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4. — R A, A E 525 IR TR A MM BBUR 255K 1 ) CRIg 4244,

5. — A Z WAL G, HAL 5 25 5 A RS IROE TR 5 IO AR REBUR 85K 3 19 S 2 Rt B
E

6. — AT TR BA ST AMARE SR BUIR LA 7 1%, B4 75 B S Ah 3 (1 32 i3 It
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FRMIIBLFAR CRIg 3

[0001]  ZAHIE £ HIE H N 2009 4F 05 H 06 H .3 E HiE 54 200980116490. 9. & B 4 B
N SRR T A CRIg B4R B R I HR G I S H i .

bz Kine

[0002] AR HHICVESEA T CRIg B4k . BRI &, AR B % A $R M 1% C3b [
GELSEN S BARBE ET C3 (% C3b IR MELS &1 CRIg A8 44 .

[0003] K EHIE 5

[0004]  %MA R4

[0005] MM R G & | 1E B AR U0 T DA TG T 1 i IR T a0 A7 AE 10 — R BT B & A R
FORBGH . =M E BiaE, A M SRR ATH BB 4G S R R IR 12, sevS LM, BAIT7E C3
KA I, HAp PRI C3 LB C3 1% Ak C3a F1 C3b.

[0006]  EWE4HALE CA R R H a0 e RBE TR 1140 M, B R 50 40 i 3 T R 04 1 %5 58 b
MR RRUNE R, Brid S e bR BT E N5 3K (Taylor % ,Eur J Immunol
33, 2090-1097 (2003) ;Taylor % ,Annu Rev Immunol 23,901-944(2005)). H 4R iX &
% THT 485 A8) 1) B 3 R 1) e 6 R A% ) — AN J i 7 T, L% R 2R ) 25V 0 ) 0 4 i A2 A
S HE, 52 5 AR AT 73 0 40 ) 0 4 4E 2 #E4E (Stuart Ml Ezekowi tz, Immunity
22, 539-550(2005)) « FHF AL FEW & 2 PR - 246 AH BAE R, T HIL/ETS 2 7 2 5
WHE R (R RERE AR BE R AAME R ) £ H 5 B W4 i 3 100 52 44K 14 AH
HAE k515 9% B AR P9 7R AL BT 7 040 7S P (4838 WL Aderem AT Underhill, Annu
Rev Immunol17,593-623(1999) ;Underhill 1 Ozinsky, Annu Rev Immunol
20, 825-852(2002) ) » IR HH A Z3 I PR s (1) R AR By BR R 1 BB TR B L 22 Mo i A, (HL &
K2 BN TgG & 20 HH T ML Gz A2 i, i HLIR S H Fe SZAR I = 808 bR A 2 7RI
(Carroll, Nat Immunol 5,981-986(2004)) o 55— 77 T, #MA PR 5998 i 442 T 43— -1
THOREAE A B FHAMA 32 A4 SR BB (Brown, Infect Agents Dis 1,63-70(1991)) .

[0007] %A 30 Fh LA 59 I35 & 5 A Rk, B ATT VA R AR L 22 R R AR, T DA RMA A2
WT R . BT BRI UG i %, AT X ) = Rig % (4R UL Walport, N Engl J Med
344, 1058-1066 (2001) ) o B A X =Flug 3 Zim b AR 43 €3 AL AP 3R, (H 2 EAKARE
WA AR AT EL C3 WAL WG A P BT A« IR E 0 R Ik, PURSS & 20 JHA
R, A ML A Clag #MERL S, T — RPN ARSI, B2 C3 U1 s g M C3b.,
EBERIBRAOKNA MR Z BB E R EA RPN E#HEL. 24, Da8%E TIhiE/R
I=AN R A H BRI R (MBL) , SIGN-R1 #EERZEAM ficolin (Pyz %, Ann Med
38, 242-251(2006) ) « MBL i ficolin #8522 G g & (MG A 0%, HAR L MR (1) CL JERE
EAER, WAL C2 1 C4, SEUPAX C3 DR, FZIEAM S MAMFMBRER IR HIE
J T B, RIES A FH T P C3 -5 JR A R THD 1 0 1R 31 35 e 1) B S L T i AL Y o 28 5%
IR E AR T B AR D BIVE R, W14 C3 454 1S A MR T S 30 C3b YTA B d™ K.
B, ZH B M D MER, B4 iR A BUEHE R IR AT — FTUTRL# C3b 58 T 5L
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C3b PLURRIT Ko FEAMETEALI T =M mrh, AE B B8P RS 5 C3 B4 AL ik C3bs
AMAELL IR B0 C3 (U E R BE 2 i T 2R 2 M0, 5 1F C3b 48 I BR 45 M 38t i B o5 213t
JRRM o XM IR AT DR X B A1 C3b 1Y a4 8 K # AR A 1C3b. C3c
A1 C3dg, B 32 B A [F 524431 5 19 F BE (Ross 1 Medof, Adv Immunol 37, 217-267 (1985)) .
UL UIEIW R T C3b #E— 204 K C3b YIRURIE Ak 4 MA 2% e B e 7 (45 BR S 4 T AR
RS =AM ) e 1. SR, BN i) & Wedn e sz peJe il s C3b S/ B T
i B 71 B e FH 1, €3 A ROV T B TR ) 2 LA (Holers 28, Tmmunol Today
13, 231-236 (1992) ) , 1Ml H45Ff C3 B ™ W) (1) 32 AR PR M0 AE 7 3 G % N R R ¥ B AR
[0008]  C3 H & 13 MHERE IR RN E R B A ZEMEAR. Z0FZOH
8 MNFTBHIEEREE (MG) LML, BT T C3 MEHERYEM « F1 B #E. AL
Z5MIII & CUB (CLr/Cls Uegf FI'E JEA AR A —1) F TED Z M3, J5 & & A 51T C3b Hik
JEAR RN S G RIRER S . FIR WIS A C3a, BUEAE AL OE IS 82 S ATE BR A
RCAEA . C3b Ml C3c 55 C3 MILLEAIEW] T 1% 0 72 RHR & (/KRR 242 17 KA R EHE,
AN FEFE TED, 1 B2 EE T %0 F0IEe 502 M TAEH MBI R H R (Janssen fil
Gros, Mol Immunol 44, 3-10(2007)) .

[0009]  ZWEAMNMY [ 1) #MA C35Z 4k

[0010] B =AN DA FMASZ ARSI Rk A EE (SCR) A (H4gwmhs CR1 R CR2),
B —2 IR EE I KRR CR3 AT CR4, S A3k & A Tg B AKTRIUA CRIg,

[0011]  CR1 f&HH 30 M43 EE (SCR) A E ¥ 180-210kDa ¥l & (1, 7F Hi& B & WG
bR R AE EEAER . SCR &L 60 AN HE R IR B &5 1), B AN I AR 8, 4R (L 45 M
Mo XF C3b 1 CAb 3 (1) @ 55 Rl 0 45 & 48 W AN s A7 3 R A, BN 3 AN SCR A4 B
( 4% i W Krych-Goldberg il Atkinson, Immunol Rev 180, 112-122(2001)) . CR1 fJ SCR
15-17 P9 BT AL (19 C3b &5 & 4 & (47 41 2) B9 45 M O 4 i MRT 3 52 (Smith %%, Cell
108, 769-780 (2002) ) , #7~ T = AMEHL AL T 9L 4 (1) 3k X HEF o, 76 16-17 &8 b ek .
CERIFR S REAR S TR 15 X C4b 45 A B R E B AN IE A R X . A 5
CR1 [T b 22 & A 16 BT B — 2 C3b 455 AT i 210 . CR1 = ZEThRE, 1 504
BRI RG 5248 (Rothman %8, J Tmmunol 115, 1312-1315(1975)) , A AT #2040 i 1)
1C, fik3E Fl T F (K758 (Taylor 28, Clin Immunol Immunopathol 82,49-59(1997)).
g o M B CRL /R FWE P A 1E R, H2 /R AL E W40 i o A SR (Sengelov %, J
Immunol 153, 804-810(1994)) . 7£HAE & 5 WG R T IME 2 A1, 48 H H 5 A R
ALBEIAH BEAE T, CR1 248 MR RIS 1 1812 3 TH LA 7130177 (Krych—Goldberg il
Atkinson, 2001, W, -3¢ ;Krych—-Goldberg %%, J Biol Chem 274, 31160-31168(1999)) . 7
/INER AR, CR1 AT CR2 2 [R)— & (Rl 3t ] 7% B 20 I PR A =4, £ 225 B Ik EX 40 i AT yE T pv
RYNMA o, HEZAEP T B AN Z P REDIRE Molina %, 1996) . CRL /MR DI RESE
W) Crry KIEE MR 2R 55 B AR B, AR NAMAETE LI AR IERRAE N, AR AE R
T2 AR EER (Molina %5, Proc Natl Acad Sci USA 93, 3357-3361(1992)) .
[0012]  CR2(CD21) % & iC3b M1 C3dg, mi H. A& 3% 5% B 40 M % 9% /9 3 2 % & 2
& (Carroll,Nat Immunol 5, 981-986(2004) ;Weis % ,Proc Natl Acad Sci USA
81, 881-885(1984)) . JKHX B MM C3d 4% BB FIFZEN £ B B 4l bl 524k 5 B g
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115 5. ik, CD21-CD19-CD81 L3244 5 B 40 b )i 2 AR M2 5 RAK 7 B 40 MvE b 1
BIE IR T EEMEIE(E S Matsumoto 25, J Exp Med 173,55-64(1991)) . iC3b [
CR2 45547 i C A 3B ENAEAT TED MIMG1 45 /438 2 [A] (¢ FL 1T F (Clemenza Fll Isenman, J
Immunol 165, 3839-3848 (2000)) .

[0013]  CR3 MICR4 /&2H « Wi (458 CD11b BY a J1CD1lc BY a ) AL B & (CD18
B B L) MR IR e SRR, T HL P R M4 MR SRS e 4 B PR RS PR DA A2 1C3b IR . B
A1 T BB B 1 R 1 ELANAE 0 A, iy ELAE 11 40 oz i Sl sl L sl s o
e (%5 W Ross, Adv Immunol 37, 217-267 (2000)) . #EHE RS R HFRIE N I AME 5 1%
T R R R, M B AR S B IRES AL R R M I 45 5 IRAS (Liddington
M Ginsberg, J Cell Biol 158,833-839(2002)) . 7 4b, BiAk 4 54415 5 B MU 5 I8 =
M. 1C3b MI4EA 0 ST EA A CR3 M CRA (1) a B BN #IK (Diamond &5, T
Cell Biol 120,1031-1043(1993) ;Li A1 Zhang, ] Biol Chem 278, 34395-34402(2003) ;
Xiong Al Zhang, ] Biol Chem 278, 34395-34402(2001)) . CR3 f¥J % fiEC4A (iC3b. B - %
WM ICAM-1) fL-F-&55 CDLLb 1 T &5 #6480 BB, & 138 79 58 Bz il (Balsam 5% , 1998 ;
Diamond %% , 1990 ;Zhang HI Plow, 1996) . J:T& CR3 45 &4 sl 7 2/E C3b o CUB 54435
AT B o 7% Pl e ) A A 4 A 9, T e X R KA KT T U C3b (B 1C3b) 1%E
SRS (Nishidas, Proc Natl Acad Sci U S A 103, 19737-19742(2006) ) , ixX & A 46 #b
I E AR I o BIEE.

[0014]  CRIg x&— Pl EWRAHMAH O 5244, 5 A33 HUlsi Al B LI I v S5 BT 75 2211 JAML
AFEVEME. A CRIg S AR JAML FIERSF Tg &5 F3A 81 351 905 5 B cDNA
REVERERT . XELA ST RPN T 400 NEIEBR T EHE. Blast fZRIUESE 75 1 A
PR A 2391g FIAEMIME (Langnaese 25, Biochim Biophys Acta 1492 (2000)522-525) .
RIS F IS X AR Tg FELE IR B, B 5 N i V-set Z5H380R C i C2-set 4514
e XTI BB AR “ BLIR SRR Tg M8 SR B ELRR 4H B AH G (huSTIgMA) .
(huSTIgMA) . i f5, I FH 37 H15° 514, il | huSTIgMA [ —FP BT 44, & kD f e i iR 1)
TgC &5 048, T HLA0 50 MR AERL . R, X Pl A 8 1 51 B8 A B2 AR FRIE huSTIgMA- %4,
huSTTgMA (FR{E PRO362) ()2 BT I M gibd 2 2 HRIT §I#EE T 2002 4F 6 H 25 HZA
[(125 EH £ F) No. 6, 410, 708, 734, huSTIgMA FT huSTIgMA— 45 — 3 LA S BR STIgMA (muSTIgMA)
FE A RAZIRIT S EE T 2004 4 4 A 15 HAAK PCT AF A WO 2004031105,

[0015] 2008 4F 2 H 21 H 241 1 3% B #1185 2 FF 3CA No. 2008/0045697 H 4 #& | CRIg Al
C3b:CRIg AW diAR L5 4 o

[0016] B B8 7E AL 32 14 PR i P9 1 Kup £ fer 400 (KC) T RS A B KR I E R 4 i o ERAR
KC BA 5 H e H 2301 B 1 B R4 Mt (R 0 bR B4, AH 2 AT S8 & 1 14k i D Re , 1 3 1)
A RUE b B ATE BRI S FR S AR BT DK L A A7 AR B AT A A B I T 4
EHNHFE RIEE AWM Bilzer %5, Liver Int 26,1175-1186 (2006)) o s JEA4k %}
KC R A 845 & 24t 0 AR 1) — S S B (1) — D R E Z R P IR (Benacerraf
%, J Exp Med 110, 27-48(1959) ) o W9k 1 KC f/NBR o 2 25 S AR TS Z2E B 1 KCAE B 7
PR e RS 75 B8 R AR 7 T ) BB EAE ] (Hirakata 25, Infect Immun 59, 289-294 (1991)) .
CRIg (4% s ik — D B A MA N KC AEET X PR A (19998 J A4 (1) — 28 S 02 7 180 1) B EAE
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[0017] 7 /b B KC | % & B9 ME — % 44 C3 52 4K /2 CRIg I CR3 (Helmy %5 , Cell
124, 915-927(2006)) , 1 A KC & 7~ % #F ) CR1L Fl1 CR4 3R 75 (Hinglais %% ,1989) . &
&A1, KC ) CRIg A1 CR3 #845 B T X iC3b 1 B AR A 45 & (Helmy %5, Lab Invest
61,509-514(2006)) . FEAKP, KC F ik CR3 FEL5 4 1C3b A4 (1995 JEAK T U1 A K I
o DR, CR3 A BT 20 It 41 M 55 42 0 5 0 rh PR 2 i 3R 55 1 TCAML 1 40 LA H
M 8275 B9 J 4R (Conlan i1 North, Exp Med 179, 259-268 (1994) ;Ebe % , Pathol Int
49, 519-532(1999) ;Gregory 2 ,J Immunol157, 2514-2520(1996) ;Gregory #l Wing, J
Leukoc Biol 72,239-248(2002) ;Rogers flUnanue, Infect Immun 61, 5090-5096 (1993)) .
FH > CRT g 10 35t 4 H8 2 st i 11 3% P9 s 1 i A i S e ELEZAE - (Helmy %5, 2006, W32 .
CRIg 5 CR3 7E45 A FRAE A (1) 22 S 3 o S Y IR AR SZARTE W) 22 P I 22 57 o 7B KC ERIA
() CR1g 2H ple 1 b 45 75 gk C3 F B, 1 CR3 R &5 4 iC3b AE ek (Helmy 2% | 2006, W -
). CRIg A XA HE 4k C3b AT iC3b PL K C3b/1C3b A04% BIRL I B /7 S ik Y 3l i AE B
2 Y P S o P AR o AR B ) CRIg 73 (Helmy 55, 2006, WL E3C) 5imlEi&RIT 477
[¥) C3b F1 iC3b 2 AR Z MBI 2 AN AH BEAE R MG T &R & 71, B8R CR3 R4 iC3b
BB, (H 2 CRIg A4 C3b, BIAE L35 1 2 1999 JR Ak B R 55— C3 1% 74
(Croize %% | Infect Immun 61,5134-5139(1993)) . BESREE & 2 0m FAARTL A K E C3b &
FZBUE G T R H A T 8% (Gordon 25, J Infect Dis 157, 697-704(1988)) , i 4
CRIg X C3b BCAR KRB LR T POk 45 & MIERR . anit, BEAR CRIg M CR3 #i7E KC F3KiA, {H
ST AT I EC AR 7 1 SRR R 25 A R P AR s SR AR TS R 30 705

[0018]  FJ FH 4H M 3 T 52 44 >k <2 30 4t Ji gk N 1) o T A 10 461 A2 8 25, 18N B0 0% SR BF
B (HIV) 040 e ;N 40 5, 18 45 %% 9 B 4 F B Mycobacterium tuberculosum) « Bk X 7+ #%
1 (Mycobacterium leprae) . & &5 #% HE /R £% IK B (Yersinia pseudotuberculosis) .
A% FE VD T IR TE (Salmonella typhimurium) A HE 2% 40 Mo 3 A2 ) 8 45 QT (Listeria
Monocytogenes) , M ZF 4 M, 2K R15 1] (prostigmatoid) il K F|4f & )5 &1 (Leishmania
major) (Cossart fll Sansonetti, Science 304:242-248(2004) ;Galan, Cell
103:363-366 (2000) ;Hornef %% ,Nat. Immunol.3:1033-1040(2002) ;Stoiber Z ,Mol.
Immunol. 42:153-160 (2005) ) »

[0019] G ESCHTIHRK), CRIg s — Pl AW 7E — N EE B A 43 B R 4 o I B BRIk
frIRMAE C3 24k 7ERHE C3 A AMESZ AR e 2 o, il 1t 454 C3b 4| C3 Al C5
[R5 K ETE AL, CRIg BIMAE TV 25 M 3R R HI A MA R 55 2% i 7. SR, CRIg X464k
B IE 2 C3b S A BN TR (ICs>1 1w M) , 75 EEAH AT R B ) 8 (A kA B 20 58 Ak
Wl (R, 75 2B A MR RIRTT IR CRIg 2k, AR HRIEIEZ K.

[0020]  REHMEIA

[0021] A& (/D FEH ) JT HAMEEME G5 MR CRIg BRI E. mAaA
AR IR A QB4R A1 MB6Y ) CRIg-ECD & [ \7n Hi L BF A A8 CRIg AR HR &1 30 54 &
SEAN IR 7 RS R AMAII RIS . A0, 75N BRI AR TSR AT ) 2 1) CRIg Rl &
EAMESEUGRE S5 B AR CRIg 8 A FACTEAH b B2 PR .

