact) MJAZEA A4, Chuman variable domain) BE&#iKH
FENDFPRIXT BT FITEAR . SEfr b, Ak 2 H KL CDR
FRILTNAE A] e AL FR FR 2L 5k B MG A Ak o 1Y BIE AL BT BV
AN$iiE.

¥ B T HIE NGRS, CRIFIER)D RN TR

30 PURMTSEZE. RI\EMBEN “BEEWN” ik, HXTEHMHAZE

A AR 35T F1 R HEA SR T 8 Mk U Sh A L AR I T BRI 7 5 . SR JE K B

17
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FIET WA ST IR KT FIAE N TR A (human) F 22
(FR) (Sims A%, J. Immunol., 151:2296 (1993); Chothia %A
A&, J. Mol. Biol., 196:901 (1987)). H—5:AifH T N EE
I%F € WA HI T AT RIS P PIATE B s e B 28 . AMRNE

s ZRATH TR AR AL PUE (Carter 2 A%, Proc. Natl. Acad. Sci.
USA, 89:4285 (1992); Presta & A%, J. Immunol., 151:2623
(1993) ),

BRI PUR N AR R RETUR I S A D e R A
Yitt. DMk B, BB —RE VR, RAERHMER ALFESIR =

0 AEREEY, S HTSEAITS (parental sequence) FI&FHREAHIALL
PP RS, SREIR NACBUR . = 4 G BR AR (AR e T 3R AR,
H oA BT SR SUS B AR N 3 BT . AT 3RA5 30008 31 B R BT B 1 fig
L REEKE AT (candidate immunoglobulin sequence) HIT]EEHY
= YR IE S5 R (conformational structure) HITHFENIIET. XHixXis

s T HR R I A0 VR B A A0k 4R 45 BRI B 0 4R £ B T RS K R R 4
i, BRI, X ATRESEmAIRIE SR BR R A 45 & PR MBS IR EE 4y
Bre AT, AT NEESZFVA RS I IF & FRIRIE, LUARET
BHPURRFIE, (24 BRARPURRSE MBS L. —Rms, X
46 CDR ZR AP B B\ S G A\ B R R 4 & T,

20 B, FrREORSUS BT E AR B EE R RS (Bl ED,
CEAERER, BEBTERE WIFCEERE QA B T 7= B Ak
FIPTH HAE 2 (full repertoire). A MINFIAEJE TV M 535 B 54Ty
[¥] Abgenix, Inc.. PLEHrETE M2k /R Medarex, Inc. 3R18iX
FERFRERDNR . DM TERS B RZEN/D R P RFURERE

25 4iEX (joining region, JH) FERM4E-E 55 (homozygous deletion)
S FENETUAF= AR SEAME]. EIXPERM RN RPN
AOBEKEAERMEINMNEBE S SHERBE# K (antigen
challenge) B =4 AHifk. S G0 Jakobovits 28 A%, Proc. Natl.
Acad. Scl. USA 90:2551 (1993); Jakobovits % A%, Nature

30 362:255-258 (1993); Bruggermann 2 AJFF%, Year in Immunol. 7:33
(1993) ; J% Duchosal # AFr#&, Nature 355:258 (1992) . iR A] MIMEE