[0022]  [AITH, A% R BHGTE CRIg 844,

[0023]  — 5T, A& B o99E —Fi CRIg A8 44, HAE7E1E B N A m X 2 LR E A

6




CN 104558151 A w B B 5/32 T

SEQ ID NO:2 Z & LB ¥ E8-K15, R41-T47, S54-Q64, E85-Q99 FI1 Q105-K111.,

[0024]  FE—ASEHETT S, I AR i Brde e 4E & C3b i €3,

[0025]  £F 55— MR TT R T, Bk AR B $e i B0k C3b (R 45 G 2 F 77 it SEQ 1D NO: 2
ZRIRIFHIN CRIg, F P iR 4G 05 F J3 ] DL ande i 2220 2 4, B2 /D 3 %, B 2D 4 %,
BE /b5 45, R 6 i, B TR, R D9 RS, B E D 10 75, Bl 15 5, BiE D 20
%, B 2D 30 £, B> 40 5, 82D 50 £, B8R 70 5, Bl D 80 £%, LA D> 90 fiF, B
F/ 100 £,

[0026]  FEIEAH —NSLHETT R, IR AR K& HL SEQ 1D NO:2 2 KARFF I A CRIg B4 711K
55 R MA I A 7)o

[0027]  FEN —ADSELHETT RS, rid TR S AL A AR DM N R R B
FEFR AR :SEQ 1D NO:2 Z @M )T H i & 8,14, 18,42,44, 45,60, 64, 86,99, 105 Al
110,

[0028] FEIMA — LT ET, Irid A EETE SEQ 1D NO: 2 Z EJER T 5 T [ 2L 1R
£ 8 60,64,86,99, 105 Fl 110 F—ABLZ A7 B AR LR B

[0029] FER — AT ET, rid TREEEE FHAM — 452 4 & 1R :E8W, W14F,
E84Y/W14F ;P45F ;G42D/D44H/P45F Q601 ;Q64R ;Q601/Q64R ;M86Y ;M86W, MS6F, MS6W/QIR ;
M86F/Q99R ;K110D, KL 1N ;QL05R/K110N ;Q105R/K110Q F1 QLO5K/K110D.,

[0030]  7E 3 —ANSEHt 77 &, Arid AR ik B AR — Ab B AL AR :Q64R/MB6Y
Q601/Q64R/ESY ;Q601/Q64R/G42D ;Q601/Q64R/P45F ;Q601/Q64R/G42D/D44H/P45F :Q601/
Q64R/M86Y ;Q601/Q64R/Q105R ;Q601/Q64R/Q105K ;Q601/Q64R/K1 10N ;Q601/Q105R/K110N ;
M86Y /E8Y ;M86Y/G42D/D44H,/P45F sM86Y/P45F ;MS6Y/G42D/D44H/P4ASE F1 MS6Y/Q99K,/M86Y /
Q99R/M86Y/Q105R/M86Y/Q105K/M86Y,/Q105R/K110N,

[0031]  FEEAH LT EH, Frid AR5k B TAHR— B2 A B Q601 ;Q64R ;
Q60T/Q64R sM86Y ;Q99L ;Q105K/K110D ;E8W/Q105R/K110N ;Q64R/M86Y ;Q601/Q64R/E8Y ;
Q601/Q64R/G42D ;Q601/Q64R/P45F ;Q601/Q64R/G42D/D44H/P45F ;Q601/Q64R/M86Y ;Q601/
Q64R/Q105R ;Q601/Q64R/Q105K ;Q601/Q64R/K110N sM86Y/P45F Hl1 M86Y/Q105K,

[0032]  FE—ANSEHAKKSLETT S, ik A2 440,15 Q601/Q64R/M86Y B Q601/Q64R/G42D/
D44H/P45F B4R,

[0033] 537, AR K BHRVE— MR & 5, HAS E30E XK CRIg 214k

[0034]  FE—ANSERETT R T, b kG 7T 2 IR ER

[0035]  7F 5 —ASEHE 7T 2, Bk Szl i 220 3 SEQ 1D NO:2 2 4K CRIg %21 CRIg
[0036]  FEIEA —PSEMETT R, ik ik & 87 CRIg AN 45115,

[0037] X —J7 M, &R K HRIE—F A G, A5 524570 82 L AR & AR
B CRIg AR BRIR A 73, 1 a0 S b B 25

[0038] AT — 7 1, AN K B O3 — P T TR BT BOIE I 7 R MASHE 58 52 03 BCIR DL R 77 V2, B4
X L I SIS A B 52 K 2 it FH TR BOIRT A AUE Y CRIg AR AR B 75 I AR A4 1 ik & 4
<, W A R B 2R

[0039]  FE—ANSRJETT S, TR kMAH IS & 28 PR B 5 S PR

7
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[0040]  7E 5% —SEHTT R, ik tMER S mIE B N A SRRIBME ST K RA) , A
IR E A 254 AiE (ARDS) , s AN PR v J 3zt v 2H 2345349 5 0o it 55 5 7 A BRI A MATE 4L, S
R RIGIE, JIE B 5 S T BB /NER ' A R A 48, o0 i 5% i85, 0o U122 49005 5 00 R R 2 T
REFRAG, 1T ZYMSPEIG AL B /N RS 28, TeA B, SRS 32, Vo BREE O IR, U IR 4R &
ik, 4F % AH O 2 B A0 1, ] 460 I 48, W PR A DX JS0s » [P S R DRI RS AL, b S PR R e OB, I
TBOE T, 12 1 BE ZE 4 8 2R 5 AiE (COPD) , BER , W NPT 28, SERZ , 12 PR RE R 1% T2
TS MLPE R EDE SR B, 5 W ALE, O MR 5, S LB F 0 N 2 R Al (MS) .
[0041]  FEIEH —ALHETT T, ridsMEM I BmE B N R MR (IBD) , RaPELL
BEARE, RGBT IS 8, B AD AR O R, B HEIR TR, R e (A R ), Rk i
RN (ALK, 258 ), BrHEASAS IRERGAE, RAVEILE 28, 4570, B & S MEiE i
PEFRIL (S PE A g ek b, B M EIRVE L B A IR ) » B B i MRs D> (R
PRI/ NAR a0 P 558, % A SR IR gD ) 5 BUIRIE 28 (A% 88 R0 IO, M IR IR
2, 5 DA IR A0 M PR IR R 48, 24 1 IR 28 ), BE PR, SE R (B /hERE
2, INE TR FTPEE 4 ) , FROARIJE R Rh 22 22 G ) i B s 1 T 22 R MEAEAL, RR R TR 22 4
FEAE S v e e e fF 26 (R AL, 8L, TR, T2, IR A R SR I Mm B 2 ), B S
FoIEPENS PRGBSI VE I 2, JFUR PENR Y1 R A4k, PR 25 fish P JHE 8 A AL PRS2, %8 T A A 4
el (B anFerE A E4k i ) » BRECBUR PR , B R IOW, B 3 Bz N3 Bk
ALHE TR S I » 22 T 1M 20 B0 RH Al 1 2 2 AR » I X 728 7 2 2 1 T W 0 4 i 12
i 98, 5 A i 2 24 A R R 0 P i 2%, R AR DX i RS R FL A I, BB AR B tE 39
Ba] 7R R e B o » B0 R T MR IR 2 L 20 2 11 PR, 388 T I/ K, B ks R A R 1T Y i
HAEMEE/NKRE % .

[0042]  FE— ML ISLHETT 7, Bk fMAAE IS A2 I8 KR T IS 17 28 (RA) .

[0043]  7E 55— AMRIERISLHETT S, TR tMAAE IS 95 & fMAAE SRR I -

[0044]  7E M —ASLETT R, Frid s A CHDIR BLE B N < B A M B B4 58 AH 20 28 B
A (AMD) , 5 28] J5E 58, 5 PR T AR E e S5 ML AH S AT 190 JIEE9ps 5 HIL AT 288 AR G e HIL PR3 ML 8 0
[0045]  FEIEA —NLHETT S, Bk iR POB M8 i i B T 4 < PROp 2 B K, g 5 4
TR, von Hippel-Lindau 9, H i 2H 23 05 B3 » A DX 52 A i JDk BELZE - (CRVO) , A [l A2 I
BT AR X JEE BT A2 18 T o

[0046]  FEILA — AL TT R H, BT #EAH G IR IR B0 3% B 4 < 4F B8 HH O s B AR M
(AMD) , ik £ JEE38 A L T2 B (CNV) , B PR AR X B9 (DR) ATHEL P 4, H:w AMD A0, HE Vi 14 A+
PEECZESE M AMD.

[0047]  FE—ANSEHETT =T, ik o 2 FLEh P, g A .

[0048] 53— 7, AR W ORE —Ff T AE U FL B4 mh il C3b A2 44 v B G 7 3%, A9,
FExt Bk AL sh Wi A S B A R W CRIg AR BT, & IS AR A 1 G 2 R B 25

[0049] & —J7 1, A K B G vE — i FH T 720 SL 30 W v 206 #1401 55 B M i 42 1 O
2, AR PRI FLBh Y0t A SR A K B CRIg AR A B 25 I AR AR 1) B J R B 2R
[0050] P iR

[0051]  [& 1A-1B IR T 399 MR A KIE R RIRA CRIg (huCRTg) HIRZH R FIZ
FEE A (455 SEQ ID NO:1 Al 2) o
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[0052]  [&] 2A-2B &7 T 305 NEIEMRII AL AR AIRIRA CRIg (huCRIg- %5 ) MIA%E FL I
AT F) (452 SEQ 1D NO:3 Fl 4) o

[0053] & 3A-3C & n T 280 MMEIER I R AR BR CRIg (muCR1g) IR H IR ELIRITF (5
5% SEQ ID NO:5 i1 6) .

[0054] & 4 :CRIg FEARAARAE 45 6 s A H ) 0 5 v P VG 1tk o /B C3b 138 G B 4
& CRIg G217 (A) , T I8 e V& LA sl P s v A0 B AR & VE o PURLO680 2 B A2 1Y
OPHE (Z0f8 ), RIL 41 (HE€R ) A RLAL (4t ) ZFFMRAE B) . (C)CRIg 456 S A
AL

[0055]  [&] 5 354k ELISA 59 ML 58 v 2 IA) A AH e

[0056] & 6 :CRIg F¥4%44& Q64R/M86Y j# It Biacore 0 Eom L E 45 A6 M F1. (A)
M AELE Y CRIg wt A1 CRIg QB4R MS6Y 2% (45 _E i S 3k FE 1) C3b P2 AR 1K) SPR 4 /8%
K. (B) X456 8RS 3 Hr a7~ Q64R/M86Y FRAZARFIEF A CRIg 1) Kd 2y 0. 2 THUEE/R
AL 1 FHEIR

[0057] &I 7 SRR JTE /T CRIg AR EE X C3b By HEME. X4y C3 F1 C3b FIH a fiik
AR E T

[0058] & 8 :CRIg Q64R M86Y 5HFA:7U CRIg AH b3 HIAMAIIHI 2 f1. (M) B H R4
HIERAT Cla 5 96k (9 A IILYE 1 FH 5% 3 A2 e B PR VA I 0 5 v LU B P AR 7 CRTg R CRIg Q46R
M86Y FAMAHIH . (B) FHALAR A4 i LPS A1 Clq W4k A i3 48 B 2 T ELISA 1155 8%
WA E L LB B AR CRTg AT CRTg Q46R MS6Y RYAMA I

[0059] &9 :CRIg Q64R MS6Y 7EARM Wosth it CRIg WT 235 ) DAL

[0060]  (A) VE 4 KRN I35 FF: ) 4% Ffr ik Ji A 284 X fy 5 A 70 R S AR 7 Rl A = 280 0 /N B
CRIg & A AR F)/N R IRTS 77 BURRERAH 4-7 R/ANRIME. B) kA MiGHE
JE 5 6 RIS R/NR GRS 2 BRI (O MGG 6 KA CRIg wt B CRIg Q64R
MB6Y AbEE (/N R AN BB LL Qe ta ) o (D) SR MLIGHH S5 6 KA CRIg wt B¢ CRIg
Q64R MS6Y AbHE /N B A 2L 212445 4 FO AT B

[0061]  REHVEIR

[0062] 1. X

[0063]  ARIE“CRIg”.“PRO362”.“ JAMA” FI“STIgMA” 7] H4Af H , ¥ KRR 7 IS 44 CRIg
Z K.

[0064]  “RIRFPH]” CRIg 485 M BIRAATAR CRIg 2 Mk A A M FE LR 771 £ 3k, A~
B FIE . Wk, RIRJTF CRIg Al DA H SR 508, 83 ml DL 20/ B A B
AR RIE“RIRTF CRIg” BHAAIR 25 R IRATAE R B0 WA T 20 CRIg (1 M b 544
W) \CRIg M RARAFAERI AR (BAnm AR B0 ) FRIAFAE S ARk . R
ST F CRIg 2 IREHAAELHE SEQ 1D NO:2 A K ATK 399 MR EEBR A CRIg Z 1K (huCRIg,
B 1A AT 1B o ), BB S N w5 57 01, TS 58 1 AL AL B E IS R 2 R, S BN
P SEQ 1D NO:2 KZYEE 277-307 fr G FEBR AL FIATAT BT A B 45 M3 . 78 X — AN 7 %6
1, RIRTH) CRIg £ Ik /& 305 AL IR I 72 7 X A CRIg (huCRIg— %5 (huCRIg-short),
SEQ 1D NO:4, & 2A F1 2B Fi7R ) » S EAE N iif5 5 770, SEASE 1 LA R F i
B, S B BAN S SEQ 1D NO:4 KL% 183-213 A AL MUTAT BT A S 45 s . 76— D AF]
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RS2 77 2, RIRFF CRIg Z kA& SEQ 1D NO:6 A K 280 M LB 4 K B CRIg ik
(muCRIg, &l 3A-3C 7R ) , BEUANE N5 5 781, BTEUAE 5 L A AR i AR, A
BUANT SEQ ID NO:6 K25 181-211 fir s B AL KR BT A B 45 g, Hoe 3R A B
(A R KA FLE ) 1 CRIg 22 Ik ik i dd 7E e LN .

[0065]  CRIg “Ma#h&5is” 8L “ECD " ¥ CRIg 2 BRIIZEAR AN AH B 4 K 43 1 5 R A
BRI — P 18, CRIg ECD HAG /DT 1% M SSEs AN / Bl 5T 45 #4348, 1 HLAL
HHEADT 0. 5% KSR, CRIg ECD AlE 7 SEQ 1D NO:2,4, BY 6 MIZILMRIRAE 1
B 21 & X, Hidr X 2 SEQ ID NO:2 H%y 271 & 281 MFT & % SEQ 1D NO:4 %) 178
% 186 [TATE LS M1 SEQ 1D NO:6 %) 176 & 184 [T & LR

[0066] QAR SCH BT A ), ARG “CRIg 2448 4840 F SCHT 8 IR CRIg 2 Ik, H 5 R
SRIT N CRIg 2 K E A 2 /04 80 % & LR 771 [F— M, S FEH AR T 4K huCRIg (SEQ 1D
NO:2) . huCRIg-short (SEQ ID NO:4) .l muCRIg(SEQ ID NO:6), & F A BTG N s ol ik
AW, A BTG N i {5 5 791, A BOC BB 735 IR S B i 78— AR I SE it
Jr&E R, CRIg 8K 5K EH ¥ SEQ 1D NO:2 Z P A A K Z kBB £ 04 80 % &
BRI ENE . 755 — KT, CRIg A& 5 R AP SEQ 1D NO:4 P R 4
KZIHA EDY4) 80 % RPN FEVR L. FifH — DLy ET, CRlg A5 kE K
FI| SEQ 1D NO:6 PRI A K 2 IR A 2 /0 2 80 % &R 7 51 IR M . 1%, CRIg 444k
253 H SEQ 1D NO:2,4, 8L 6 P I BCAVE ZL IR T 51 B AT 28 /%) 80 %6 E AL T 41 Rl — 1, 3R
F /DY) 85 % R T A Rl — 1, BLE /D) 90 % F IR A [F— 1, BRE DY) 95 % F IR
GIE— 1, A% 98 % G IR A F— 1, A D% 99N BT VI H— . REARU
A, B RESE ], RIE “ B A7 B “WT” F§ A CRIg MR KR (CRIg(S)) (SEQ 1D
NO:4) , ifif H. CRIg AR4A& i 2 AL B i A 1 4 5 77 348 /7 %1 SEQ 1D NO:4

[0067] AR EHH CRIg 44 & CRIg a5, Wi B ST X ). HAKT &, &R3CH ) CRIg
AR FFIE RIS A C3b T C3, AP “IRBMEL A7 TS A C3b AL A €3, 74h,
TE— LI B SEE 77 R, R R B CRIg A B A X T-RAR T 5] CR1g 2 1K, & T CRIg
IAKZL (SEQ ID NO:2) $2E X C3b BILE G281 1. 1S PRt 77 £ 9, A0 T RAA 7
HIN CRIg 2k SEQ ID NO:2, G 25 MR F 2 204 2 £, Bia /D4 3 %, sia by 4
i, BA /DY 5 S, BA DL 6 5, AR DY T RS, BAE DY) 8 £, BAa DY) 9 %5, BE D4 10
B B DY) 15 6%, BLAE DY) 20 £, B /D2 25 1%, BUE /D2 30 1%, BRE D) 35 1%, B E D
240 fi5, BB 45 £5, B2 50 £, B D2 55 £, IR D2 60 fiF, LA D2 65 £5,
o /D2 70 £, BE DY) 75 4%, BRE DL 80 i, BRE /D) 85 £, BRE /DL 90 £, lE DL
95 fi5, BA /D) 100 fi5. FEHESEHETT T, T T RBFFIA CRIg £k SEQ 1D NO: 2, %t
C3b M4 G AT HIHR B2 5-10 1%, BRY 5-15 1%, BLZ) 5-20 £, BLZ) 5-25 3%, B4 5-25
5, B2 5-30 fiF, B 5-35 £, BLZ 5-40 fif, BLZ) 5-45 %, BLZ) 5-50 fiF, BLZ) 5-55 %, X,
21 5-60 13, BLZ) 5-65 £, BLZ) 5-70 5, BLZ) 5-75 £, B4 5-80 1%, B4 5-85 fi, B ) 5-90
%, B2 5-95 £, B(Z 5-100 £,

[0068] KT ASCH CRIg BAKE “H o th (% ) AL 7 H R — 17 & X b7 31 I
TEL BRGNSk O DAIREUER KB 2 LU P B Rl — 1 5, A AT R 7 B AR N 7 31 R — 1
[F)— 30, CRIg AP FH 5 EA15 2 LEE I RIR CRIg 7771 i (2 L FR R FEAH [F I &

10
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BRI . N T RKEARMTE, B 5 7 FE— R TRKT, I5E
BHEKFAMAKNER . e T o b Z R8T 70 R — 1% B B0 H AT DA S AR
P 1) 2 BT SOEAT , s FH & A RT3 20 (0 v L3R A, 18 0 BLAST, BLAST-2. ALIGN 8%
Megalign (DNASTAR) A, ARSI AR N 52 7] gesg T I &) B IR B S 40 AR P b
BB A KRG B RN LT /8 BT 59k, SRS AT K B 2 o1 5 3 B 1R — 1, B,
B A 45 1) 7 B1) S s S5 3 K 2 31— B 40 1K) 100 % 731 [ — 1k, 38 4A P 51 Al — M th & /N T
100% .

[0069]  RTASCH YR CRIg ARG AL B 1 “H 2 bk (%) BB 7 R — M7 SO
HRE B e 51 7 26 2 5] N8R 0 DR BUER K H 73 e F [F — M, ek 7 31 1 5 CRIg A48
WG RL 17 3 % B B A R A B R I B 226 R e B 4 LU B 7 2 R — M B R xS T
A LA S A [ P 1 2 Bl 7 AT, 0 a5 A AT A4S B R TE VLA 1 1 BLAST
BLAST-2.ALIGN BY, Megalign (DNASTAR) #fto ASHUEH AN 57 7] desg H T &o0) b i id e
S AR I EUE T B A K RAT B KA B R AR B . SR e AR TR P21t &
JF B[R — P, B, BRSS9 )7 51 B s 5 K 12 81— 3843 (1) 100 % J2 51 [R]— Vi, 8447 71
[F]— P2/ T 100% .

[0070]  CRIg ABRAA [ S HE Fr 5 2 L IR T 21 A2 4, 0 b SC R e U, ANE B & 2
B A BART E, A S sE i A A2 B B Y L B I e E e T B R AR
(LR HE I DL MO R i A A8 44, R EZ BT IR B R 771 CRIg B M AE A2 e PE
B TR VE R AR R IRATAE 2 B TR B AU T ST () R 2

[0071] S AEERARFL VAN KA -

[0072]  PRVEMT IX PP AE/EAE I pH BT £k H &1 A 5 s, i B 26 & i phik 2
(R IR AE AV R N 5 125 2 52 7K VTR 5 | DA TR IR R R s o () R T 7

[0073]  BPER X PPRAE/EAEIE pH T 456 H & i A 1 iy, i B & i fhik 2
(R KA AR 3R pH (7K VA TR I S 12258 2 32 KPS TR 5| DA S HRAZ IR A 1 P R A
[0074]  HPER / ARSI X PRI AT AR pH ASTT HL A, 17 H 2 A I R iR I [ IR AE K
PES BT A B, 1225 52 52 /K R R DA AR IR 00 R 13 mP 1 P A B o X BRSO AE “ K
PERRIL”

[0075] TR / AR PER X R IR A AR TR pH AN HELTHT, ER 20 A 3 PR R 1 IR AE K T
I A, 1 AR A2 KIS 51 LA SR Z IR A1 A R A A B

[0076]  EIEFRYREE P LIS T AN MM L A 3t — 20 4 AR B BEETROIR 1Y, 75 B IR 1)
BCAE A B IRR, X LIRS T A AR N & FHE .

[0077] B R F R AT A A H IR AR DD g bs () 2 L, B FE AT Glu T Asp (1) 2- &L
O (Aad) sHIT Glu A Asp [ 2— &L BE & (Apm) sHH T Met, Leu AU B JIG Iy e & 5k
BRI 2- G T B (Abu) JHT Met, Leu ML ERITIREIE FRIY 2- &EBER (Ahe) (HIT
Gly B 2- 5T 8 (Aib) ;T Val Ml Leu M Tle MIFFC AR E I (Cha) T Arg M
Lys BB 2 (Har) ;T Lys, Arg FlHis 19 2, 3—- &K Opr) ;1T Gly, Pro Al
Ala i) N- ZFEHE R (EtGly) ;1T Gly, Pro il Ala fi N- ZFEHE M (EtGly) ;I T Asn
1 GIn ) N- ZHER A WifL (BEtAsn) sH T Lys FIFREEER (Hyl) s T Lys 15 B 2 iR
(AHy1) ;1T Pro, Ser fil Thr f) 3 (Fl 4) - F2 AL ER (3Hyp, 4Hyp) ;T Ile, Leu F1 Val

11
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0 read R (Alle) sHIT Ala i) o - BREIRINZIR s T Gly, Pro Al Ala [ N- FR A H 2
M (MeGly, ULZEE ) sHT Tle B N- RIERITAIR Melle) sHIT Met MBI AR
[RIESHZ I (Nva) sH T Met A BB TR A E R IESR 2 (Nle) AT Lys, Arg M His
5% (Orn) ;HIT Thr, Asn M1 Gln FJRZEMR (Cit) MFBRZRIL MSO) :HlT Phe i
N- FEORINZ R (MePhe) , =HHEIRN IR, K8 (F, CL, Br 1 1) RN ZAMK, =R AN AR
(triflourylphenylalanine) o

[0078]  FEFAH T ARSCH, RE“HIERH R 18 mIRE AR (“RiHR") NgaERES
G J% R E 1 S S AR 2 D RE BK G L R I IR AE 70 o AESE I b, SR B 2 45 AN [
THARRIPUE RN A7 s CRIE “ Y87 (1)) B A B AR e M 2 2L 5L 7 5 R
P BRE MEE BT PR E W o G2l B 2R 7 IR B 230 40 ML A 1) 2 22 /D0 5 32 AR BT
WS G A RS TR 2 o SR B 2= A ) S % 3R a EVE 58 80 F1 T LAATAR] 6%
BREE AR, 10 1g6-1. 1g6-2. 1g6-3 B 1gG—4 TWAY, TgA (f34E TgA-1 1 TgA-2), 1gE, IgD
ol 1gM.

[0079]  “YRyT 7B AbIR” 5 A B IR PT i AE (1) R A B o iE (1) 999 22 1T S 1) Pt (R
YRITRIGIT TEAL AT B VE R e A . TR BT AR R R R A R RO
AR DAL CE TR E I 32 i

[0080]  GARSCH BT, “ ol ” A2 ARS8 ONATAR BE A B .

[0081]  GnARSCH RS FH IS, AR EE“UH AL 48 VAN FLR AT 20, AR EATR T A,
AFENRKE, KM E, L3Pt sh¥) . 1ash s s, w5 % 2B R
HMESRE. £ MRIER LT R, WA SR KL, gk A

[0082]  AIE“HMAFH TR~ AEA S La ) U A, 048 H R S kM 2R G
S T e Aps ER PR O, v 0 S AMA SRR . ARSI B RS2 8T C3 AR
il B 9o A ER PR 0 o 1 AE F AMOFE 2 25 T HMAE 55 PR AT, 48228 36 4 0 1 1Y) 22 9
AP ER VIR o AMAAH IS5 ELFE AR AN BR T 28 VR 1 B B S0 , 18 48] a2 RGP o
T 98 (RA) R PEFFIR B ZE 54E (ARDS) BRI AN BV o i 234545 (remote tissue
injury) O il 55 2% FF AR R o B AMA IS L B DL2S RIS IRIE B 98 % IR AR /N ER
B RALE R O IR O IS5 R I IR A R D REfEnG  TT 2 R 38 AL 1 B /N K
% Tgh B S B 0 7 BR & ILAE L UBE IR 5 G AR  AF W8 AH D0 2 B AR P L 8 B 48 L
PRI TR X 29 A2 [R) P A2 A b e PR R R SO VI Ay 12 P P 28 P A R 3 (distress)
ZRGE (COPD) WM IR NG 28 o AE— MR SLiETT 2 9, “FMAAH ISk " H8 0 T 1Y)
P, HerPRMA S5 B A R R AR AT, RS RUETE T R (RA) VAMAHE SG IR 0 1t
SERSAH R B BEARVE L BB TR SR AR W AT B — PR VEDR A AT TT 2R P 3 A o B /N BR
[0083]  ARiE “AMAFHIRMRROL” FEA ST Ade )™ SO, A48 o 25 B BaMA, A dE 4k
A [ 28 BRI 28 106 B AR, AR5 ) A2 55 8% 1) I A7 RDIR 0 R o 2 IR A A0 % L R A T I BRUKR
Jee T JE I 400 41 55 B ok 1 19 5 55 B8 A OC I B A IR B AT o o M4 AH DG AR Y AL AH AN
PR 2 AR PR, 15 BT A B B AR 8 AE DG B AR M (AMD) , B4 IR 1t ( 392 H A
B ) T ks R IS T il (CNV) i 28] J5E 288 58 J s Tk AR L " B TR DA DX F i 22
HEL P 78 R JH " FI PR 0T TIPS 0 » a2 A s P 2 B 7K et g B PR T A L VS Ay — AR IR (von

12
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Hippel-Lindau) 7« MR A4 230 2% a7 A0 I I o i K BEL 28 (CRVO) AR T8 LI 67 2 R, AT
PRI 38T ML T b o P32 ) — ZEL A MR DG HECIR A0 F5 47 B AH O S B S PR (AMD) , f. 454 tH
P CIRME) Fys it (TSI ) AMD. k4% JEHT I T2 B (CNV) 58 JR 9 1A A0 IR g A8
(DR)  AITH 5 %

[0084]  ARiE “ 58 i ” A« R MERRE " T B AEH , F A L a0 RS 5l
E SR R ARENE (LR ZHA s R ) BIPRARE. B4
L 9% N T PR N e (1) 3 e LA 8 R 0 » S SRR g% A 3 1) 98 PER
i, ELEE B s P -

[0085]  ARiAB“T 4T 10 7B 8 T 40 i B ok a) A S o DA e 7 208 e AL 5h
VIR T A S0 0] Be -5 41 B/ T 1O AR R EL R A T I A R S5 A o, B
£ 5 B A RN, R B 4043 BRI E, Bz 2 T A0 o Ik R F i
I

[0086] 4 y% AH OGN 98 PR [ 1)+, A A2 T 40 A S /9, AR EA R T R MW
i (IBD) « RGLMELL BRI L SRR ME IS H 28 L SaE RS PE 5S35 48 LB MESS M . R Gk idifL
CRE B9 ) SRR ME 2 PENUR (L 2048 ) W HTERARAE IR (Sjogren) LEE1E R VLML
REEFOR - B MEE LT (% P A M A R/ E L B R MR TR LD B R ) L
B G PR /IR P (5 R M I/ AR IR PR B8 %8 - 5 9 T/ MR sk )« FRCIR IR %6
(BRI (Graves) 7 M4 [K (Hashimoto) FRRR S  4l4F 2 bk LU0 i Pt FRODR B 46 L 2%
AT FIRIE A ) VBRI  GE A SRS CB/NERE 28 V8 /NE R 28 ) AR JE [
PREE 2 G I I R 1 0 22 R VEREAL  RE R ME 22 A s IR IR 1 A e PR ¢ ( R, 2,
LRI T R R AR AR IR ER AT 2% ) B B S PR PR VE B P R 5% R R PERR
FFAEAY, P 2F PR R 28 L AIAE AL PERB A 28 L R PR AN 4EALIims () an B8 PE A 44035 ) BRI
S e B /R G (Whipple) i H B Sy B /i 5 0 B2 SR B o M R ke 2 %
T BT i P 7 % AR T8 975 T 1) 28 7 P 97 1 Vg 0 0 i P i 8 R Tk B 4 4 AL R
B i 9% RS AR A DS L RE RS R HE S RS AEL Y B 09 < BT R ok i R PO N BT ik s
FEEAL o

[0087] H5—FhEZ M HEIRITHR A A AR (FEFE ) AR R)T T R
it F o

[0088]  “VH ML) B “SE ML EA K B CRIg 2 R A AR A4 (15 5 48 I 2K 2 B ff B K AR
BURIMFAEAR R B 2 IR A A/ B G TR e — P AR s TR 45 &
C3b Al / B WA FMABCRMATE AL, 45 H A2 FI ] 55 2 A MA S A / B C3 BB AL RE 7. %) C3
LA TR0 T 3 48] ) R i B AR T 1 DT % TR JE R LY C3 B A B
BN T 28 IS C3 YIURRFHI R I &

[0089]  “AEWEE I fERE L CRIg AW G M 2 IR B B P 3 o AR 2 745 &
C3b Al / B AMABCRMATE AL, R 52 I 55 B A MA R A / B C3 ALY BE

[0090]1  ARiZ CRIg “WaNH” LA U, BFEEHIR IR 751 CRIg 2 BRI 2 MEAE ) 25
Y Ctn ESCRr e SR ) BT 20

[0091]  “A[¥EAEER:” FRIFE, MR35 M 0 IEW ThRERE s, Wik, Sisd 7o«
PEIER:” WI4RhS 7 21 F8 — R B, 2 4Rt 17 71 BEAE 1% L8 /7 2 [ 4 i) 3R B H oAl i 42
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%) DNA J3> 1 & B0 (), 117 HLAE 73 04 B BRI 00 Hh o Bk 4R HL AR TP BIRAS 1o 40, 2 5 7 %71
(presequence) B WART S (secretory leader) [ DNA RKiLp S5 £ kW T8 A R
(preprotein) , W'E 5% 2 IR DNA R] 58z 3 J0 3+ BOE o 752 W 4 b 7 51 1 4 5%
WV'E 5 %7 AT BRI sBGE, B ZEAR LS & A s B A7 BT R B, W'e 5 gmht 7 21 Al
VEEFE . T4 T DL I A5 77 (68 (%) PR dhll P A5 s Ak T 42 S LR SE T o 5 VB0 RIS A7 151, D4
HEL LS B A FH 5 PR S A% PR AT Sk B 3k

[0092]  “4xifill P31 7 Fi5 AE4F 52 1 T A A A 3Rk AT A T B 1 S B 7 71 i 06 5 1) DNA
Bl fan, & T Az A YD R4 i P B ALEE JE B ARG R L DR 7 21 R R A 45 A A s
CENEZ NP R 3+ 2 IR ERAE 5 AR

[0093]  “ZRIA R G "HRA0T ¥ DNA 731, Ho & nl AR i 2 R ER (0 b 1y 2 A= ol 71
fF15 HIX L PR A 1T F R AR BT gt B . N T SEIREEAL, RIE R m] DAL S
FERAR b R, SR 5 AT LA 5C DNA 285 N 15 e tiigk

[0094]  FEHTARSCIF, “4Hfi” “ A 2 7 A “ A rs 3747 n] AT, T BT A X354
PREGEFE G AR ik, “H b+ / AR B i A 2m i A R AR S R A S R AT AR B B
7=, A E R A RIIRAE, NP R AEE BB E R RS, g 5 0] BE1E DNA
PAS EASE RS TR R o 7E SRl e A2 i b 7 6 1) HoAA AH R DhRe PRI R AR Je RAFEE N
AR AR a4, BT e ATERNRR.

[0095]  “Jaki” PASERT B/ NS T “p” Ml / BUERFE I KRS FBER / BRIk AR SCH Y
FES JTURL A TR et A ) 22 2 AR AT AN B2 BR 11 3R AT 1Y, B BRI O R SR KRR B 28 m] 43 5
FERAEE . 3 Ak, e S [F) B ORI AR U ) BN T RN 2 Wi & DL .
[0096] Wit T A4 J 7 SCE 7 $8AE N 5 W T A4 4h 7 88 1 I R 0 30 P e B 1) 2 1 U 971
AEA I E E FURIA SO o At K8 W TR A4 JR 7R SCPE” FEAR SCHHRIR B AR (9] 22 IR W
B ) 6, HAREARRIAINE CEE 2RI ) EE . JMERE A A S50 5 R
i) HEEHAEAEN (455 ) . B RRSNIER 5T 10k B AR 2 Wk 1T A J o SCPE I — A
J8 I

[0097]  RiE “22RWR B A 7 Fi5 e e /£ LR T R /s 308 22 IR 1 m B 0k, 11 BB FEH A
PRT £1. £d, PELATMI3. Z2fR W TE A ] A0 3 e Fe b 5, w  IUHA 3R (B “fd—tet”) o
Z P2 R R AR B R RGN T ARSI E R A R 2 AR A 1) (2 WA a0 Zacher
2 Gene, 9:127-140(1980) ;Smith Z& |, Science, 228:1315-1317(1985) ; J Parmley il
Smith, Gene, 73:305-318(1988) ) »

[0098]  RiE “¥gik” H T4 % e Mo s T eaY (Emdus ) KRB R 2505
IR s Frid A Voo 8849) AT =2 M 3RS ek o

[0099] %21 “IR5F AL IR YR AL ” F] T8 R4 I Bbooy B P R B B 22 Bh 2 B 1R 7 91) 22 [A)AH
[7) 4] 22 s PR ok A o

[0100]  TI. VFE4NH#IA

[0101] P4 IE S R VRN I B VE G )% 25 1) — P B 4y, (H R 2 = P Mk e 2 (&
B, SRR 2R ) PR — TR LA I AMA YR 3 W Re 5 JORE A 2R . ik, ©
2505 3 B RMAS T T IR BT BN S Fa ] I ARG AL 5 2 R PR 58 PR B R R . S SEAR
I A o s AL 2 AMATR 43 7 C3a R Cha, 'BIATIE4E C3a Rl Cha 5244 J2 440 o MR 41 i i ¢
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P B4 A S ALEAL Y T BE (Mollnes, T.E., W. C. Song A1 J. D. Lambris. 2002.
Complement in inflammatory tissue damage and disease. Trends Immunol. 23:61-64)
[0102]  CRIg & in KINE—FPMi 24k, HAETE B 2 — Ph E VR4 Mo A F3Rik . fE
NIIRE I SZAR, CRIg B4 RAT TV Z5 M 332 55 Bg A MA I A2 (R FEVEFD 61177 (Wiesmann et
al., Nature, 444 (7116) :217-20, 2006) . @I 6| 577 5 1) 55 Bt M 2, PIE T T
CRIg 7E ¢ 78 K S IO A A rp 2R tH 0 88 S8 FE A 50K o R IR T 55 B AMA IR B AU IR
i T TS B, i B S P R AT RR B . Uk, IR CRIg KA 55 i i 72 K Bl — B
HABRNGIT @A, HTTRTANG T H ARG S 55 B AMA A2 I 2 A i o 3 — 28
(K140 5 2 WA B0 Helmy et al., Cell, 125(1) :29-32(2006) 1 Katschke et al., J.Exp
Med204 (6) : 1319-1325 (2007) ,

[0103] 4R, CRIg X HEALEEY L C3b [FZR AN F7 8l (R /RVER] ) o AT HERER 110
NI R IGIT ARG, 5 C3b BA K CRIg [ SRS MIME iR S, i HIRATTR A0
FA R R F AR R A s AT B % C3b 1945555 M 71 CRIg A8 44

[0104]  diit, AR B OCyE KA eedk (R RR M, v S X% C3b IS Ao A 7R I B 40
HITHALH CRIg AR 44

[0105] BRI 77 Al AR CRIgARAAR R 25 5

[0106]  dSEJE 1 H AR A VAN A 1), B8 15 B0 ST A0 Wik T A4 Ji v e 8 A eAadt R oxf
C3b HIE5 &2 A A / B B BRI (o a3 s ) A 35 10 ) 1 CRIg AR4AdR i 1 —
Bl B TH (Smith,G. P., (1991) Curr. Opin. Biotechnol. 2:668-673) . {E~155 M13 A
1T MR E ARG LA AN e B R R A I & E R (Clackson, T., (1994)et al. ,
Trends Biotechnol. 12:173-183) T] it 22 %6 45 A U 1 fr Wik B kv 0L P A, 2% RO AH 52 DNA 19
v RE AT R .

[0107] A F W B A4 F /s 3304 T I SR AN 7 A B 103, 70 Lowman et al. ,Biochemistry
30 (45) : 1083210838 (1991) , i A] £ I, Hawkins et al, J.Mol Biol. 254:889-896(1992),
Jo R SCSEHEB] o ARG IR TR B, XA T ] R AR R ST E X IR P B r
s DL RN S A A R RE R R B AR AR NSRRIk P LR 1 M3 R AT TIT =4
(IR0 LA T 3K B 20 TR R B AR 0K F 7 i St A I AR AR o 3R IK B P AR A () Wik
BE TGN ) 2 B 45 5 10 3%, F2 5 0T IR A8 7 i o0 3 (B R ABAR AT S B AL 7 . e
FIERET 1998 4 5 A 12 HA R EELH| No. 5, 750, 373,

[0108]  — b & SR M 77 B R 1 0 R FLFE i % T Cunningham, B. C. et al, EMBO
J.13(11),2508-2515(1994) « Pk F7ike it 17— B H Tk £ 46 & 2 Ik 771%, B4 wa)
R B ] B G FR IS A, HoA g hd 2 IR SE — JE I, G b R R B AR AR B AR A 5
ARSI R (FLp s — RS PR S IR R ) A5 5 — R EE R n] R
TER N ST o E, HILE s Rl & B A R R RS sb) R — RN — 1M EE
A1 58 A1 B AL RAZ AR, HHIETE e IRAH G TR se) FH BURIAR A Id i e E 4 e od) R
A G Wk T A A1 e 1) s R ) A B R T A B e 2 T R A I T R4 se) RIS TR AL
HAHRRE RN (S AR ERLE 20— H AR AuTs 1) Bk T Rad #k,
28k G T A0, R SR A, AT AT AN R I AR/ B R R SURLZE SUR R T L R R T
— AN IIMRLE R 5 f) R E RN -5 80 ik, 043 R BRSOk i & D — R 45
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T 3 o) BE A INEE RIS AL G RNEERLURL 3 . PLIER A2, Bk 73—
AL FE S A S 1 AR T RN AL A G TS R4 E R PR ) B g) —REZE
Ko

[0109]  VERL, BEARAK I CRIg ALAA AT F Wik B 4 e /s 5 58 1), (B 2 B R R B T
INF AR ] T % 8 B e R R G CRIg ARAA, A0 45 S5 A1 /7 BB ) CRIg B4

[0110] AR BHEISEHR F1 34 CRIg B4R T B 78 25 CRIg 5 C3b 2 IR A 422 i 10 , X f5f 1
% H g AFFS 20080045697 H1 4 F& 1) CRIg Al C3b: CRIg B AWM AR LStk . Bk
S, W3R 1 Fias, CF 1-5 Wit B 57 & SEQ 1D NO:2 Z RARFF4: K CRIg 4TI
5 E8-K15, R41-T47, S54-Q64, E85-Q99 A1 Q105-K111.

[0111]  fE—ASEHETT R, AR LK CRIg B H R AR —PNEEANE IR A E 4
TAHAERE :SEQ 1D NO:2 2 Z AL 7 ¥ 4 B 8, 14, 18,42, 44, 45,60, 64, 86,99, 105
#1110,

[0112] 3R 3 F5H T AR SCH AR MER CRIg A4k,

[0113]  fRAEM &, BACALE SEQ 1D NO:2 Z 4K RAR CRIg IR 75 K AL RN &
60,64,86,99,105 F1 110 ff{]—BLZ M B AL .