18



02816102. 5 oM P E16/24m

1K B FE P RTAE AP (Hoogenboom 2 N, J. Mol. Biol. 227:381
(1991); Marks Z A%, J. Mol. Biol. 222:581-597 (1991); Vaughan
& N#, Nature Biotech 14:309 (1996)).
C. Delmmunised Fif&E
5 Delmmunised HARLELFELEN T AR LA PUE,
Un[E FrE F BIE R PCT/GBI8/01473 th Tk . UL, 4 BA T T
RPET, BT THAEE AE v BR O iR/ A AR T i e T SR 1
seah, flan, mrEc M ER T R YR 2 iESUR T,
DI N HE R 8 (circulating half-life). TEEE T F
10 4,766, 106, 4, 179, 337. 4, 495, 285 LA % 4, 609, 546 F B/ T BAERE
ARG RS B IR iR, SRR A A LG HBIT A
R, BEREGWRRELKEZ TlE (polyoxyethytated polyol)
MR L —FF (PEG). PEG fEZR FrAIET/K, HHFHoFERERE
1000 £ 40, 000 Z.[H], B {£7E 2000 £ 20, 000 2 [8], FHfF7E 3000 £ 12, 000
15 I8,
D. #1C5/C5a MAb F4 Ak
A IR I 7R A AR AT P B BRI B 4% G 1) ZR AT R R R AR A B
k. Mgz, HMAANERIERAER C5 fE AR, TRk
7] (complete Freund s adjuvant) "FF.{k, FFHATE THLEE RN
20 HEVESS 10-100 p g EHEMIE, RMAE/DRAE. HE+HTIRZE, FH
HEATEEHEKAER] (incomplete Freund s adjuvant) HFLALRJES
(1) C5 KIETRBNY) s . BHJE AT B 2165 PR JA A S S50 3k FE 0 5] 2T 1kt 15
5 /N FR A%
NEREE, N/ RERE &R REFER (single
25 cell suspension), JRKEHHMIRS SP2/0 EREEAMES. £ SP2/0
A0 (1x10°) ARAAE (1x10°) ZESH S0%KI R Z B (MW,
1450) (Kodak, Rochester, NY) A 5% —H AKX (dimethylsulfoxide)
(Sigma Chemical Co., St. Louis, MO)HIN-EHIEE. SRIERIX L]
FUI B 7E DMEM 4 JR (Gibco, Grand Island, NY) HEZFHEF
30 WEE L TX10HARM AR, *hFEH S%RI 4G JLIMLYE A1 HAT (10mM-
IR FERS AN, 40 u M BIEEERS, L& 1. 6mM B MARMEREAZ ) « KM
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AATHANARZFERBMB KRY 50 4 96 fLUEREFIR
(microtest plate) HIEMLF. ERATRZE, MW EEEFR
(culture supernatant) PIFRIHIE (screen for) Ly ELISA 4ifk
HIN C5 By B
5 A1 0.1 wg/ml (50 w1/4L) BIAAE C5 KEGBUIRH Immulon II
(Dynatech Laboratories, Chantilly, VA)fEIEIFRKIFL. KRG,
WLl 200 1 & 5% BLOTTO (ASTU3) TR 2 2% v 2K
(phosphate-buffered saline, PBS) i4T355% 1 N/DEF, X eeFL iy
R RS SR, REH PBST 2/ (& 0. 05%% TWEEN 20
1o HJPBS) XIXLEFLIFAT VL. EEER T, BRASNMESELM I HHF
¥ - ERESRIE 50 11 9 BLOTTO —REAS INENR AT AU FL 1 ANA
I PBST XpiXEfL@EAT MUt AE, BES5HEN RS EAIyEE
(horseradish peroxidase, HRP)FEHEHIZEFT IR, 1gG(Fe £ 5 ) (Jackson
ImmunoResearch Laboratories, West Grove, PA)ZEZEE N RMN—/)
15 I, SREPTS & 8IPiiE. SRJE, F PBST XX fLiH Tk, ¥&F
0.1% 3,3,5,5, VUFFZEBRE (Sigma, St Louis, MO)F1 0.003%L 4 ik
% (Sigma, St. Louis, MO)Hj 0. 1M ZER4H pH 6.0 W E L YIEEEY)
WA XL T, FHREA R 30 o8t BT mEAN LN 50 bl
A 2M HoSO, 2R 2% 1 it e Y o 1) S ELISA #52HY %% (Dynatech Laboratories,
20 Chantilly, VA) 7E 450nm FiZBUOGE & (OD) .

TR PR RS R A e B LR X C5 RN 2 PRI AT I8 .
NE, T RBREERTHIFNE LERFRBHARBIEAR A BHE
AT R R, AL EITUARIFFESE T 661 ELISA 5 A\ C5 0 Coa
[N, Beifid BIAcore RMNERM NI RN NIEEER, L& MM

25 BABRENAMEN FRE MEREER, Haeinsl “I1-Coa S4ifbiA
g ARES .

AT LB @3t (panning) APEL4E4 C5 BN scFy EESRIEHE A
(Griffiths %8 A%, EMBO J. 12:725-734 (1993)). wmi@id{FFH 240
14 #1i% (Griffiths A, Clarkson # A%, Nature, 352: 642-648

30 (1991)) RIPAEFr & B R R R FIE . B EREBZE, &
113k%5 T EFSMARMBREEFIE ST C5 BN B L sasEh

20
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W TEAE. ETRNERSBRERETREFESSERMNT
(binding affinity) PIEIAMNE. HEEN (avidity) FMECN [HE
i, AR RN B AR R EE, Ho /T 20%. /DT 10%E0N TN T 1%
(I A PR AN IE— N E A RN TE M R AR Lo AT I i A

s ¥ (phagemid) FIHBhWE B 1K (helper phage) RFEMBMER. &
EMVEREEE ML, £1 70 £d 2 RIBEE. BRI REANBEEE
HRE R E AN, FATHTARRH.