[0114]  AEPR G, S 77 1) CRIg A2 4k HAA 4% SEQ 1D NO:2 Wi —AbBEi 2 4k T 71
X :EQW, W14F, E84Y/W14F ;P45F ;G42D/D44H/P45F Q601 ;Q64R ;Q601/Q64R sMI6Y ;MS6W,
MS6F, M86W/QIR ;M86F/Q99R ;K110D, K11N ;Q105R/K110N ;Q105R/K110Q ;Q105K/K110D,
[0115] R 3 & 8 7 SEQ ID NO:2 Z RIRFPFI| CRIg HA AL 2 b2 Bl 2 AR H
BARE . IXH A BRI Q64R/M86Y ;Q601/Q64R/ESY :Q601/Q64R/G42D ;Q601/Q64R/P45F ;
Q601/Q64R/G42D/D44H/P45F ;Q601/Q64R/M86Y :Q601/Q64R/Q105R :Q601/Q64R/Q105K ;
Q601/Q64R/K110N ;Q601/Q1L05R/K110N sM86Y/E8Y ;M86Y/G42D/D44H/P45F ;M86Y/P45F ;
M86Y/G42D/D44H/PA5F sM86Y/Q99K,/M86Y/QI9R/M86Y/Q105R/M86Y/Q105K/M86Y/Q105R/
K110N,

[0116] AR SCH HLIE I CRIg A 46 & ik B F 2H 19 58 48 Q601 ;Q64R ;Q601/Q64R ;M86Y ;
Q99L ;Q105K/K110D ;E8W/QL05R/K110N ;Q64R/M86Y ;Q601/Q64R/ESY ;Q601/Q64R/G42D ;
Q601/Q64R/P45F ;Q601/Q64R/G42D/D44H/PA5F ;Q601/Q64R/M86Y ;Q601/Q64R/Q105R ;Q601/
Q64R/Q105K ;Q601/Q64R/K110N ;M86Y/P45F ;M86Y/Q105K.

[0117]  HrRIALI%E 2SR 5 9348 Q601 /Q64R/M86Y B Q601/Q64R/G42D/D44H/P45F .
[0118] A b BARfUE 54 FCEiE 3 fEK 4 i) — Ab ek 22 4b 5845 (0 H & 5 T A5 B8
SEQ ID NO:2 Z KA CRIg JEAI AR . MISARARIEAR S oxilid /F “CRIg” A 71 H HoA
RAF KA . W, Bt R K 52748 ESW i 5 SEQ 1D NO:2 Z KARF%1] CRIg AN [F) i ARk 2= iy
4 “ESW CRIg”, RIFZAF Q601/Q64R/M86Y 1iii5 SEQ ID NO:2 Z KIR/F% CRIg A[FIfK)AF
L4 “Q601/Q64R/M86Y CRIg”, %5,

[0119]  CRIgZAMA[ &

[0120] A Z B AR AT 4R F R AR iR g 2 (5 I DNA, FH T 45 AR R B CRIg A48
o BN, AR REEE T RIRAFAE DNA J7 51 RAT A g b IS 25 1 BT 2 BE 18 7 31 o A2 46 (%) DNA
XA DNA 7] F T 3R1S AR B CRIg A4k, 8] 5 2, IX e H R S5 IR 1F 4ihS K 4R CR1g
ZIEREE R, W AR (W0 R SO RS ) B0 DR, o 2 R4 N Jd B RIS 3
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M R AR 4 N I8 B BT 4, B R0 E4E M LA SR IHE CRIg AR IA, S aiqb e it A&
D710 e

[0121] W& A SE EAR R Ui, 8 DNA 2 21 ()6 Rt 22 3R 459 4 A5 A & BH CRIg ZZ 44 DNA JP
B, anbn 2R B R 281, 3 B T Sambrook, J. et al., Molecular Cloning (28 2
h ), Cold Spring Harbor Laboratory, N.Y., (1989).

[0122]  a. EZHERAN T HFHEL

[0123]  FZE R T 05 A8 2 A T i & R I8 CRIg 2 KB v Bz B AK, T BR Al 46 A
AR TIPLE T 1 XA AR A& AR A 511, 183 T Zoller et al., Nucleic Acids
Res. 10:6487-6504 (1987) o fil & Z, Smhd 46 2 JIK Fr 51 i) 12 1 e 1o 44 4 650 S0 B8 R AR AR 32 %
HIR-5 DNA B A8k s, H A AR 2 5 A R B R BOR SR I 9 A A% 12 DNA F2 1) 1) R
MR 24585, [ ] DNA JRA ik & e B 58 4 BR BLANGE, X2t N E %
HERG1Y, M H2dmbd kit i 1% IR 1% 52 A2

[0124] @, MWHKEANRD 25 MZHRNFEZ SR . RERNEZE RS ARG RN
BHBRNE-MEEF 12 2 15 MERERTSEEANZER. XEREZE RS S 55 DNA
B IEHZR A . B H R 5 T A GUS AT ARG A, W ic# T Crea et al.,
Proc. Natl. Acad Sci.USA 75:5765(1978)

[0125]  fon SR A0 A W T A4 J s, OB FH MR TR A4 M3 B4 (% 3 ] 43 19 M13mp18 Al
M13mp19 FAk A& GO ) B A R R TR A 5 S U B e 4k (Viera et al., Meth.
Enzymol. 153:3 (1987)) 742 B I L 244 >k A plc DNA BE AR . I, 06 2000 EE 5 42 1) DNA 47
NIXBCRAR 2 — DLA PR AR AR o FREEASIAR 1) AL D 8T Sambrook et al., W 3T
4. 21-4.41 75,

[0126] 7 BAERAR DNA J3 1), 7E G TG R AC 56 PR EZ IR S5 BRER 0 s . AR5
NN DNA 4l (G 2 DNA B85 119 Klenow FrB) A AR (1) TLAME, 18 ] A% A
FEAE A B 514 o a0 TR B R U SCRE A 43, f84F DNA 19— 25 BEmbs SR AZ Y CRIg, 11 73—
FFE (JRUG%E ) Jmbd RIRET, REER) CRIg P Ao SR I Rl SRR 5 AL N B IE 1)
16 E 4l f, 85 & FAZ Y, W KA E IM-101. 855240005, B e ErAT 72 B lg i iRk L
IR %, B A 2 R AR U MEAR IE SR IR 5| Mok % 58 &5 9878 DNA (41 T8 T 7%
[0127] AT LACK R b SO IR 1 77325, A 45 6 2 [R5 044 43 -, H AR Bk 16 799 2% B 4T
THRE. MR 5 Bl B R B R R RERESOR K 1 =M IR AR E R
R A 2 AZ A IR (dATP) , B B AZ M JRE (dGTP) A1 i & AZ FE B E (dTTP) HIVR 5405 #r Ak
dCTP-(aS) K RmAt — B AAAZ M f s g (Amersham) H 5. B IR SV N 2R - FiZ
HREGY. K DNA RE BRI E IR GYE, SR T RAZ B 2 A 5 AR A F ) —
% DNA BE. 546, IXZHT 0 DNA 86 25 dCTP-(aS) RARE: dCTP, XA B T1RY" e % T IR
il 1 P 1A% BR B A o FH 3 B 130 PR A1 B 7 A ST 00 REAA (R B AR B A ik ] J5 » AT DA
Exol TT A% R B BRL &8 B B AZ RIS A AR AR BE 28 1o A7 54578 1A sl 1 X3 AR 461
RE VLB AR A R EREE ) 4> o ARG AE BT DY B S5 A2 B A% B R — IR, ATP A DNA 4%
PEAFAE 5 H DNA 58 A B il 52 38 1 XUBE DNA RV XUEEAR . SR 5 1] 2 b BT ids 8 1 [R] 95 X i
IR FEEALN A G I TE E 4, v KRB M101,

[0128] A — R LR E SR R AT LA 77 N — R A B R i L 1
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e 2 IR A B A AE— &, A 7T LA gnhd B A IR B 2 L B B AR I — S B AR B IR RN
RAZEATo SR, W R BT IR B PR AR I B A7 B A e PR By (AH PRI 2y 10 MEIERR ) , B4 4
RS P RS B B — B H 2 BN P RENT . O TR — R B P& 18 7712
[0129]  FEEE—FhT7iEd, A — D EB AN EERE R E R T IR . X5 FRE5E
AR B DNA B K, 17 H B BEAR & B 5 2% DNA BE bl Fr g BHER R R B AR, #&%
W TTIRE0 R BUOE 2 5015740 DLAE U BB R A . 55— R0 oe T S SRR Fr iR 1) - {5 11
B 42 A DNA VB NARAR , 65 G bt 55— AL I EE S R R B AN B B R 5 U OB /K, SR AR
JSCA R UFEAR DNA 73 55 A0 AR I 55— 2015 A8 AR B 2R A DNA 7 UM E st .
I, AR 05— AhBR 2 A RA . SR S5 g bl (R SR ER S L TR B AR B R 5 I A
BRIB K, BLAE BT DNA b ok B 55— R MIEE 30 —F BRI RAL . {3 DNA Al fE 55 =
FoU5AR T AR, DA

[0130] b, ZFiFEA

[0131]  IXFh VA —Fh A Tl 2% CRIg &AL, MR AR N AR LIE 77 V0. 11T
Wells et al.Gene 34:315(1985) firid. AR EEILR 1 (BRI ERAZRILR ) 15
i (B EREE ) . BEdmhdEas CRIg 2 F IR P E R EMNF. FrEefRAEA
S BB A 06 25 HE— R BRI 12 P DDA BRI A7 5o A R IS R i PR A7 s A7 AE, T4
A DAV BCEATT, BT A ESCHEA M B R S IE R TTAAE R 1 hiEE i B A5 NE
7o W BRI VR, 23 5| NI , 723X L8 47 s AL T Bk DAMT 2 B Ak o 38 FRAERLRE & 1%
S hS B 1 147 U2 (8] DNA P ZIME S A BB R AR I F % R . 36 O 2588, SR e i
PR R AR S AE— i M FE L EIRPRE & & v s B A 5 2 Ak SOk 0 R o AH
B3 M5 K, (1B Re5 PR L% . I URIAE &5 RAZH CRIg DNA J7 %1,
[0132]  c. CRIgZAF{A ) & 20 A2 ™

[0133]  ZRJ5:4&5 9 A A2 44 1) DNA 4 N\ T B I R BB . A0 sidske i A e £ 4. — ik
M5, %A B 576 340 AH 2 B4R AT AL ) 5 R4 1 7 20 0 Bk a4 5 IR e g = B &
o BRI E T BB 8, LA GmbS BE 8 78 5 A 40 M iR AL R Ak B S A B 7 971
[0134] ol fr, Al LLAE A pBR322, —Ah B KA E AT A 1 Bkl (Mandel, M. et al.,
(1970) J. Mol. Biol. 53:154) REANKIGITIE . Sk pBR322 HH AN T HERMUA R
(IR, JF IR LTS B e B F B, B HUE AR A RIFHE, @ AR & 3+, BAER
A L o 9130, FURE pKK223-3, pDR720 AT pPL- M AR 2 FI A1 43 F B A tac, trp,
oK P b 3 F IR A K (Pharmacia Biotechnology) o

[0135] AL ade )i o] 48 FH ARl R AR I 2 A AR SCRTIR AR 1A e SR A 2 o 2k
A R TR HE 8 B+, AR 45 G L, ARAR LRI B R L&, 15 5 7 01, Sl Rk
PR B, ¥ VUEURUE B 15 A5

[0136] 1T vi FE B ERIA AN SCHAA A 1) DNA (1976 = 40 MO B35 I AZ AR W T BR B i 5 B AZ A
Mo T I H AR AR AR W) HE AN, == IR P AR A B =2 RBH AR A, 45
AT B R}, IR A IR & (Escherichia) #0354 IRESC AT IA (. coli)
M EJE (Enterobacter) Bk X IKEJE (Erwinia) . e HIHKEJE Klebsiella) . B IEHEE
(Proteus) VP ITIKHEJE (Salmonella) #| a0 R AHFEVL [T IKE (Salmonella typhimurium) .
v KR E & (Serratia) %1 40 4% B vb 8 IR (Serratia marcescans) . fll % 5% [ H &
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(Shigella) LK ZFAIF T JE (Bacilli) & A0k B ZFHUAF B (B. subtilis) A 2F HuAT
(B. licheniformis) ( 5l 40 1989 4F 4 A 12 H /A 4i /) DD 266, 710 4% #& i M 4% 2F 1
M 41P) R % MU JE (Pseudomonas) 1 WA S B U & (P. aeruginosa) « Fl5E 55 H &
(Streptomyces) o —MILIE A K IAT T ve B 1 322 KBTI 294 (ATCC 31, 446) , REHE
BRI I KB AT B8 B KT T X1776 (ATCC 31, 537) MK FF T W3110 (ATCC27, 325) 2
BIE o IX LA S 7= PR B 17T AN A2 PR ) 12 1

[0137]  7E R A% AW LAAL, A% ol A A1 G0 22 IR 35 T8 B B 102 4 S P AR I 3 AR 1 &
v BB AR A TE 5. R R B B BORR W B£ £ (Saccharomyces cerevisiae) B H
T L R A B T S S B s S . SR, BE v REB L2 e E MAE
PR H AT H T A K B, 1% a0 S0 2 8 B8 B £ (Schizosaccharomyces pombe) s bt & 4 %
Bt} J& (Kluyveromyces) 15 3, W% W4 0 L MR e & 4E T £ (K. lactis) « i BE 70 & 4 F# ©F
(K. fragilis) (ATCC 12, 424) ARMMA 7 & 4E/ERE (K. bulgaricus) (ATCC 16, 045) B 5L
TLEYETEFRE (K wickeramii) (ATCC 24, 178) . K. waltii (ATCC 56, 500) . L 77 & 4k 7% £}
(K. drosophilarum) (ATCC 36, 906) . i # o & 4E B HF (K. thermotolerans) 15 g JH v &
AiTE R (K. marxianus) ;W2 BREE (Yarrowia) (EP 402, 226) ;L ##E Ee 55 H: (Pichia
pastoris) (EP 183, 070) ;{5 £ £} J& (Candida) ;¥ K AKE (Trichoderma reesia) (EP
244, 234) FHKENKFETE (Neurospora crassa) ; WFHERERE)E (Schwanniomyces) , i W1 PG 77
HEE%HF (Schwanniomyces occidentalis) FIZZARE T, & W6 ik # 58 JE (Neurospora) .
Ha&E (Penicillium) EHEE (Tolypocladium)  AlBHEJE (Aspergillus) g FiE 4
Hih®E (A.nidulans) FIM g & (A.niger)

[0138] & TRIAFEREMPUARITE EAMATAE B 2 A EWik . ToE M40 R3] 16
FEHE A R, CREE TV 2R BRI AR 4k SR B fo v B HLTE R4, AT
ok B3 WL (Spodoptera frugiperda) (M) IR &AL (Aedes aegypti) (UF) .
H 2l (Aedes albopictus) (IF ) EEFHUE (Drosophila melanogaster) ( i ) Al
ZF 7z (Bombyx mori) FFfE 3o AARTIIRAT 2 Fim AR T 56 5%, B0 E 75 U (Autographa
californica) NPV ] L—1 Z4AFI K A& (Bombyx mori) NPV 1) Bm—5 #&, 1y B 289 55 ] fK BE 2
R FAEAR SCH R EE, R e B T8 e B M R i i . B R R AR oK SRS KE.
SR R AR B R A B SRR N TE

[0139]  #R1M0, ¥ AE S 4N Be 15 21 & %2 vk, 1 HB5 37 (8537 ) P MEsh P 4n i v
B CE N E AR . A L3I E 400 R 6] & H SV40 HALIRE CVl &
(COS—7,ATCC CRL 1651) ; ANJIE'E £ (293 BN 1 A B8 55 th A Ko i WV T e 1 293 41 i,
Graham % , J. Gen Virol., 36:59(1977)) ;%) 6B 48 Mg (BHK, ATCC CCL 10) ;7 @ &
BN 5 44 g /-DHFR (CHO, Urlaub %% , Proc. Natl. Acad. Sci. USA, 77:4216 (1980)) ; /) i ZEF¢
F] (sertoli) 4B (TM4, Mather, Biol. Reprod. , 23:243-251 (1980)) M&'& 401 (CV1, ATCC
CCL 70) ;JEPE MRS 40 e (VERO-76, ATCC CRL-1587) ; N'= %@ M. (HELA, ATCC CCL 2)
KB AME (MDCK, ATCC CCL 34) ;4§ (buffalo rat) FF4HM (BRL 3A, ATCC CRL 1442) ;
NI (W138, ATCC CCL 75) s AFF4HE (Hep G2, HBB065) s/)NER AL (MMT 060562, ATCC
CCL 51) ;TRI 4/t (Mather %, Annals N.Y. Acad. Sci., 383:44-68 (1982) ;MRC5 4l ;FS4
AR & (Hep G2) .
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[0140]  H] FSCRrid I T AR P AR S0 CRIg A8 4 1) 3 08 B v e 34 e A0 T - 4B, FR 12N
TSR ORBEEAL B J D B R P 51 (10 2 TR 1T 0 > B e ) I SR 7R 2 gk
ITH 7R

[0141]  FIDAFE 2 P ae e Br 3m I T AR P AR R B CRIg AR BT 40 . 7 it AL 3% 77 0k
40 Ham [S F10 (Sigma) HE PR B335 55 (MEM, Sigma) \RPMI-1640 (Sigma) «H1 Dulbecco K
U KL [¥) Eagle [GH5FR5E (DMEM, Sigma) & T¥53%76 T 400, 5340, n] LAME AT T 51 SCik i 4%
AT AT 3% 32 35V N TE 4 M 5535 AL :Ham 25 | Meth. Enz. 58:44 (1979) ;Barnes % , Anal.
Biochem. 102: 255 (1980) ;3£ [{ % I No. 4, 767, 704 54, 657, 866 34, 927, 762 34, 560, 655 ; B
5,122, 469 ;WO 90/03430 ;WO 87/00195 ;B Hiifi 35 [ & F) 30, 985, AFATTix o 32 LAl LR
WHFEEMRBEN / LA KR (BUES R SREABEREEKRET) 3 (Ew
SULEN S VEERITE R £h ) V22 iPFR) (381 HEPES) R H R (R B RIS ) ik E
GENTAMYCIN™) JRE TR (58 XONIME DU /R 6 B M K FEAZTE AL &2 ) R &
W AR IR . B AT LA E AR A 52 008 K038 B S S R e FE w75, B
FAF VE TR E « pH 5, Bl Je T R IA E R A T AR, o T mE AN RS
Je M 5 L.

[0142]  7E{3 A 25 4 45 AR A, W7 DAAE I B P 75 J 5 2 18] H 2B CRIg A&, B0 B2 43 b
BB FRAEE T . RN AR K CRTg A4, IR A ME N EE— 20, Jl a5 8 O BB S B 22 1
T4 e R SRR AN M ORI R A o SRR CRTg AR AR A B 5= 56, T84 383 1 S 138 P 7 o
W AR AETESS , B0 Amicon B Millipore Pellicon #EJER TTIRYE K H IR IA RS
() B3GR AEARAR] ok AP 3R R, ] DAL B (1 B 401 703 40 PMSE Skl & A K, 1in B AT
DI FESLA 2R B LA RIS B A K

[0143] ] DAId G O RS A 6 an 2 i AR 2 A R M vk  JE AT AT/ B AN 2 B SR 4k
1k EH 20 B 24 1) CRTg ABA4, L I e AL B AR 2 S FZ#T

[0144]  CRIgZF{A ) HL &4

[0145]  ARE WM CRIg AF 44 m] LA /77 S4B 1, DAE Al & Bl & 22 ) — R UR 2 K
BAFEMRITHIN CRIg A4k (AFEH B MRG0 F. 72— DLy 29, ik G o
FAFEH AR Z RN CRIg AT A BE B &7, Fridinss 2 BRIR AL T JUbR 28 ok mT
VR IE G A HIRAL. BATAREEE A T A8 CRIg £ IR R L BUR HE R iR, M RMFRIT
TE R K CRIg A4 A7 AE AT AH A &l 5 ik bR 28 2 BRI B ddcRAG I . 1 B, SRATFRZE 3R 43L
i CRIg 2 Ik 2 TE IR PR T o) — 2R 45 A i R AL b 28 10 S R 22 o S i o Al ik ok
itk ZPbR%E 2 I LS AR ARSI A T . BT a2 HE R (poly-his) 3%
Z - HAER - BHER (poly-his—gly) %8 I8 HA #5725 2 Bk S Hodidk 12CA5[Field et
al., Mol.Cell.Biol.,8:2159-2165(1988) ] sc-myc % 25 % L i & 8F9, 3C7,6E10, G4, BT
1 9E10 L 4& (Evan et al., Molecular and Cellular Biology,5:3610-3616(1985)) ;
J A R B R AR A D (@D) #nZs i Hopidk (Paborsky et al., Protein Engineering,
3(6) :547-553(1990)) « H'& b5 % £ Kk 2 % Flag ik (Hopp et al., BioTechnology,
6:1204-1210(1988)) :KT3 % fir Jk (Martin et al., Science,255:192-194(1992)) ;
quadrature— & & A RN K [Skinner et al.,].Biol. Chem. ,266:15163-15166 (1991) ] ;
N 17 H: 10 & A BE 8 2 (Lutz-Freyermuth et al., Proc.Natl. Acad. Sci. USA,
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87:6393-6397 (1990)) .