B A AR LSRR 1 45& T C5 I Cha 9 MAb 137-26 HI%¥

fiE. MAb 137-26 FFANIH C5 EAE R, (BT LR Mk et i HI7E

0 SEiEI ANARRE TR Cha &5 C5aR HIEE & . 76 T I SEF Hh g 3k —
AR FEAIE B X LE R P ) SRS

MRS BIMRTUR (B, FHBTA OB R A siE S C5

EL WAL R E R B, TTHAT TS KT 7 i
( routine cross—blocking assay ) ( | W1 7F Antibodies, A

15 Laboratory Manual, Cold Spring Harbor Laboratory, fH Harlow fll
David Lane ###8 (1988) hfriR). w3, RIHATERAIIERE (epitope
mapping ) (il 40, W 7 Champe % A FTE W J. Biol. Chem
270:1388-1394 (1995) FATIA) LUMEHHRELEE T HKHRAL.
E. &4 K rH e

20 ESRANFEEEH TARANILES FIMMLEYET R
EEE R, FlanEd e elIR B4 AR C5/Coa, FHEEHITIIRE
ffidk (functional screen) PANUETATZEH| Cob HIvEME. —FiH
TAHERFEMELEYEN BN RLEEELBEFE 5 901,009 K
5,463, 564 FHHR . FEINERERITEY KA T Mab 137-26 KI3E

s PMETEE, BEESSMANSgET, HARGHIEES THRAR
STHER. KRG, NPImEHITL AT EHENSSRIERN S T. It
4, BiEXTS MAb137-26 B AH FIHEIE A1 B0 75 4 20 A B DD RE
%, AR HEE ST
F. 8 H A% B B0 1 77

30 A J% BRI o F AT B BE £k P AR — AR, P
B4 T S KK B BTETRIT LRI R#E . NERUCH I, AR

21
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BT BARSUR A B 410 & Fha] B2 BB R L PUE R . EH,
WS R AT BriRE ARG A R HER A 57 2451 LSS stk
Rk, WATREIRAE AT BB O k. AT fet o7 i R TR AL Y
HED,
5 B FIE RN RO B R FAME TS B R 2 25 7). mlal I e R
6 F AT A T2 B PTIRZE S I S Y o AP HE KA 2 7 &
WA R BRTA R Tia7 B B8R ZEEHI Coa AT &
IRIR RN R BB . T THI BRI A % BR 0 561 7R V8 973X 85 o8 AR FR A 1
H & IESE
10 SEfl 1. MAb137-26 5 A C5 F01 C5a WY VI
MR MAb137-26 S4lifk i A4k C5 A1 Coa B N HE (Sigma, St
Louis, M0) . 3Bk ELTISA (it #2. MAD137-26 DA E I 7\
RRLREM S C5 454 (B 1. H—Fieal T A& C5 1) B #EKIHL C5
MAb137-76 A&4s4 Coa, Fh C5afEC5 B a ¥ L. —FaHIERM:
15 PEHI R B LEL A AR R P As b A Coa [ .. 75— J71Hl, MAbs
137-26 1 137-76 #5546 (B 2) .
18 f BIAcore 1% % (Pharmacia Biosensor AB, Uppsala,
Sweden) EJUE MAb 137-26 5 C5a F1 C5 WIEAN 1P H A 45 5]
T (FHEEREMR). TENEATERE 25° C T7E HEPES & #h
20 7K(HBS) (10mM [ HEPES, pH 7.4, 150 mM ity NaC1, 3.4 mM f¥J EDTA, 0. 005%
(F1 6 TENE M) P20) FREAT . il & C5 A1 Cha 5 MAb137-26 455 3%
B, BRI HEN-BET Bt % (N-hydroxysuccinimide) F1N-Z3&
N-(- = 4 ¥ BB E R E ) B E N Z B I K
(N-ethyl-N" - (3-diethylaminopropyl) cardodiimide) #HATH&HE,
25 BRI IeG (Fo) PURE E B CM5 1£2%85 15 LANE), MAb137-26 X
JERTEFE ST AR AR C5 Z Rk BNRE I BRSSO A . R 1
W R gE T IX e HE . MAb137-26 EF XA Coa F1 C5 M m & &R M
B. EREFET MAb137-29 &5 Cha F1 C5 Frik ZERIRAABE &
* 1 454 % MAb137-26 ] C5 F1 C5a I3 1 H 3
Koo (M 8™) koes (87 [Ko (W)
C5 1.42x10°  [6.97 x 107°|4.92 X10™