[0146]  FE 57— AEHETT R, #A 0+ Pl A3 CRIg AR B J B 5 o E 3R A Bl A )%
REPREXBEY . XT e k& 2+, RG] LU XS 186 705/ Fe X
XEEENG 2 IR R A BT (R =) 845G % e It )% 3K 1 e e T 28R 2
D ReIR A R B RE 71, T ELH H AR SR B 2R o ZE45 1 b, S bt R A G A F T
TR RPN S S (RO “ 7 (1)), BA SRR S G4 e MR U R 1R 7 51 R %
BRE A BT P IR G S RGBT 2= 7 IR B 2R 1 e 2 /DA 8 AR BUEAR 2
AT R R SRS TR T B o SR B 2R rh ) S8 SR R 48 E 180 9 AT DAAATART % 2R
F3RIS, Wi 1gG-1, 1862, 1g6-3, 8L 1gG—-4 WA, TgA (45 Tgh-1 Al 1gA-2), IgE, IgD B
TeM,

[0147] B fei Hi BRI SR R VO “ iR 7 EA g & X 5aEskEfn =
BERERBEAN Fe XA G/, MWW, ARl S AR KUK CRIg- HIZ 3K A& YT, 4 9whd
CRTg 4 i &1 45 AL Sl AR A PR Rl 5 6 4t A1 %8 B3R B 1B 18U 971 N- AR Im R RZ BRI C— A, 4%
1M N= R b & 2 A BB

[0148] W, FEMRBS YT, Prém g i ik & 2 IR 2/ OR B A D e PR S 3k 8
HFEE E X BCREAT CH2 AT CH3 25448, i8] LAXHEE I8 Fe #7 11 C- RimtAT Rl G, B
SR E EEE CHL BUREEX ML IX 1 N- KumiAT

[0149]  BEATRLG BIRG RAAL AN A& 225G BB s HARAL U2 AT B A, i HL AT P AT 1
FELAILAL CRIg— fuyZ B3REE I Bk S W) 205 Tk WA B A SRR

[0150]  7E—LL S 7 S, 4 CRIg— AufZ BRET 1 ik G W) 260 il A4, B 2 SRAA ERA) 2
AR i) & ZSRARBRIY SR AR, AR Ean WO 91/08298 w8 75 1Y o

[0151]  FE— ML SLETT 4, 44 CRIg 40 AN M38UF DR G 2 5 A g sk m (1)
WHIEIRE A G sub. 1 (IgG 1)) MR IIBERIPUA C st (Frlag Fe 38) B9 N- Ko
AR e A E R E X Bl G 2 CRIg AU MAM S5 H038UT 31 . SR, SEALGE K A2, 7E Rl & 0
FAEEEE X R IR IR A RS AR DI RI AL s (FLAEAL S EIRSE ToG Fe s5k Ak 216, DL #EE &
X B 58 — AR AL B g Bk AR S0 114) BFERGE T H . fE— DRk
FISEE T &=, 1% CRIg AR P AIRL & 2 161, 1962, B 1gG3 H A% 14 HE X A CH2 A CH3
5.5 CHL, 85k, CH2 M1 CH3 45048, BEAT A& RS B A7 AN & 22 OC B 2214, 1 HL AT DAId a4
AT SEBG KA E B AR AL

[0152]  fE—SLSLjE 77 2 1, 4 CRIg— )& BKEE 1 ik S )2 B0 AL 2 JRAK, Fr il 2 [F] — 2R 4K
ERA DY SRAR . — M 5 IR LB RO LT 1 S Bk VR A DA B Tn s i o R DY BE &S
F B TTR I TG, TgD A TgE AFAERITE IR TURESRIT/E s T B S E s RE A T EE 1M
— AR i IS AR SR R AT AL R AR AR DO BE B T TUR AR AR AE . TeA BRET S AB /R TeG
BREAW A LA Z BRI R/ T MG . £ 2 RAEMIE A, 2508 o] DUZ A
[ () B AS [R] T

[0153] B3, FI LAKE CRIg 4 i 7125 46 430 F 4 N S 3R ER 1 L BE 5 2 B 7 971 2 [), AT
RO ARG ERER I IR o EIZSEMETT R, 1 CRIg PP Rl & 78 fZ 3k 8 A R
R ERE A EEER 37 i, BUREEEES CH2 S5l A, BU&7E CH2 5 CH3 45/l
7], FALHIA Y B 4k3E T Hoogenboom et al., Mol. Immunol. ,28:1027-1037 (1991)
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[0154]  JAE AR B 1) G B Rt B 2 H AN J5 S AE S Bk VR, SR AT LA AR Sy 3k i
HARHE, B 5 CRIg- S sk I ERERL & 2 KL 45 &, Bl HH 5 CRIg 40 b 45 1 15
RilGr o FERT— PP LA, 38 R g b G )% BR AR VR BE Y DNA 5985 CRIg— S % 2K g 1) EE BE
AHEEM DNA JLRIE . fE WG, A ERE S REDE IS & DRI 5 P i e A %
() G5 B B RE — BRI B BREE IR A5 M o 0 T 2% LSS S5 M I 7 V2 i T 461 4 1989
3 H 28 HAMSEE LR No. 4, 816, 567,

[0155]  Z5¥el a5

[0156]  m]jifa FH A KR B 1) CR1g AR Ak AT FOmER ¥ I 55 B A MA IR 7 7

[0157]  DAVR T30 8L Bk & W ] 2K, 0 B S A s M o S ATk R 24 22 ] %
Ak R IEFEFEE R ( {Remington’ s Pharmaceutical Sciences), 2 16 i, Osol, A.
i, 1980) TR KM 2 ¥R TT FHECHI A, SEAF . AT E252 B BAA R 7 B0 2 AAE BT K H 1
AR PR 2 52 8 To B 1, 1 ARG PR, v 0B SR TR R SR A S A LR s
AT, BREETUR LR A PR AR B (W mEA+/\se it I s &k e X
fi R IR R & Wy ] B EUOR BB X RS B R S AL R X PR LR R
BEECTAES ;408 ) s [M0R % 38 OB 53— [REEAIH ) SR F & (DT 2910 MRE)
Z K E A W IITEE & AR BRI E B SR KR AT, W R SR s S
AR, B W H AR AP KB  HE R R 2 R B R B R e ROk
AW, BFERT AN H B SOMRS B A0, W0 EDTA s HESS, v 0 0 L H e 1 Y A B
(W ALEE s B Eh A B 7, W s B E A (Bl Zn- EAREAY ) A/ BEES R
VE PR, 1 1 TWEEN™, PLURONICS™ 8% %8 2, —F% (PEG) .

[0158] i m] DLA G %% Je B g AR 22 B fodd s o B s B am e b A4 FH Bt
M R BT, e 2 e S P 4 A B B 1 T 45 A S A B B B 8 s AR oA i T AR
X 731, A DL AR BE 5 80 8 (1 P B 4 A R JT R 7. DRSS IR AT BA4k 22 & Rl /
ol i o 34 DNA R Ak (2 W1 i Marasco et al., Proc. Natl. Acad. Sci. USA 90,
7889-7893[1993]) »

[0159] AR H (G il 513 P 5 A i — Fh AT v I 7 B AR BERE B 0 75 (TS AL S, LIk
TGP AN B A AR L . AER S, R R T HiUE E AR EL S
1E1E.

[0160] V%1733 AT A0, 30 N\ A9 o e o 5 5 i R B o i 5K i A% B I (A
e R AR A Y R B U AR (R IR T ER ) MURE) BRI R4 (4
WG 5 AR T B A OERAA LR AR K SR A 40 K e 2 ) BRI LI . LR BRI T
#5311 {Remington’ s Pharmaceutical Sciences), 2 16 iz, Osol, A. %, 1980,

[0161]  FH-T-44 P it FH A0 C 1) 7 o0 20 & TE B 1 o 3K ] 25 o 1 e 3 S8 FH 7 T i M ot i ke S
Mo

[0162] AT il 2 FRELRE TR ) o FR SRS JIOH ) B A & 0]+ 5 & A IR B R B K 5
Y P o, 12 5 DA B o B TR SRAFAE , 9 A I B 3 o RR BRI o () 491+
FEERER KGR (FIR (- B oKk - FENEERE ) BUR (OMmEE)) VR (RE LR
No. 3,773,919) \L- BEIRM v - 2.3 -L- BARES L RBY AT 20 — LR L0
A PRI LG — Z B2 R 5% 1 LUPRON DEPOT™ ( LR — 7. B MR 3k SR M) RN 1 = T Bl
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AR SR Ty B ORAR ) B 5 -D- () —3- B T IR, BAREW LM - LR MG HIALIE - 4
FEIR S R AR RETH 5+ 100 K UL b, (H 2 8K SRR T R [ B I TR R 2 B
AR AEAR KIS TR 4E RIS, AT T R T2 82 T 37°CIMIEM B A ME B 4, S 3UE
W T 0 R B 3 T P P BB o R AR AH S SR i v & 3 AR AL 4,
R INTEEN G A L8 IR BT — ARk T T 14y 1R) S-S 8, T84 Al s A2 1S & . i
PR Ik VB T P R B R O B S IR AT o R 2 B B AW 3L R A &) R sE Bl B Ak o
[0163] ‘Zﬁj‘f E ‘Ji

[0164]  FEAEANGIAMAETEAL, 7002 55 PR AME B 1R B 71 1045 3, AR B CRIg B4k
FERMAAE I AU ELR GL R TR AN/ BGIT PR BIMN H o RSP AR L FE AN R T
AMEFE ISR, R PERIAT B B 0% BT o

[0165]  F AT &FIH T ARSCH ) CRIg AR 44 B Be 4 4T (I RMAAH IS, 28 14 A G J 45 5
()5 9 AP E 1) B AR A1) 5

[0166] DA ARBR Gl {4 SZ s 6 7 7 AR BH B 5 22 761

[0167]  SEHfA] 1 <551 7 AT CRIg AR A4 [ il £

[0168]  MELFITTIE

[0169]  F1k}

[0170]  #4 B} — B A1 M13-KO7 % Bh W% B 48 (New England Biolabs) ;Maxisorp % J%& #k
(Nunc. Roskilde, Denmark) ;96 fL, U JEESE FI 4R (COSTAR ;77 /it H % #3365) ;96 FLF &, AF
“h5G M (NUNC 577 i B 3% #269620) ; BRI A AL EG / Ht ML3 AR ME XY (Pharmacia) ;
3,3,5,5 — 4 B FE - Bk K i, H0,0L % Ak ¥ B &< ¥ (TEB) (Kirkegaard and Perry
Laboratories, Inc) ; K W #F B XL1-blue 1 K i# #F & BL21 (DE3) (Stratagene) ; 4 IfiL
75 75 & [ (BSA) Al Tween 20(Sigma) ;Ni-NTA B J§ # (Qiagen) ; X it RBC(Colorado
Serum Company ;7= ¢4 H 5% #CS1081) ;B BX Veronal 22193 (GVB) [100mL. Veronal ZZi ¥R
(BioWhittaker ;7= B 5% #12-624E) ;B (4 Bz bk B 8 sSTIGMA ;7 54 B % #69391-100G) ;
Clq VHIREILTE (CompTech ;77 &k B 3% #A300) ;fH & A (Complement Technology ;7= i H 3%
#A137) ;31 FLAG-HRP, mAb, 7E 50 % Hil #, Sigma ™ i H 3% #A-85921. 1mg/mL

[0171]  WREAE RN CRIg SCERIMEE

[0172] 1545 CRIg ) DNA /7 BEIE4E N 48 Xhol M Spe T WAk (KW T ki #1044 (p3Dv1zPDZ—gD)
(Kunkel et al., Methods Enzymol. 154:367-382(1987)) , {£ JyF 4 Bl BB A% 1 CRIg 7%
R . SR)5, B CJ239 KT E M (Kunkel et al., 1987, W, 30 ) Hil&AEENEE
TEVRIEAL A TAA RS F IR, SEBENLAL A o 3 — PR BENLAL RIS SR IAT CRIg A%
Y sde 8, oo 5 08 Ar S A% IR SR e FH i 1) B2 AR R AZ H R 1 70-10-10-10 Bl TR &
FEE BN BALTI N KL 50% MRAZZ . FECFERTHH :5 =50% A,10% G, 10% C 1 10%
T:6=50%G,10% A,10% CH1 10% T:7 =50% C,10% A, 10% G F1 10% T ;8 =50% T,
10% A,10% G A1 10% C.

[0173] Wil T 5 3.

[0174]  SCJF 1 ) BCR1,ATC CTG GAA GTG CAA 656 (SEQ ID NO:7)AGTGTA ACA GGA CCT
866 (SEQ ID NO:8)555 GGG GAT GTG AAT CTT(SEQ ID NO:9) ;

[0175]  SCJE 2 1[I BCR2, AAG TGG CTG GTA CAA 768(SEQ ID NO:10)668TCA 657 775 688
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577ATC TTT(SEQ ID NO:11)786 CGT 657 TCT TCT GGA GAC CAT(SEQ ID NO:12) ;

[0176]  SCEE3THAIBCR3, TTT CTA CGT GAC TCT (SEQ ID NO:13)877 668 657757 588 756
756 678 555 TAC 756 GGC CGC CTG CAT GTVG(SEQ ID NO:14) ;

[0177]  SCFEAFHIBCR4, CAA TTG AGC ACC CTG(SEQ ID NO:15)656 586657 GAC 768 AGC
CAC TAC ACG TGT 656 (SEQ ID NO:16)GTC ACC TGG756 (SEQ ID NO:17)ACT CCT GAT GGC
AAC(SEQ ID NO:18) ;

[0178]  SCFE5FIBCRS, ACT CCT GAT GGC AAC 756 (SEQ ID NO:19)GTC688 768 657 555
ATT ACT GAG CTC CGT (SEQ ID NO:20) .

[0179]  JEEAF & B 20K 5] NAHRLRAE, 1 b Pk #4758 s 75728 DLEAT R AE, IF
ISP H A IR e FE

[0180]  STPEAFI ML AL CRIg AR 44 -

[0181] % Maxisorp #JZE MR A C3b (5w g/ml) T 4°CHEMLIT R IFHBEER £ 22 LK (PBS)
F0.05% (w/v) FILIETEE A BSA) T =EEH 1 /N B ERSCERMZE C3b A4
PIAR T =R E 3 /M. RIS DE 10 (RIFH 50mM HCT $efli 45 & i B A 0 FH SR AR Y
1. OM Tris#ig (pH7.5) HAl. WIT L R B XL1-blue FE&ARRA 3 (=1 il Wi B 4 - FH T 0l
&GP R . b Bha, ATA B SCEEE 12 D refEHLL 96 FLIEAE 500 w1 472 f
HRORTE & FOM ML3-KO7 SR AR K 2YT Wiz R is s el BTk iAr B AL C3b it
gD BSA MITEK S P sk r 384 FLR H BN 2 M R 2 Higi. eSS
BB S CLVEAE 45 W TR AR B, LU oD 28 T s 4 A C3b (E ARG & BSA AR A
JoT o AN W TR A4 TR BE [ o, DA R B9 9% X B A SCE e Hh 24 200 AN s B, I B RN SO
et 24-48 Ao H B E 455 C3b FEidk bt gD B SEBE, SR JE X e AT P LLIEAT 437

[0182] =PI E 1A ELTSA

[0183] N T VPAG &5 A o5 A 77, A1 F — Pl ol R BRI WE B 48 ELTSA. % 96 fLIE M ek H &
2ug/ml 3Cb [ 50mM F R £h v (pHI. 6) T 4C Bk . SR AR A PBS, 0. 5% BSA T
FARBA 1N RN CRIg B4R W T A4 7E PBT S8yl i S/ B , FF N & 456 AVPAih
25 AT 155 50 %6 1 AR IR S o [ 58 WA AR B W B AR 5 5 C3b IE SR M B —
EFRE 2 /N, RE B IR SR EL C3b Ak INER. IBF 15 285, Bk PBS,
0.05% Tween 20 Ji5 3%, 5B T EALING / BT V13 PUAERMEEY (8 PBT 224+ 1:5000
Mk ) I E 30 4. FEARIGBE, A TMB AR5, T 1. OM H;PO K, 3T 450nm &b A
OCTEEE . RN FERTE R & s MBI 55 C3b K JERTHRSEMTTT (1e50) .
[0184]  EHAm4ifh

[0185] A0 R IA BRI KA B BL21 (DE3) [ H B v& He M N 30mL #h 7847 50 1 g/mL &
REFRIN LB ek (LB/carb 5554 ) JFT 37T°CHRiFRd . BORAME, BIE, HBEE, If
PPN 500mL LB/carb #5555, WIEFYT 3TCHRFZXMNBAERK T (A ,=0.8). H
0. 4mM 7 A 5 1- B ——D- LM ~F AR H R 5 S A RIS, 572 T 30 CHE 37 24 /M o
T LA 4000g &0 15 4Bk UTIE AN B , IR Shag b EhsK (PBS) JB¥E 2 K, FF T -80°C¥A R
8 /NI o FEPTIEMNE BF T 50mL PBS, HIl e 28 s A A N T30 Ab 3 15 28 RV A 4t e
A 2m1 NI-NTA Zg G AR AT e ity ke 4idb CR1g B4R B 1 o

[0186]  mutCRIg-huFc YRAH #4454 ELISA -
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[0187] ¥ huCRIg (L) -LFH{EPBS,pH 7.4 F#% % 2ug/mlL, JFilit T 4 CEEEHK (16-18
/NEF) (25ul/ L) KB R Maxisorp 384 fL MR (Nunc, Neptune,NJ) o ¥ARAETEHELE
M (PBS, pHT7. 4,0. 05% Tween 20) ¥t 3 ¥k, 3-45 50ul/ FLEHAIZE MR (PBS, pH 7. 4,
0. 5% BSA) ¥ N2 FEAFL o LEAR B 1-3 /N s IX BT A 5 220 & /RS SR IR T = sk
fio 7E3AGIRIAIR, K C3b (fE Genentech Zlifk ) 7EIIE LRI (PBS pHT. 4,0. 5% BSA,
0.05% Tween—20) TR 20nM, 44 mutCRIg-huFc 7 7E I 58 22 il e S b, W S
YL 20,000 - 0. 34nM. #RJ5H C3b 5 mutCRIg-huFc 4% 1: 1 @A IFAVFHIEE 0. 5-1
/NI o K B RIARIEYE 3 Ik (0 ERTIA ), 94 C3b:mutCRIg-huFe B AN 2 R MV
R (25ul/ fL) . HE 1-2 /PSS, 4 ELISA #RiFBE 3 &k (a0 Rk ), JRiEd #sin$i A C3b
ik ( 7EFE 5F202, US Biological, Swampscott, MA ;600ng/mL, 25ul/ FL ) 46 AR 455 I
C3bo. WML E 1-2 /N HIEYE (W ERrA ) o SRE¥IN (25ul/ £L) 1:2, 000 FBEfY) HRP 45
BRHIPUER Fe IgG(Jackson ImmunoResearch,West Grove,PA), JBRIES 1-2 /Mot &G
—IRIGBEIG , % 25ul / L TMB )Y (Kirkegaard&Perry Laboratories,Gaithersburg,MD) ¥
JNZ BELISA AR K% 8 4r8hfa @it isin 25ul/ £ 1. oM Bk &1L B4, ffH SpectraMax
250 T E T EMR LI Molecular Devices, Sunnyvale, CA) M5 450nm F11 650nm Ak W
R

[o188]  HMAVHALINEL -

[0189]  ff1HH Wieslab " #MA RS 5% B8 A W& (Alpco Diagnostics,Salem, NH) K14
mutCRIg—Fec I *MAVEILIIRE 77 DA E LKL 2 A5 i £ 3% 2245 B ) mutCRTg—Fe (400
2 0. 2nM) 1 Clg BFERIAMLTE (5% ) (Complement Technology, Tyler,TX),1:1 785, JF4E
SERREIR L LL 300RPM Tl & 5 708, Z S W4 LPS AU i) ELTSA 4% (100ul/ L) o ¥l
T8 B AR -l G R e 2. 815 2, B ELISA SR B9 5T 37°CIR & 60-70 438, S8
JGAETE TR MR (PBS, pHT. 4,0. 05% Tween 20) HEYE 3 . # 100ul/ FLIT C5b-9 (HEEA
ANNA ELISA #R. T FIREE 30 %05, W L AriRTE Bt ELISA ), FRasin 100ul/ fLIEH),
TR T = IR R A 30 438 I N 50ul/ FL 5mM EDTA SRR . 4 MultiSkan
Ascent TEE T4 (Thermo Fisher Scientific, Milford, MA) 5E 405nm &b
WO -

[0190] ¥ I #1161 P & v2%

[0191] B FHRLIMER (Colorado Serum Company, Denver, CO) F&7 0. 1% 2F 57 e BH i
(Sigma) B Veronal 227 (Sigma, St. Louis, MO) (GVB) J& ¥t 3 %, B-RIG LA 1500rpm,
T 4CE L 10 4380 Ba— 80P B, A0 DL 2R 2x 10° I i /mL 3B T
GVB. GFE GVB Hid SRR AMAHIHIFI LA 50 u L/ FLASINE 96 £L U K BRI (Costar,
Cambridge, MA) , & 4% 20 u L/ FL7E 0. IM  MgCl,/0. IM EGTA/GVB o 1:2 R 28 S 4L 1Ml
BRo JEIEERIN 30 wL/ FLAH GVBL:3 TR B Clg Y IR K IMLE (Complement Technology,
Tyler, TX) SRR FHMELRI . FAR DAEARES) T =R § 30 208, 2 5 H 100 wL/ fL
10mM EDTA/GVB £ 1E [ i o H5AR LA 1500rpm &0 5 7081 ), 45 LIS WA 2B B IR o4 &
96 fL#k (Nunc,Neptune,NJ) F4F M EAR 5 521% Molecular Devices,Sunnyvale,CA) T
412nm FEEBUGCE L

[0192]  RAJ /R vk i a0k 5 4 PRI S V2%
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[0193]  f#i i AlphaScreen® &R (HE AW ) KA & (PerkinElmer, Waltham,
MA) K VF Al 5 A8 Y CRIg 3 A C3 [ 78 76 A8 SUR R M. DAAE L) 20K & 3 il ol % 3 42
i B BN C3 F1 C3b (3,000 2 0. 7nM) , LA K [#] 58 ¥ 2 1 A 4 2 46 iC3b (30nM) , Jo R AR A
CRIg(mutCRIg) FIEFAM CRIg 43F (15-60nM), 1:1:1 &4, IFAEEPHRIR DL 3000TPM T
W JETIRE 30 08k DA ERJLIREE 4 56 &3 E R & R IUMATR 5B A Y2k Tk
(% 0. Img/mL) (1) 1: L IBEIHBIMBREL, R BARIEEFHERIR LA 3000rpm T H 53R
IR E 60 4> 8. 78 AlphaQuest®-HTS 4 847 4 #711X (PerkinElmer, Waltham, MA)

AR

[0194] K% SRR

[0195]  {EBiacore® A100 4 (GE healthcare) ¥ 3 H <5 B IR+ L 4RI &k I 2
C3b % RAZRUANEF AT CRIg WIZEM A7 0 SR —Fibi Fe idE0  B B & G &1 E
Kpo A FHHT muFe #0575 (BR-1008-38) A flid m$2 L1 fa S e AL A O F o #5558
Ay R By B AR R CRIg 7R 36 4T 22 (10mM HEPES pH 7. 4, 150mM NaCl,0. 01% Tween—20) =
FiBE A 1w g/mL FFREAT 60 w LyEST, (04585 7 R0 B — A il 7247 100RU AL & & H . 103K
71 CRIg s ByF 4T 10 4380 A A C3b ¥ B BV TR A A2 86 B el 2 B A AR IUAR (AT CRIg |1
SIAES . NIRIEIEHE 4 u M A 15, 6nM [ C3b 2 R5HGRE RIIFRIFEE, Yk 10 u L/ 47,
HSZ 25°C . fEAA IR RS 10mM G1y-HCL pH 1. 730 #0ok A 3L T . {1/ Biacore
A100 A% v1. 1 (Safsten et al. (2006) Anal. Biochem. 353:181) [ISEAf7 5035k, {1 A &
IR C3b VE5 45 R BRAF I i G R T K

[0196] 455

[0197]  WETEARSCE BT

[0198]  FAVE L C3b EAH CRIg MRS R G THEESCFE . Wit T 5 AN kRS
CRIg 5 C3b Z A HEEAMID (& 4) o CRIg SCZEAE BN R TR AR R R SR A A S @3p IRE
Hhs B ARAY) (Zhang et al., J Biol Chem 281(31):22299-311(2006)) . FA 1T
V5 ARG 26 1 5 AW B AR WR BEDRLIY) CRIg Zwbd i 7 B EERAEN AL IR L AL . AR5 A0 B fh
A SR B R YR A R AR TR R SO ( WM RIS ) o A3 “ R B 1AL 7SR e
KPR G AR B A TP R 5% , 150 2 A7 B R A 50 % I A4 548 . B 5 4>
SCIE A2 VA D 10 R ST FR A SCFE R 2 R IR1E I (R D .

[0199] ] CRIg W TR AL e

[0200] 4 %&GEFEE, ATHIX 5 AN SCUERIF 1 38 Milkribe (£ 2) . f30%FE 1T,
915 AR BIREE . &R (ARG ER ) S s M AaER. 5 14 41
MR A R B FIUR RN 2R G 75 SO 2, FRATIRS 24 AN BN T, i B e AT
PRI o B A2 4, 55 46 AL NS AT AR N B AE RIS BIORET . RABEZ, HARM RN A
FR B 5 A3 07, 5 44 ST ANEE 45 S ARRI B AE R . AESCHE 3 o, FRATIBEALAL 10 M7 .,
1M HL 7 FILESE 54 47, 55 55 A7, 5 56 £, 55 57 f7, &5 58 £, 5 61 £i7, 5% 62 AL FIES 63 A kb
ME R . TR FRE R SRS 60 7. 7E55 64 17, R B MRS 2 58 8 ol 43 31
TREE o FESCHE A TR, 5 BRI IEAE 5 86 o7 i HIL , 17 RV B e 2t , RIVAS I AR 5t 2 B 7 58 99
. 55 85 A7, 55 87 fr S 95 A7 AT R BENLAL, (H 2RI S FEIR T 1. £ 5
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m, PR TR KRR B e , RS U R RS 2 B AE 56 105 A2 Lk i), Mt B 2 Wi . v
71 HL AT PR B A2 B R A B R B T IR R R A AR 56 110 7 (5 4R

[0201]  FRATHH IS 55 G P R B A ELTSA VPAT 1 — SRR S A ) (BdE R o), i B3k
IRILSCEE 3 AW T BB, EATE LB AR CRTg 47 K% 8 £511) C3b 5510

[0202]  ARAME G OB T JAk R A2 DR N 8

[0203] AT 4B 4R ENT C3b LS A S A 7 RN P 00 52 V2 7 B S R e vk i, i it
BN LR B R e A B AR NI AR A, BE AR AR SO 2-3 AN s v
B A ELTSA JU52 i R A A v b, 26 Wi E 38 AR CRIg B4R R IEAT . A T RSN = FA M
RAME RSB FTRIR, BAWE N S EA RIS T A Ak >k B mm ] N 32 1)
E (R 3) BoRIEVAIMLINE R SR AR LLoRk B SCF 1R L12, k3 SCEF 3 /Y L33 fik
HICFE AR L4l BERE IR 4-10 f5. KRB SE 3 1 L32 B 584 CRIg AH b it
10 514 1C50. HHEIER AL G ok 775 2k B AT 20 B i I e 22 i) D seise A O Bk

[0204]  RARAKIIA S

[0205] TSR A AR AL, AT T 8 = AR AR DU — 20 gk /e 3 i) e
ER DRSS Gor Ty AT 3 Mg R B A8 4E (L12-8W, L33-Q601/
L32-Q64R Fl1 L41-M86Y) F1 | 445 & 55 Ml 7y e imr R RAZAE (L32-Q64R) 1E Atk . )5, &,
ATVR 1% e Ak 55 78 55 — A0 F 3RS IS0 E A A5 28077 1) v B 41 A DA o 42 = v I
B V5 DO & A28 A D I B 98 AR B . FRATIFRIE A4tk T CRI g AR, (V4N 1K 73 Bt
Mo R SR (R4 kA L12 U E FARRA S D, w1 BB 2 R 5 or AR ARk
FHEC AR IO M, R WLAL AT WL59 SEARAR 145 G o8 Fl 171 3-6 fif. 702K H L32 f5A8 {4
P, RLAL I U AR Y47 1. 8 A5 1) 45 G o A RS TN s 2 i 6 A5 I Zh k. BT >k B L33
AR RAAA BN BEIRENE S BN 5B AR LR & 27-226 £, R A N 52k
(TR BB E . FRATEE 2 ) 601-64R F1 86Y 1 K2 K 2 BB 7 ik (244 vl
[0206]  CRIg Q64R MB86Y FEARAA L I 45 45 o2 F1 77 A A MA I il 775 4

[0207]  FANEHE T AEFEFr 1% ELISA TR BA i mop M B 9878 4k Q64R M86Y ( & 4 Fl15E 3)
it — 2. 3 T IE CRIg wt M CRIg QB4R M86Y X C3b &5 5- A /7, X CRIg wt
F1 CRIg Q64R M86Y 5Ljifi T Biacore #»#fr. CRIg QB4R MS6Y FEAI F7AH T B A 4 CRIg 2k
BT 565 (K 6). SGRTiIiFF BN CRIg wt iGFEPELS 4 C3b (EAEE 4 RIK C3 (Wiesman et
al., Nature, 444 (7116) : 217-20, 2006) . K AL ] g2 X Bl £ 1, T ARRATIAE o ffiik
VBAHTE 4 PRI 52 v EL L T CRIg QB4R MS6Y Xf C3b 45 C3 AHELFISEAT /7. CRIg Q64R MS6Y
EalyEPE C3b a4, AHA S ANEME C3 554, fa/n i AU CRIg XV PER 4 C3b Rk FE %
(B 7). @5 C3b H-A4MH CRIg Q64R MS6Y [ #4 F frix Bk 3t (R R TR ), iX
PGPSR T 3 — DA

[0208] 2Ry 1 PMXS C3b itk S AN S AR ST I 3 98 1 2 15 Ao s o 1 2y 2580, FRATIAE XS
MR 55 2 4 A0 1 R I 1 T 20 40 i ()9 T s vk AR K T CRIg QB4R MB6Y XJ CRIg wt.
CRIg QB4R M86Y . ~th 5 CRIg wt AHEL R 4 51 1C50 (&I 8 T A /NEL) o SN T iE— D
SR 5% i 385 A8 R MA I ] 1) 2 1 B 25, FRATTAE N HMA S5 B IR AR IR B PE U2 T LPS B9 52
AL T CRIg QB4R M86Y 155 CRIg wt [HMHTE . 7EUk, CRIg \7n 5By AR A 2 £
FIFHEE 180 £ 1C50 2itif . CRIg wt A1 CRIg QB4R M86Y AsZMass tHEe ML A4 A MATE AL .
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2k, CRIg—C3b 4G FHIH T Ab gk 2 B A AL BV U B 45 6 SR AN ) MU AN [ 55 i 34
1 AT I PR R P B A [0 5 V25 m A0 R A4 5 2 ) 0o

[0209] Oy 13— E $R R 45 A R MU A D) RO 5 B Ak St R 97 Dh &%, FRATT4E 1ML
T MR AR LA T wt T Q64R M86Y U [¥) CRIg IR R R . Soni i 7L BoR T
CRIg A7 A3 40 e JE AN AR TS 3 90 9 2 P ) RAEAIE IR (Katschke et al., J.Exp Med
204 (6) : 1319-1325(2007) ) »

[0210]  fEIL, FE 5% 2 EW/ 3 0585 A 1 55 =Pl R ATt CRIg D, KRR
PRI R — B AR BRAR AL (K/BxN) B0 ST R I VF 2 I PRAI AL 224k 55 0
REG/NBRIESTE K/BxN /NRIRAZ ) 50 St ML « RERAE S, Jfdat B ARSI m e
JEFT 0o 3 6 RALFEFTA /MR .

[0211]  HE -1 RIFUAAE 100ul o £h/K i aE R 45 /0N R R V5 4 78 & 10 R A 2L ) RE Bl
hCRIg-mIgGl B hCRIg-RL41-mlgGl EHEH.

[0212]  HEIUAIFT 73

[0213] & RJRI1E 7.

[0214] 0 =¥A LLBEA MK FESE

[0215] 1| =MR-T 2B (ElE ) BB L0 AN 42 B2 i K

[0216] 2 = [ BRAEfH 2 /2 P B L0 B AN 42 1 i i

[0217] 3 = [ BRAEH 2 B 20 79 1Y 205 A Hh R i ik

[0218] 4 =ik ER, 2 Ak ) £ 55 AT R 2 i I

[0219]  B4¥%MEH= 4 RN 2 M.

[0220]  FRAEB B, BB (190 81 1-3) , P2 (150191 4-8) ME R (13 0391E 9
PLE) o 5 5ME i B e 5 H

[0221]  £E55 6 K, i LR HTRREE ™ 1L P 58 ISR AR LB it o S FH I35 U & hCRIg-Fe
REEHNE.

[0222] WSk Bt AP

[0223] K>k E KRN /MR IMLTE % # \ Balb/c #5238 3 BUPRE H s 77 (1) e L% , FLRRIE
X FREIIRHTRAE . T Ry T FHAE T B AR 2 1 S % 2 & W 0 %1 1 —6- Tk
e A B 5 PiiE 31 (Kouskoff, V., Korganow, A.S., Duchatelle, V., Degott, C.,
Benoist, C., and Mathis, D. (1996). Organ—specific disease provoked by systemic
autoimmunity. Cell 87,811-822). 577 % HIJE M58 AWM T 58 % o Bk 1 55 g AMA 1 12
Ml Fe SZARTIRE, 4055 i MAS TR 12 il 73 SR 6 () /D R A N D Fe 3244 v BESR IR/ R ik
HEBETERK (Ji, H, Ohmura, K., Mahmood, U. , Lee, D. M., Hofhuis, F. M. , Boackle,
S. A., Takahashi, K., Holers, V.M., Walport, M. , Gerard, C., et al. (2002). Arthritis
critically dependent on innate immune system players. Immunity 16,157-168) ., FH
TP R A AE RN ™ E %, B CRIg wt-Fe Bl G 8 (A AL EE RO 0T RAF Bk 22% (&9
(¥ A/NELB/NELD) o H CRIg Q64R MB6Y Ab3E BRI K43 73 P AIK 66 % o LA A o,
51 CRIg wt BiOn HE Rl & 25 (A FE /N SRAH EE, FH CRIg QB4R MS6Y AbFE [/ R Hh 4 22 F v
A PR 24 A W 4 i 2 R 1) S 3 A AR 2 PR (B 9 |19 C /BT, D/ ) o CRIg wit
MICRIg Q64R M86Y [ ML FH M B2 & AL , 575015 A3 0 I e A2 T CRIg wt 5 CRIg
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Q64R M86Y & M- A ZE . ik, AL R T CRIg X HARY) C3b 12 =145 &5 7
EEAL R 2 O IR YT DA

[0224]  fE LI IA S B f 1 e S SR AR Ul B 5 R B 5 | F B9 i R 2 28 Sk

[0225]  EARC A S BARSUET7 RAR T A K, H 2 LR fE, AR AR T M st
7% MR, Ak B B 25 I B AU 2 SR FRDRS AR S 6] P P B8 190 5 PG XRS5 38007 48
[0226]  ARKRIAW S TR &I,

[0227] 1. —Fh CRIg 4k, HASERE A MM X AR L :SEQ 1D NO:2 Z 4
FEBRIEH ) E8—K15, R41-T47, S54-Q64, E85-Q99 1 Q105-K111,

[0228] 2. T 1 B9ARAAREH F B, HOk#E 45 & C3b M €3,

[0229] 3. Wi 1 HIASHA, HEAIREHIXT C3b 4532 M FE SEQ 1D NO:2 2 KARF7

A CRIg.

[0230] 4. T 3 )84k, HAFriR & A5 iR m 2 2 £5.

[0231] 5. T0 3 (A4, HAFrid 4405 iR m 2 5 5.

[0232] 6. T 3 (A4, A prid 45405 f o4 mi 22> 10 fi5.

[0233] 7. T 3 (AR, HA Frid 45 A 05 f 042 mi 22> 90 fi5.

[0234] 8. T 1 (92844, HAEEE SEQ 1D NO:2 Z KRARFFH) A CRIg B4 /71K 55 % MA@ 72410
il 71 o

[0235] 9. T 8 (74844, Lk SEQ ID NO:2 2 RARFHIA CRIg A &P 2 £,

[0236]  10. T 8 ({48 4&, Hibb SEQ ID NO:2 Z RARFHIN CRIg A F1%E 5 %,

[0237]  11. 15 8 f{7844, Hibk SEQ ID NO:2 Z RARFFIN CRIg BHA 14/ 10 5.

[0238]  12. T | B84k, A &R E FARN— D2 MR LR E ARG
SEQ 1D NO:2 2GR F 5| R & 8, 14, 18,42, 44, 45,60,64, 86,99, 105 F1 110,

[0239]  13. T 1 [R5 44k, HAL 2 7F SEQ 1D NO:2 2 S LM77t I a R A7 & 60, 64, 86,
99,105 1 110 FF—MELE A B ALK 2R B AR

[0240] 14, 0 1 B384k, A EE A AN — B2 4218 :E8W, W14F, E84Y/W14F ;P45F ;
G42D/D44H/P45F Q601 ;Q64R ;Q601/Q64R sM86Y ;MS6W, MS6F, MS6W/QIR ;MS86F/Q99R ;K110D,
K11IN ;Q105R/K110N ;Q105R/K110Q 1 Q105K/K110D.

[0241] 15, T 1 WA, HASE A FHAN— 452 & & 1L :Q64R/M86Y ;Q601/Q64R/
E8Y ;Q601/Q64R/G42D ;Q601/Q64R/P45F ;Q601/Q64R/G42D/D44H/PA5F ;Q601/Q64R/M86Y ;
Q601/Q64R/Q105R ;Q601/Q64R/Q105K ;Q601/Q64R/K110N ;Q601/Q105R/K110N ;M86Y/ESY ;
VM86Y/G42D/DA4H/P45F ;M86Y/P45F M86Y/G42D/DA4H/P45F Fll M86Y/QO9K,/M86Y/QI9R/M86Y/
Q105R/M86Y/Q105K/M86Y/Q105R/K1 10N,

[0242]  16. i | AR 44, A& B F AR — B £ 4 B4R :Q601 ;Q64R ;Q601/Q64R ;
M86Y ;Q99L ;Q105K/K110D ;E8W/QL05R/K110N ;Q64R/M86Y ;Q601/Q64R/ESY ;Q601/Q64R/
G42D ;Q601/Q64R/P45F ;Q601/Q64R/G42D/D44H/P45F ;Q601/Q64R/M86Y ;Q601/Q64R/QL05R ;
Q601/Q64R/Q105K ;Q601/Q64R/K110N ;M86Y/P45F 11 MS6Y/Q105K

[0243]  17. T 1 (284K, HAL 2 Q601/Q64R/M86Y BY Q601/Q64R/G42D/D44H/P45F B L,
[0244] 18, —FhiiR &4+, HASKIEIN 1 £ 175 T A4E,

[0245]  19. T 18 Wik G 7T, HAg IR 2
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[0246]  20. T 19 ¥ S, o ik CRIg Z844 L SEQ ID NO:2 Z 4K CRIg %5,
[0247]  21. T 20 MR &+, HAAE CRIg Musb 5.