22



02816102. 5 oM P ZE20/24m

Cba 3. 7x10° 2.25 x 10™6.09 x 10”
Kon’ Z;jjjjé%éf%éﬁ
korr B BERARH £

kl)’ %%%%%ﬁ:koﬂ/ Kon

5 S 2 AMES T HIE I
JITFFE MAD 137-26 FE AR C5 HIVE L ERIMER, TAHUIE
X i 48 L AR AR AMAIR RN B B I BT HIE A
NE MBI, £ 4 °C FA 8 weg/ml WAL IR
RBC(Inter—Cell Technologies, Hoperwell, NJ) % f&¥REEH, KREUH
10 7EEH 0.5 mM B MgCL AN 0. 15 mM {1 CaCl, IR/ 136 2 AR G Bk
(GVB™) 1 f#3%% RBC (5 x 10" 4IfE/ml) 15 438k SRJEAIM GVB X4l
FRIEAT VL. P A E TRV 1.7 x 104 H/ml (FAH A
R . FERK 96 FLM BRGNP, K 50 vl MIEFA
M (5. 2%) L5ELERRE R MAD137-26 BT C2 MAb 175-62 950 u 1
15 HIGVBRA, TE ARSI SRS, # 301 1 AUt i IURE I3 RBC
HERNINAEH X R AWM. FETHANESAMLE (5.2%
5 8 ul B GVB"IRE, UM MFEAEET = (serum color
background). ¥ —Fh[FFh R UCECHT HIV-1gp120MAb R /ERA M= . B
E R A NIMIERE AN 2%, #4637 ° C THFRIBEY 30 087 . EM
20 EIEFRIENE LERIES) 15 8. RE, 7E300 x g TRARZEATE L
VEFE 3 kb, WEE FEW (80 ul) B #BBIEK 96 fLIMEREFF
AR FL, DAFIFH ELISA #RIZEXBS7E 405nm FHHATINE . & mANHIHY
At X
100 X [(OD % w=OD miseras) — (OD #ww —OD mmmewsn) ] / (0D gww—OD

25 m%.'.’-tﬁi’éx’?ﬁ‘r) o
3 B/~ T MAb137-26 FIAAH IR A% ] MAb G3-519 RINHIEIF K
% RBC MU HLIG/RWE I, TR HIPT C2MAb175-62 HRHANE T
M. C2HFAI k& BAMEIRTRE.
ABRIERE, REBUEKIR RBC #H & H 2nM B MgCL, A1 1. 6mM K-
30 EGTA BERAS/FaZ ARErh /K (GVB/Mg-EGTA) WIE=1K. 10 mM ¥RE
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¥ EGTA ¥y LI &L i8R (K. Whaley % A3, 7 A.W. Dodds
(4%), Complement A Practical Approach. Oxford University Press,
Oxford, 1997, % 19-47 7). A HdFERMT ERHZ MRS I 7
TR . ZESL 2T 7R B A P A L5 P B IR B R 10% B HUEEIF D

s MAb166-32 FHYEBHM: =1, K bk A ) i 7] A 28 UL Bl A A 5 i HL
HIV-1gpl120Mab FHVERA M4 .

4 B8 T MAb137-26 AHIHIARBUHMR R RBS KR MA@ILH L,
MHLEF D MAb166-32 FRZIHAMNE] T MAEH . FF D feal H B
wMEEE. HEEGTUEAEER.

10 M7, iXEesERIESE T MAb 137-26 AR €5 iEIL/ER, HEFE L
A2 414 C5a F1 C5b-9 HITE . MAb137-26 AL HNEIEACFIZE $LAMRiE
BITE .

Sz 3. EiE MAb 137-26 1] '“1-C5a &5& B 24 A\ 4P i
i)

Is A I 32 40 A AT 40 L SR Dextran T-500/ 4Rk i i
TR BIR T HFIREWY 20 HPE HB HINE R EHREE
KR E R 50ml FENEEOE. AR OERZE, LR
¥i (cell pellet) &VFT 30ml i1 PBSB (7E PBS H* 1%f] BSA) .
AR ETEAE 50-ml MRREELES 10ml ) Histopaque-1077

20 (Sigma, St. Louis, MO) LEE. EX—RKEMERAZE, Wik48Ag
Wk B REIE T 20 ml f9¥4 0.2 % NaCl w1 30 #0, LLiEfE (lyse) RBC.
SRIE, TR BRI RS0 20ml B9¥s 1.6 % NaCl, BREL, Fikrg
ch M 40 B R T PBSB . FEVK LARFRXLERE M, HEEIHT
B1-Cha &

25 Fl&5& 22K (1% BSA T RPMI1640 /i) 7E 1. 5ml Eppendorf
BV P ELMEE MAD137-26, LAIRASTE 640nM F 0. 04nM JLH A %
BIREE . ¥ 4 PFHH 4nM ¥1-C5a (NEN Life Science Products, Inc.,
Boston, MA) ¥RINZE| 36u 1 FIFEE MAb137-26, LAIF TIEZER THFF
15 434f, BaifhEH N Csa (Sigma, St. Louis, MO) FI{EFHME#