[0248]  22. —FPZyMA G, HAE 522 Al A2 ORI 1 2 17 30

Ly
e
Ly
e

CRIg AF4k,
[0249]  23. — M WA EY), HAE 5 Zj2En] 3252 I AR A FOAK R T30 19 1) 5 0% A B

[0250]  24. —FhH T TRPT BUG T MAERE 55 BOIR GG B 7775, ARG X 75 2 IR A 3 1) 52
B TR BRI A AR KRR I 1 2 17 /5 — T CRIg AR BT 75 AR A4 (1) Ho 2 Kl
L

[0251]  25. T 24 77145, Hodr Birad tMAAH I i 2 28 PR B E B S PR o

[0252]  26. I 25 (7795, HAp Bkt MEAR S Bm i B T A SERGB IR 8 RA) A
WU SR AR (ARDS) , S AN FE v izt v 2 2340 4% , O i 5% 2% 7 A B T A MAVE AL, B2 L
%, RIGIE, IRIE G 2 S BUE NS 28 fIILAE 55, O i 55 B, O A= 4845 5 005l IR Y B2 2D
REfREAG, TT BYRREPEIE AP /N 2, TeA Bm, St B =, % BRE A ILE, Juik IR 4R &
ik, AF U AH G 2 B AR P, ] 20 M A%, W PR A0 DX JEE 0, [ S DRI RS AL, b S PR AR e OB, I
TBOFE T, 1% 14 B 28 1 i E 3 2R A4 (COPD) , MR , W N PRI %8, TRZ, 12 T FE R I T RE,
TS IMLPE R EESR B AR, 5 W ALE, O UR MEAR v, Sl B 5 M 2 K Bl (MS) .
[0253]  27. T 25 ({771, Hop BridsMEeR S Zomit B A - R YEN (IBD) , R 4054
Wi, RGBT R, FDEPERT R, BHER TR, REVEMAL (BERR ), FF R TER
PEWURE (B, Z 198 ), BiHRAAS IRER G, RGVENLE 5, 45770, B 5 )% YA 1t
T (e P4 LA gD, B PERERR P L 20 85 PR ) » B & Sy PR/ s> (e b
/AR IR D PRSI, G A T B T/ sl ) 5 BOIR AR 8 (A% 8 SR 30 X0, T A R R IR R 48
B /DA IR E A M P BOIR AR 2%, 24 PE IR 28 ) BEIRIA, SiE A REVEm CB/NEKE %, /)
BT 5T B A ) FRORORTL JE] o] e 2 2 G T o B 2R e 1 T 22 R TR B A, R R T 22 MR, IR
T AR Gt i % (AL, 8, AL, T AL, IR AR e HESE I R B R 2% ), B B %
P PEVE S VER 28, JFUR M MR PR A Ak, P2 i PR B 0 R A 1 LSS 28, 98 PR AN A 4 A i
i (BB 4eqbdn ), BRI EL RN, B R IOW, B & S g N2 B R
FE ORI S R0 5 22 T P 20 5 AN Al P B2 9%, R 8 9 » I P 728 7 P 0 9 1 01 W P 2 41 2k i
98 5 "op RV i A A AR 8 U 14 I 9%, BB AR OC e s L FE R L e, BB R B TE 30, BT
IR DU R TR, B PR M R A I 20 85 [ B, a8 A% PR L A8 7K e, 80 Sk S A A A R 1T 204 s A 3
AP NERE

[0254]  28. T 25 7715, Hodr ik tMAAH OB w2 R RGEPE R T 2 (RA)

[0255]  29. I 25 H77VZ%, Her i *MAAH I I A 4 MAAH SR o

[0256]  30. T 29 ({7792, Horp Brad #MAAH G IR Lk B T4 < Bir A B Be A 8 FH 50 15 3
AR (AMD) , i 28] 5 2 8 F< o ek AR HL e B TR DAL DX 59 , IR AT 48 0 JH 6 R PR ML 8 54
[0257]  31. T 30 [ 7798, oA Birad iR PR /8 e ide 1 2L W8 PRme s BE K i, o B PR T
M, von Hippel-Lindau 7, MR [ 2H 23 Mo B , A0 190 JE o e s Bk BEL € (CRVO) , A1 MBS 30T AR L&
TV RS A 3 A ML 38 T Bl o

[0258]  32. T 29 [W771%, Hrp Brid *MARH SCHLIR e B 4 AR HH S B8 VE (AMD) ,
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ok 2% FEE3 A= LA T R (CONV) , R PRIAAR I R (DR) ATHIR A %8

[0259]  33. T 32 515, HoAr fpirids AMD 231 AMD.

[0260]  34. I 32 {7732, Horp firsdk AMD & 1R B4 1t AMD.

[0261]  35. I 24 77925, oA Bk 52838 & i FLBh A o

[0262]  36. 1 35 17732, Hor Fridk i AL & Ao

[0263]  37. —Fb ] TZEWH FLBh40 th 3] C3b 844 F B AR Rl i 77325, A0 48 5 i i 0 L 5 4
i A B AR BB T 1 %2 17 45— 0% CRIg ASARERAD 2 BTl A5 A4 (1) G 985 G B 25 o

[0264]  38. —Fi T 7EMH L34 b e B M 1) 5% B8 AMA IR 42 1) 77 V2, B4 % ik il 3L 3)
Ve A BRI IRI 1 & 17— T CRIg ARAK B AL & Fridk 284 1) S R B 2%
[0265] & 1 :WREEAKSCEE. it 7 NSRBI SO R7E 55 CRIg 5 C3b Z [AI Al X .
[0266] & 1 WHBEAACEE

[0267]
L (LS MM
&1 E8-K15 1.2% 19
A2 R41-T47 14X 10"
L3 $54-Q64 1.6 X 10*°
S 4 E85-Q99 12X 10"
Ik 5 Q105-K111 1.9X 10"

[0268] 3K 2 AR E2EA /7 CRIg my WRTEARFR RIIZ DA . >k B AN KA S [k
%€ CRIg #i C3b 484k, H4 BoRFET X C3b L A2 M B8 CEEH B k. F5)
DA R BRI . A A SRR S FSEARE AR (WD) 7. BRI N
LA - AL E KB - R 3B - SEAR (WD) AFRIEE M5k .
£ 2 LR 5 A FF T SEQ 1D NO:21-63 F1 63-67,

[0269] 3R 2 @I B A B /R B0 AR I SR AT 7 CRIG
[0270]
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el O e
, n% =AM AL
S Y

oW e B

FE R E R E BT 28

¥
§ ¥R .
RY v RN FAIFRRATA Cb AR
pivev om B AEALAA BN LK. FIlOE
NV kb Y FRAARRBAT.
KNl R B
i EWE
Kiv1 s op WG
gy i RS b
KiV.T * P oH
K YR OB O
XKV v RD N
Kivi v R D N
Ki¥ v R BB
K v R B DL
ey $on bE
A F¥v e oo o
R i B
N

[0271] 3% 3 4% 8 RANKHILE A 2% M A CHEIE 55V ELISA JU5E ) A4 P& I 410161 /1 EE
B SARMABUARBIIRE KT 5 M RAEIAT EH AR

[0272] %3

[0273]
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%41 ELISA B )
£ 4 REHR WI-P10680 (nM) WT/Muy || Mulc50 WT-P10680 WT/Mu |
X &1 | Lt E8Y 332 0.9% 439 591 X
L12 E8W 332 2X 176 657 4x
L13 WI4F 332 04X 293 596 2%
Li5 ESY/WI4F 332 0.3X 310 528 2X
XHE2 | L2 G42D 332 0.7X 378 416 X
122 Daan 332 1X 1207 591 0.5%
L23 P4sF 332 03X 358 528 15X
L24  GAZD/DSAH/PASF 332 1X 27 498 2%
X4 3 | L3l Q601 388 332 09X 416 5X
L32 QB4R 34 332 10X 293 549 C2X
133 QE0I/Q64R 255 332 492 10X |
A4 | L4l MB6Y 123 332 124 657 5X
L42 MBEW 8¢ 332 226 633 3X
L43 MS6F 604 332 05X 185 794 4X
L44 Q99K 268 132 588 520 15¢
L4s Q99R 1397 331 02X 818 682 0.8X
L46 Q99Y 463 332 0.7X 1715 663 0.4X
La7 Q99F 296 332 570 520 0.9%
148 Q95L 1376 332 0.2X 228 682 0.8X
L49  MBEW/QISR 55 332 635 3X
LAI0  MBGFIQIIR 121 332 273 746 X
1411 MBEW/QIIK 1594 298 02X 1980 747 0.4X
XAS5 | L51 Q10SR 599 298 0.5X 794 0.9%
L52 Q105K 491 298 0.6X 696 663 X
L35 K110D 128 298 523 X
L56 K110n 132 298 376 746 12X
158 K110H 1105 298 0.3X 1393 686 0.5X
L59  QIOSR/KIION 127 298 525 3X
L510  QIOSR/K110D 1011 298 03X 686 0.7%
L511  QIOSR/KI110Q 166 298 X 592 X
L512  QIOSK/K110Q 937 298 0.3X 596 0.7X
L5184 QIOSK/K110D a6 298 6X 549 3X

[0274] 3R 4 55 AT AR B 45 A 2% A1 7 R0 A P s It ] 9 PR (SR AR 7 B DA K 68 B
TN ) o G AR T R AR RAARSR F R T b AR AR AR AR AR R, &5 5065 iR &
KT 90 B RAAER LLIE AR HbR7R o FAUIHL, 44 P9 2077 LU SR AR 7 21 R i R AR 4 DARE €458 HH
o

[0275] %4

[0276]
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32/32 1L

# 4% ELISA

oA

WL23 | EBW/PASE
WLAZ | EBW/MSSW
WLSH |ESW/QIOSR/K 110N
EBW/K1ON

IRL23 [Q601-06ARIPASF

Q6U-QBIRMBEY
TRLS) |Q601-QO4RIQIOSR
IRL52 {QO0I-QBARIQIOSK.

YLSI |MESYIQIOSR
YL52 |MB6YIQI05K)
VLS9 |MEGYIQI05R/K L ION

1RI24 |OO0HOMRICATDIDAAHPAY

376 457
£ 457
3!2 457

3 903
4 %3
10 93
P 903

22X 1 38
WXy B
90X | 358
3BX ¥ 33

y JeShinM T'PIOE&G nig WTMﬁ My ll.‘.’ﬂ WT-Pi06e0 WT/Mu

506

506

506

. s06

B 506
ARG mﬁ}%ﬂ A e %‘3‘325
2 'saq | 3x
775 %05 w
X | s 06 R
BX | 170 506 X
X | 4an 506 1%
%6 08X
506 3%

506

506

023X
052 4X
w2 X
02 | ax
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FF

.l

x®

1/21 0

[0001]

[0002]

<120>
<1305

<140>
<141

<150>
<1515

<1505
151>

160>

<170%

L2101

21>
<2125
<2135

220>

221>
{2225

<400>

feaagt

tgtg ate geg ate t1a oty geo ctg ¢ta ¢te c1g ggg cac cta aca gig
Met Gly Tlg Leuw Lew Gly Lew Leu Leu Leu GLy His Lgu Thr Val
5

ggc
Gly

cot
Pro

e
Ala
86

zta
Val

acg
Thr

gat
Asp

aca
Thr

ngg
Arg
160

att
Tle

1

act
Tht

lgg
Trp

tac
Tt

gt
Val
65

aag

Lys

tee
Ser

67

1372
DNA
AcHome saplens)

ws
(65).. (1261)

tat
Tyr

i
Lys

acc
Thr
50

ace
The

tac
Tyt

cte
Leiu

tgt gui

Cys

gag
Lys

gig
Val
145

ATt
Ile

tgs
Trp

Glu

att
Ile
130

dck
Tht

dge

Ser

tat
Tyr

£gc
Gly

888
Gly
35

caa
Glu

ate
Ile

CAg
Gln

cag.
Gln

gl
Yal
115

act
The

a0t
Thy

ctit

Leu

aag
Lys

egt

el

FAe Ay Rt (RIg E 1k
CNE-0322PCT

RASE
B

617189, 653
2008-08-20

617050, 888
2008-05-06

Patefitld vergion 335

ate

Arg Pro Tle

20

gl
Asp

ste
Val

it
Phe

28¢
Gly

ttg
Len
100

it eod

Thr

g4y
Glu

88c
Gly

cHa
Gln

¢aa
Gln

glg
Val

tig
Ligu

cta
Leu

cec
Arg
85

age
Ser

lge
Trp

e
Leu

agc
Set

tge
Cys
1635

cag
Gln

anl
Asn

gLe
Val

cot
Arg

70
oty
Leu

2CC
Thr

cag
Gln

oyt
Arg

got
Gl
154

cag

Gln A

act
Thr

otg
Leu

¢l ¢

L

dag
Lys
55

gat
Asp

cat
Hig

et
Thi

gite
Yal
135

tat
Tyt

aat
Agn

g
Lew 6

Falg
CLL0> f2 4k dde R s] (GENENTECH, 1NC.)

gaa
Glu

¢ol
Pto
120

cag
Gln

Cly

boege

Arg

aac
Agn

atg
Val

25

Lge
Cys

ety o

Lgu

tot
Ser

age
Ser

ag atg

Met.
10§

gl
Asp

aaa
Lys

tte
Phe

2ot
Gly

10

coa ga

Pro

ack
Thr

gat
Asp

gac
Gly

cte
Leu

acg
Tha

tot
Ser
170

Gl

=S

Lat
Tyr

caa
Gln

gae
Asp

5
1

aag
Lys

g24¢
Asp

ke
Asn

tet
Ser

gte
Val
155

cet
Prg

cag ‘gan cee
Gln Gluw Pro

35

agt gta aca

Ser

gag
Asp

cgt
Arg

60

cat
His

git
Ya

cgg

krg

cad
Gln

gic
Val
140

(el
Pro

eet
Pro

ate
Tle

Yal

¢Ee
Pro
43

Gly

ate

Thr
30

clyg
Leun

tea
Ser

cag

Ile Cln

och
Pro

age
Ser

gle
Yal
125
teg

Ser

cag
Gln

ate
Ile

aas
Lys

gea
Gly

cac
His
110
glg
Val

aag
Lys.

gga
Gly

agt
Ser

gta
Vil

1
goac croggltelay Logataggag golegaagan nggacagang Lagelotggte

15

gga
Gly

G
Gln

sac
Asp

Cag
Cin

gat
Asp
95

tac
Tyr

aga
Arg

cce
Pro

atg
Met

tat
Tyr
175

gca
Ala

109

157

205

253

301

348

397

54l

589
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[0003]

130 185

acc ¢ta agt acc tta cte tie aag cet gog gtg
Thr Teu Ser Thr Leu Leu Phe Lys Prp Ala Val
195 200

tee tat tie tec act goee aag goe cag gttt ggc
Ser Tyr Phe Cys Thr Ala Lys Gly Gla Val Gly
210 215

gac att gtg aag tiv gte gte dad gde tee tea
Asp Ile Val Lys Phe Val Val Lys Asp Ser Scr
225 230

agg act gag gea Cet aca deo atyg aca tac oo
Lys Thr Gtu Ala Pro Thr Thr Met Thr Tyr Pro
240 245 250

aca gtg aag cag tde tgg Bac tgg ace act gac
Thi Val Lys Gln Ser Trp Asp Tip Thy Thi' Asp
260 265

gga gag act agl gol gpg cba gga aaf 8gc vlg
Cly Clu Thr Set Ala Cly Pro Cly .Lys Seér Leu
275 280

ate cte ate ate tee ttg tge tot aty gte ott
Lle Leu Lig Tle Seér Leu Cys Cys Met Yal Val
250 295

ate atg ¢to el cgg adg Ach TG Caa cad AL
Ile Met Leu Cys Arg Lys Thr Ser Gla Gin Glu
305 310

geo agg gea cat gec aga gag goo ade gac tot
Ala Arg kla Hig Ala Arg Glu Ala ksn Agp Ser
320 325 330

etg gce ate tie gea agt gge tgo teo agh gat
Val Ala Ile Phe Ala Ser Gly Cys Ser Ser Asp
340 345

aat Ctg ge atc dde tac tetl gat gag cee tge
Asn Lou Gly Asn Asn Tyr Scr Asp Glu Pro Cys
355 360
cag ate ate geo cag ate aat goe aac tac gée
Gln Ile Tle Ala Gln Tle Asn Gly Asn Tyr Ala
370 375
gtt cct ctg gal tat gag Lttt clg geo act .gag
Val Pro Lew Asp Tyr Glw Phe Léu Ala The Glu
385 390
tagaaalece ceallapgie aggatolast gacalaalet

tggecgceat ggccEadctt gittattgca gettataaty

<2103 2

211> 399

<212> PRT

<213 AlHomo sapiens)

<400> 2

Met Cly Tle Leu Leu Cly Leu Leu Ley Leu Gly
1 § 10

Thr Tyr Gly Arg Pro 1le Leu Glu Val Pre Glu
20 25

Trp Lys Gly Asp Val Asn Leuw Pro Cys Thr Tyr
33 40

Tyr The Gln Val Leu Val Lg& Trp Lew Val Gln
50 3

36

ata
Tle

tet
Set

Hag
Lis
235

ttg
Leu

ate
Met

oot
Pro

tit
Phe

cat
His
315

g8a
Gly

gag
Glu

ath
Llc

cge
Arg

gge
Gly
395

agaglégace tgeagaagel

gee
Ala

gag
Glu
220

cta
Len

aag
Lys

gle
Val

ace
Thr
300
gte
Yal

gas
Glu

cca
Pro

fepiei]
0

¥

ctg
Leu
280

aaa
Lyvs

gac
ASp
205

¢ag
GlLa

cte
Leu

gea
Ala

gEe

sp Gly

Lt
Phe
285

atg

Met

tac
Tyr

acc
Th

act
Tht

g4 cag

Gln
365

olg

Leu

agt
Ser

198

tca
Ser

cac
His

adg
Lys

aca
Thr

tae
Tyr
270

2CC
Ala

gcc
Ala

oaa
Glu

atg
Met

tee
Ser
350

gag
Glu

gac
Asp

gic
Val

gttacazata a

gge
Gly

age
Ser

ace
Tht

tet
Ser
255

¢ttt
Leu

ate
e

tat
Tyt

oea
Ala

agg
frg

335

cag
Gln

tac
Tyr

aca
Thr

tgt
Cys

His Leu Thr Val Asp
15

Ser Val Thr Gly Pro

Asp Pro Leu Gln Gly
45

Atg Gly Ser Asp Pro
60

733

781

829

973

1021

1069

1117

1165

1213

1261

1321
1372
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[0004]

Lys

Ser

Cys

Lys

Val

145

e

Trp

Lew

Tyr

Ile

225

The

Yal

Glu

Leu

Met

308

Ala

Leu

Ile

Thr

Tyt

Leu

Gl

Tle

130

Thr

Ser

Tyr

Sor

Phe

210

Val

Glu

Lys

Tht

Lle

290

Leu

Ala

Gly

I1e
370

Tle

Gln

Gl

Val

115

Thr

Thr

Leu

lys

Thr

19§

Cys

Lys

Ala

Gln

Set

275

Ile

Cys

Hig

Phe

Phe

Gly

Leu

100

Thi

Glu

Gly

Gln

Gin G

180

Leu I

Thr

Phe

Pro

Scr

260

Ala

Sei I

ATg

Ala
340

Agn

Gln

Leu

Arg

85

Ser

Trp

Leu

Ser

Ala

Thr
245

Trp

Gly

Lys

Arg

325

Ser

Tys

Arg

70

Leu

Thr

Gln

Gl

Thr:

Phe

Lys

Yal

230

Tht

Asp

Pro

Cy's

Tht

310

Gly

Ser

Agn

Asp

Hig

Leu

Thi

¢ Val

135

Tyt

Al

Agn

Lys

Gly

215

Lys

Met

Trp

Gly

Cys

295

Set

1 Ala

Cys

A$p

Ser
Val
Glu
P
120
Gln
Gly
Arg
Nsn
Pro
200
Gln
ABD
Thr
Thr

Lys
£}

Met

Asn
Ser

Glu
360

Ser

Ser

Met

103

A

Lys

Phe

Yal

Set

Tyr

Thr A

2635

Set

Yal

Gl

A5

Ser !