30 &, TOERFEITER KRR AT ESUEREREES . Ak
P1-C5a MRS, BMARZMEH 36 ul ISP Coa G &
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ZI. MERENNE AR DA RS EFER, FKAEK B
ITHZR . 7E 40 S5 HEESEHARI G RAT, B RBEBREMNREEDEEE
% — Eppendorf B[] 800 u 1 K43 B 2% (6% BSA T PBS #) ., 4R
JG, TEZEIRTLA 2000 x g XIXEE#HATEOEM 3 748F. R EE
s WZJE, b ETR E UGRIZT 0. 5ml i 22 & F/K (de-ionized water)
T, LIARAN. BE, iLABEHEY) (cell lysate) 5 3ml fUH
TS M8 Ultima Gold [NIERW (scintillation fluid) (Packard
Instrument, Meriden, CT)JE& .
“1-Coa &5 1 B 4 LL sl E Xan k-
10 [CpMy — CpMiue) — [Cpmee — CPMie)/ [CPMaw — Cpmu] x 100
Hrp:
Cpia. = TG 3 G BT 5 20 B B B oK v 48
Cpmy, = ARERI0 “I-Coa R E & cpm; AKX
Cpm..=H F4FIH cpm.
15 5 BoR T EHERARE (P1) A Cha S 4tk I A kg b 41 Al
4 & R3Sl ZEXT “T1-Coa S4fifk i A RmE H 4 40 B 1) 45 -5 1 4
H1, MAb137-26 LERARICHT Coa A . HTHY 50%#1%] (ID50) ) MAb
137-26 FIE S 0. 45nM, S5Z AHLLATZ 30nM Y Cha.
el 4. IS AR LR HERE B 1K) SPOT BkSRk42 4 MAb137-26 7E A4k C5a
20 FIGEERA
BT R HE Sigma Genosys (the Woodlands, TX) & Rl SPOT Ak
FEAR, K% MAb137-26 FEA1K Coa RIS &RAL. BLEFEAN Ak Cha
MEIEK (12-mer) WARTAEE L. THET, BEESERT
FFHBEWT AR (blocking solution) TBSTB (10 mM K=& 4L#) (Tris
25 chloride) , 250 mM HISALEN, 1 %2FIMEEEF 0. 05%H) TWEEN 20)
SRXTIESHT AR 1 AN, UMETE SRR R A E A R M. BT
R T HERM 1 v g/ml # MAb 136-26 FHETEW 1 NI . RER
FRUEZE MR TBSTC10 mM B =& 464, 250 mM A Z AL HHF0 0. 05%H] TWEEN
20) RXTIEHATHIR M SE. 25 HRP SEHERIFEHTIR 16 (Fo) Fiif
30 (L 1:5,000 #%B TR T) (Jackson immunoresearch, West-
Grove, PA) XTRR#EATALER . SR JG, BRI BEILIR . B F| A Supersignal
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West Pico b2 & Y6/ (chemilluminescent substrate) (Pierce,
Rockford, IL) HEATHEFR, REM MAb137-26 5 C5a WM& SPOTs fik
g4, 3%, BitiE%ET Kodak X-OMAT AR iK% (Rochester, NY)
SRR A RICHISREE . B 6 B8 T B MAb137-26 & a IRALF7).
5 B 5. T RAMEN FRIRER S (ex vivo) ANAMEA:
MAb137-26 7E B K #F B8 5 [ EC (1) W8 1tk 40 R v At B R0 R ZE 2% 58 IR iR
R LR
HFEMEAERZRRIEMNSHRER, DHRAFEFAEBERNSER
A (fluid-phase) MM FRFFESLRERINAHEAER . AFEEAEINY
0 bR, WS A, FERCARE R, R R i B K
{5 Z Y leplrudin (REFLUDAN ) BT RAE MBUEN . SHEAD
7], BEAKEZRASTIAMEELAER.
FEMAE R R 45, MAb137-26 BT T B T 38 ik K A vl 5 kS 1 14
LTI Cha IR RN . FURARINSE] MAC N~F %8 2 IR IR ¢
15 BEAETS. KL, MAb137-26 H A1 Coa MASHIH C5 iHLFIFE G MAC HY
TR, XREAR AR EEIEN— N EEF A
oA EHKIEE (50ug/ml) IRNERE T EELMm. 7 37° C
“FH PBS BT C5 #IF SR FSe R SR P ML AT A I 4 38h. A T WFFHE
A B CDL1b RIAFEIE LR, 1€ 37° C THIAMEE R KE
20 FTHE B LE392 (ATCC 33572) JRALIMAEAR 10 58k, KRBT RIKRELE
CD11b SE¥ 2 1x10"/ml I, TZEE B A SEE P2 1x10°/ml. LB
SbFE T-0 BELRFEA, FERSSRZ G, 100 w1 WIREASH R T S 5
I 40 B v BRI E R P i B CD11b Rk MAKRY —_E %515
i 123 (dihydrorhodamine 123) SR & #yE Mg P 41 KT B AL IR &
25 FHIHFEE R MR T FE (ORPEGEN Pharma, Heidelberg, Germany) I
ERRHAT -
TA-TD F445 T XHig P M4 HBTE L TR CD11b RIXFIEALE XK
B MmpE I 4H (flow cytometric assay) I & B . 1
C5/C5aMAb137-26 &bl T 7 BH RAEI A & AR A i KT
30 HIFERMEPHEMMENL. EXLESHF, MADI37T-26 thft C5a
MAb561 (Dr. Jurg Kohl) FIfik C5aR Xt#i#] (Dr. Stephen Taylor) ¥
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PIEES
ERERE T, SRR R H H44/76-1 BB K T BHI Bifig |,
PACEEFE (subculture) FHE 4 /DI FEASTEH] (log—phase).
% 5000 - 10000 PMEEHK AL (CFU) ¥hn®| 1. Iml BRI A PBS B
s PUATIEREET 5 B EAKERFBMMSMERTS . T8
1, ¥ 100 1 EMIFFESHE MITARHMAEYEEFRIL (Petri dish)
IEAE 37° C 8557 24 /B . A B AR A SRIK TS INAY CFU/100 1 1
(4. FEANINANTE 2 5 L BI3RAS T-0 A A
8 7R T MAb137-26 AN MAC /S HIE B KK 25 B HIZE T
o Az, MAb137-30 @it A4 i sk 7 2% 25 FQ I e 2 TR ALK T o et
#1T C5 itk
IiZ T fiR, 76 LR 4 R BT A I ARE F1 R 18 2 2 B 7R P R T
AEPR IR, T ELAS A& B A3 BN | B S AR B SR ok St e, TR
FE X L BRI B K AR 9 I BT AT 5540
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RERS R —FEEECSMCoam MR , BEFATMFICSHTENLAT
£ A IECSbHI R BRI HICSbAYE M. LI HIFI 2 F B — P EHI R H
MAb137 - 2638 EM 2 mEHMAE , HEEEACSSCoafiA =M RN
(epitope)o AIRFX LEHHIF A LATESATT B T B R T REHIMCoaE> g |
NS WERR LR EPMEICoafEM, th A X LEMEIF 2 FA T2 ,‘3* 12
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