345

Pio

Gly Asn Tyz

Gly

His

90

Asp

Gly

Leu

Thr

Ser

70

Glu

Val

Gly

Ser

Pro

250

Leu

Yzl

Glu

Ser
330

Asp

Lys

ASD

A

Ser

13%

P

Prg

Ser

Lys

Leu

Met

Pro

Phe

Bis

318

Gly

Glu

Ile

Arg

37

His

Val

Arg

Val
140

L Pro

Pro

v Ala

Glu

220

Leu

Lys

Asp

Val

Thi

300

Val

Pro

Gly

Leu
380

Ile

Pro

Ser

Val

125

Ser

Gln

I'le

Lys

Asp

205

Gln

Leu

Ala

Gly

Phe

285

Met

Tyr

Tht

Thr

Gln
365

Gln

Gly

His

110

Val

Lys

Gly

Ser

Val

190

Ser

His

Lys

Thr

Tyr

270

Ala

Ala

Glu

Met

Ser

350

Glu

Asp

Gln

Asp

95

Tyr

Arg

Pro

Met

Tyz

178

Ala

Gly

Ser

Thr

Ser

255

Leu

Ile

Tyt

Ala

Arg

335

Gln

Tyr

Thr

Ala

80

Val

Thr

Asp

Thr

Arg

160

Tte

Thr

Ser

Asp

Lys

240

Thr

Gly

Ile

Lle

Ala

320

Val

Asn

Gla

Val
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[0005]

388

210> 3

<211y
<212»
<213

<220%

£271>
<2223

<400> 3

giecaactgc accteggtlio tatcgatapy aggoligiadg dqaggaciga agtagetoty

1090
DNA
A (Homo “sapions)

CDS
(67). . (981)

Pro Lew Asp Tyr Glu Phe L
390

ew Ala Thr Glu Gl

395

v Lys Ser Val Cys

gotets aty 8¢ ate tta oty geo ote ofy ote CTE S&g cac ota ach
Mel Gly [le Leu Lew Gly Lew Lew Lew Leu Gly His Leuw The

gig
Vil
15

£gr
Gly

caa
Gln

gac
Asp

cag
Gln

gat
Asp
95

tac
Tyt

aga
Arg

ete
Leu

atg

Met |

tac
Tyr

ace
Thr

gac
Agp

et
Pro

ge
Ly

cet
Pro

gea
Ala
80

gra
Yal

acg
Thr

gat
Agp

a4y
Lys

giia

Glu

atg
Met

act
Thy

Lgg
Trp

tag
Tyt

gte
Val
65

aag
Lys

tee
Ser

tgt
Cys

aag
Lys

ace
Thi
145

tet
Setr

ett
Lew

ate
[Te

¢ tal

Tyw

s
Ala
225

ags
Arg

tat
Tyt

ant
Lys

aco
Thi
50

act
Thi

tae
Tyt

gte
Ley

g4a
Glu

att
Ile
130

a4y

Lys

aca
Thr

g8a
Gly

ate
[le

ate
Lle
210
guie

Ala

otg
al

=i

ggu
Gy

£88
Gly
35

caa

Gln

ate
I'le

cag
Gln

caa
Gla

st
Val
115

act
Thr

act
Tht

1

=i
s
%

548
Glu

cle
Lt
195

atg
Med

agg
Arg

oo
La

cal
ATg
20

at
Asp

gte
Yal

tit
Phe

&gl
Gly

tig
Leu
100

koo
Thi

gag
Glu

sag
Glu

any
Lys

ace
Thr
180

ate
[1&

Gbe
Tigii

gea
Ala

ate

GG

Prg

~508

ttg
Leu

cta
Leu

g

Arg
85

age

Ser

teg
Trp

cte
Lou

gca
Ala

cag
Gln
165

agl
Ser

ate
L ke

Let
Gy

cal
Hig

tte

1le Phe

ate
T1e

a4
Asn

gtg

&

Val

cat
Arg
il

ctg
Leu

ace
The

cag
Gln

cet
Arg

cet
Pro
150

tee

Ser

1o
Ala

tee
Ser

cEg
Arg

200
Ala
230

soa
Ala

wlg
T&u

ot
Leu

adg
Lys
55

ga¢
ASD

cat
His

ctg
Lew

act
Th

gte
Val
135

ach
Tht

tgg
Trp

288
Gly

ttg
Len

ang
Lys
215

dga

Arg

agt
Ser

g
Gl

v
Pra
40

188
Trp

et
Ser

gtg
Val

4g
Glu

cot
Pro
120

cag
Gln

ace
Thy

gac
Asp

cog
Pro

g
Cyis
200

ACH
Thi

gag
Glu

ggc
Gly

glg
25

tge
Cys

ctg
Leu

telt
Sex

age
Ser

atg
Met
105

gt
ASp

aaa
Lys

Met

ige

Cys

38

10

cea

ace:
The

gta
Yal

gga
Gly

cac
His
90

gat
ASD

8¢
Gly

cac
His

L aa

Thr

ace
Thr
170
aag

Lys

atg
Mel

caa
Gln

CAac

Asn

Lo
Sei

gig agt gla
Val Pro Glu Ser Val

tal
Tyr

caq
Gln

gac
ASD
75

a6g
Lys

gac
Asp

A8C
Asn

tee
Ser

tae
Ty
155

aet
Thr

age
Ser

gty
Vil

G
Gln

SHE
Asp
235

agt
Ser

gac
Asp

cgt
Arg
60

cat
His

gtt
Val

cgg
Arg

caa
Gln

tea
Ser
140

eee
Pro

gac
Asp

ctg
Leu

gttt
Val

gag
Gl
220

tet
Ser

gat
Asp

cee
Pro
45

=31
Gly

ate
Tle

cca
Pto

age
Ser

gto
Val
125

aag
Lys

ttg
Leu

atg
Met

cot
Pro

tEt
Phe
205

cat
His

gag
Glu

aea
Thi
30

cleg
Leu

tea
Ser

cag
Gln

gga
Gly

gac
His
110
gtg
Val

cta
Leu

aaa
Lys

gat
Asp

ate
Val
190

ace

Thr

gle
Val

gan
Glu

con
Pro

60
108

156

204

300

348

396

492

548

636

684

780
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[0006]

act
The
2355
cag

Gln

ety
Leu

agt
Ser

agagtegacce tgoagaasget tggocgecatl ggececaactt gittattgcs gertataaty

240
tee

Ser

gag
Glu

gac
Asp

gte
Val

cag
Gln

tag
Tyt

aca
Thr

tet
Cys
305

gttacaata

<2105 4
Q1T> 308
<212> PRT
213> A{Hono sapiens)

<400> 4
Met Gly Tle Leu Leu Gly
1 5

Thr

Trp

Tyt

Lys

Ser

Cys

Lys

Tht

145

Ser

Leu

I'le

Tyr

Lys

Thr

50

Thr

Tyr

Leu

Glu

ITe
130

Lys T

Thr

Gly

Tle

Gly

Ile

Gln

Val
115

Thi

Val

Glu

Leu
195

aat
Asn

cag
Gln

att
Val
290

ctg goe
Leu Gly

260
ate ate

Ile Ile
275

cet otg
Pro Leu

245

anc
Asi

e
Ala

ga't
Asp

aag
Agn

cag
Gln

Tt
Tyr

tiac
Tyt

ate
Il

£ag
Glu
295

tet
Ser

aat

Asn

280

tit
Phe

gat
ASDp
265

g28c
Gly

¢ty
Lent

250

gag
Glu

aac
Asn

gee
Ala

cee
Pro

tac
Tyr

act
Thr

tge
Cys

gee
Ala

gag
Glu
300

tasaaaigee ceattaggoe aggatetget gacataatet

Arg
20

Asp
Val
Phe
Gly
Len
100
Thr
Glu
Glu
Lys
Thr
180

Ile

Pre Ile

Val Asn

Len Val

Leu Arg
70

Arg Leu
85

Ser Thr

Trp Gla

Leu Arg

Ala Pro

150

GIn Ser
165

Ser Ala

Tle Ser

Leit

Leu

Leu

Lys

53

Asp

His

Leu

The

Yl
135

Fie T

Trp

Gly

Leu

Leti

Glu

Pro

49

Trp

Ser

Yal

Glu

Pro

120

Gla

Asp

Pro

Cy's
200

Lt

Val

28

Leu

Sei

Sex

Met

10§

Agp

Met
Trp
Gly
185

Cys

Leii
10

Pro

s Thr

Val

Gly

His

99

ASD

Gly

g His

Thi

Thr

170

Ly§

Met

Gly

Glu

Tyt

Gln

Asp

15

Lys

Asp

Asn

Sei

Tyt

155

Thr

Ser

Val

39

His

“

Ser
Asp
Atg
60

Val
Arg
Gln
Set
140
Pro
Asp

Leu

Val

Leu

Val

Pro

Gly

Ile

Pro

Ser

Val

125

Lys

Leu

Met

Pro

Phe
245

The

Thr

30

Leu

Set

Gln

Gly

His

110

Val

Leu

Lys

Asp

Val

190

Thr

ata
Lie

cge
ATg
285

gge
Gly

Val
15
Gly
Gln
Asp
Gln
AS
95

Tyr
Atg
Leu
Ala
Gly
175

Phe

Met

aag
Lys

Asp

Pro

Gly

Pto

A!a

30

Val

Thr

Asp

Lyg

Thr

166

Tyr

Ala

Ala

876

924

972

1021

1681
1090
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[0007]

Tyr
Ala

225

Arg

Tyr

Thr

Cys
365

<2103
<2115
212>
<213>

Ile
210

Ala,

Val

1 Asn

Gln

Val
290

<220%

221>
£222>

<400> 5
gtocasctge accteggtte tategattog aatteggeca cactggecgy

Met

Arg

Ala

Lew

Ile

275

Pro

5

1590
DNA
R4 Mis sp.)

Leu

Ala

T'le

Gly

260

Tle

Len

Cys

Phe
245

Asn

Ala

Asp

CDS
(134).. (973

Arg

Ala
230

Gln

Tyr

Lys Thr Ser

218

Arg Glu Ala

Ser Gly Cys

Tyr Set Asp

265

Tle Asn Gly

280

Glu Phe Leu

295

Asn

Ser

250

Glu

Asn

GIn

Asp

235

Ser

Pro

Tyr

Thr

Clu
220

Ser

His Yal

Gly Glu

Asp. Glu Pro

Cys

Ala

Glu
300

Tle Gly
279

Arg Leu
285

Gly Lys

gatecotoga cotegaccea. cgegtecgay cagoaagagg atggaageat

agcttoanat agg atg gag atc tea Tea gge ttg clg tte cug

cta
Leu

t

R,

cee
Pty
45

28¢C
Gly

ate
Tle

cca
Pro

aat
Asn

gta
Val
125

ata
Ile

aea
Thr
30

cleg
Leu

tet
Ser

cag
Gln

gga
Gly

cae
His
110
ata
Ile

gtg
Nal
15

gg8e
Gly

aga
Arg

gac
ASp

cag
GIn

gat
Asp
95

tat
Tyr

aga

Met Glu Ile Ser Ser Gly Leu Leu Phe Leu
1 S

cte
Leu

ACE
Thr

£gc
Gly

tee
Ser

gea
Ala
80

g
Val

aca
Thr

gat

46
Thr

Leg
Tro

tae
Tyt

aag
Lys

Led
Ser

tet
Cys

aag

Arg Asp Lys

tat
Tyt

aad
Lys

ags
Arg
50

ace
Tht

tac
Tyr

(eliRo}
Lien

gag
Glu

ate
Lle
130

B&C
Gly

gga
Gly
35

e
Gln

ate
I1e

AgH
Arg

caa
Gln

gic
Yal
115

att

cae ¢ee ace
His Pro Thr

20

gat
Asp

ott
Val

tic
Phie

ace
Thi

8ag

. Glu

trg
Leu

cla
Leu

gl
Arg
85

aat

Asn

188
Tep

ere
Len

cag
Gl

cgt

Arg

cta
Leu

Ll

s e

a4
Lys
55

gac
A5p

and
Lys

ctg
Leu

act
Tht

gtt
Val
135

40

asa
Lys

chg
Gln
40

tgg
Trp

teo
Ser

Gag
Gln

ect
Pro
120

(:32
Arg

10

aca cct
Thr Pro
25

lge ale
Cys Ile

ctg gta
Lew Val

act gga
Thi Gly

age cac
Ser His
90

atg gat
Met Asp
105

gat gga
Asp Gly

aaa tat
Lys Tyr

Tyr

Thr

Thr
255

Gln

Len

Ser

gag
Glu

Lat
Tyr

aga
Arg

gac
ASp
75

ana

Lys

2ac
Asp

aagc
Asn

aat
Asn

Clu

Met

240

Ser

Glu

Asp

¥al

atcctetaga
gaatagaagt

gge cac
Gly His

agt
Ser

gal
Asp

cac
Hig
&0

cat
His

gtt
Val

age
Arg

caa
Gln

cca
Pro
140

60
120
169

217

313

361

409

553
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[0008]

cct aga ate
Pro Arg Tle

gea aca act
Ala Thr Thr

ggg aaa ott

Gly Lys Leu
178

tit gee ata

Phe Ala Ilg

190

ata cet tat

Ile Pro Tyt

208

tat gga gtg

Tyr Gly Val

#C0 aca agg
Thr THr Arg

ctg att agt
Leu Ile Ser
255
ata aco ate
Ile Thr Ile
270
tteccagaaac
taagtcaags
ctttetocet
otgggeceat
ctasottctes
aacageagag
cleaglecta
cagateacll
tilgttglla
agletagagt
citettt
<210> 6

<211> 280
<212> PRT

213> B AEMAr (Mus sp.

<400> 6
Met Gluy Ile
1

aat act gaa gea cet
Asn Thr Glu Ala Pro

148

ate atg agt tea ace
T1¢ Met Ser Sor Thr

160

gag gag ace att got
Glu Glu The Tle Ala

180

ate tto ate ate tee
Ile Phe Tlo Tle Sor

195

ate ttg tic cge tge
Ile Leu Phe Arg Cys
210

age agg g
Ya

Set Arg
225

g 11t gee
1 Phe Al

gte act ace atc gea
Val Thr Tht Tle Ala

240

gag tac tet gat gat
Asp Tyr Ser Asp Asp

260

agd ten ach atg tet

Afg Ser Thr Met Ser

taagaagttc
tetactegeg
ggcttoottt
tgagadatoo
ggot toaoce
gaattecata
candcloagy
tlagllgata
alaaatelty

GEactlitan

275
tigctactes
taattacety
ctictiagae
tgggtttigge
agdataattl
geagtagagg
caageacale
Ltactaltige
saleatoacy

Lagpealaae

pe

aca ace ety
The Tht Teu
150

tet gae ttg
Ser Asp licu
165

get tea g
Gly Ser G

ettt tge tge
Lgu Cys Cys

agy aca 1tc

Arg Thr Phe
215

age s4e ach

Atg Lys: Thr

230

act gat gaa

The Asp Glu

245

cot tge cte

Pro Cys Leu

att ¢¢t gee
Ile Pro Ala
agansgataac
ttactiattt
aacctaangt
taagaatata
tottectagy
ttetttates
gotdlageal
tacatlales
lCangganny

aggaiantan

Ser Ser Gly Leu Leu Phe Leu Gly
5

10

Thr Tyr Gly His Pro Thr Leuw Lys The Pro Glu
20 25

Trp Lys Gly Asp Val Lys Tle Gla
3 440

35

Uys Ile Tyr

Tyr Arg Gln Val Leu Val Lys Trp Leu Val Arg

£0

41

cac
His

acie
Tht

egg
Arg

ata
Ilg
200

cad
Gln

age
Set

ey
Pro

age
Set

tge
Cys
280

tee
Ser

act
Thir

a8c
Asn
185

ota
Vgl

caa
Gln

a8
Asn

gt
Asp

cag
Gln
265

tet
Ser

a4t
Asn
170

ctg
Leu

get
Ala

gag
Glu

ict

ttg gaa
Leu Glu
155

ggg act
Gly Thr

cca ate
Pro Tle

gte ace
Val Thr

tat gte
Tyr Val

‘gaa gaa

Ser Glu Glu

tce
Ser
250

gag
Glu

235
cag got
Cln Ala

tac caa
Tyr Gln

teascacagt

atctegctana atgecectac

actactigcc

atetatctag

ctacatgeac

geottoacan

tecotecags

tactcetett

dleladlges

HaBaaNRang

geltagece

ttcaacatag
tetgecaatt
ctcaagaaat
ctetictoca
cagegtgagt
{ctetaggec
catglatict
EECEECCECE

cateacocad

His Leu Ile Val Leu

15

Ser Val Thr Gly Thr
30

Asp Pro Leu Arg Gly

His Gly Ser Asp Ser
60

601

649

697

745

793

889

937

933

1043
1103
1163
1223
1283
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[0009]

Val Thr
65

Lys Tyr

Ser Teu

Cys Glu

Lys Lle
130

Thr €lu
145

Met Ser

Phe lle

Leu Phe
210

Arg Vgl

225

Thr Thr

Tyt Ser

Ser Tht

210> 7
<211> 18

<212> DN

Ilg

Arg

G1n

Val

115

Ilg

Ala

Ser

Tle

Ile

195

Arg

Phe

Ile

Asp

Met
275

A

Phe

Gly

Tle

100

Thr

Glu

Pro

Tht

Ala

186

Ser

Cys

Ala

Ala

€318 ALFH)

<220>

Q2% AT R ST

<2205

Leu

Arg

85

Agn

Trp

Léw

Thr

Ser

165

Gly

Ley

Arg

Arg

Th
245

Pro

Ile

QIS Bt AR

<222> (6).. %)

F23» Ay ¢ AL

€220>

Q23 BrRAMBLHY Bty I i AR LA A LR

<400% 7

atcotegaag tgcaannn

<2105 8
<A1 18

Afg
(i

Leu
Thr
Gln
Arg
Tt
150
ASD
Ser
Cys
Tht
Lys
230
A&p

Cys

Pro

Agp

Lys

Leun

Thi

Val

L35

Leu

Leu

Gly

Cys

Plig
215

Thi

Glu

Lgi

Ala

Set;

P

120

Arg

His

Thr

Arg

Ile

200

G L

PG

Cys
280

Tht

Thr

Gln

Asn

Gly
His
90

Asp

GLy

Scr
Asn
170

ke

Ala

Gl T

Ser

Ser

250

Gl

53

Asp

75

Lys

ASD

Asn

- ASD

Leu

155

Gly

Pro

Yal

Glu
235
Gla

Tyr

42

His

Val

Arg

Gln

Pio

140

Glu

Tht

e

Val

220

Glu

Ala

Gl

Llc

Pro

Val
125

Pro

Ala

Phe

Ile

2058

Tyr

The

Leu

Gin

Gly

Thr

v Lys

Ala

190

Gly

Thr

Tie

Thi
270

Gln

Asp

Tyt

Arg

L1le

Thr

Leu

175

Tle

Tyr

Val

Arg

Sqr

25§

Tle

Alg

&0

Val

Thy

As p

Asti

Ile

160

Glu

Tle

1le

Arg

18
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[0010]

<2125 DNA
213> ATJFF|

Q220> ‘
Q23> ATIRI| R SN BRI

220>

Q1> Bk
€222> (16).. (18)

€223% 4, ¢, gt

<2505 L
€223 BAR AR R F RS L e Bl P
<400> 8

agtgtaacag gacctnnn

<2105 9

<211> 18
<2125 DNA
13> ATEF)

220> . o
223> ALFAREE: SRGERTES

290>
ULy AR
Q22> (1) {3)

223> a, ¢, g/ L

220> . ’ e )
<2235 HRARBA TS R A BRI R B
400> 9

nnngggeate tgaatott

<210» 10
211> 18

<212> DNA
213> ALEG)

€220> . . -
Q23> AL FVAGRhE: A RAER AR

<220>

221> BRMEA

<222% (16).. (18}

223> a2, ¢, gkt

<220> s ~; = oy N Y N Ny o
203> B AR BT BN AL R A B
400> 10

aagrggcteg tacaanin

€210 11

<2115 24
<212> DNA
<213> AT FEB)

220> ] ) )
213> AT Fo|6gabiks AmgEETE

220>

QULy 154 shm At
222> (1. .43)
223> ay € g

<220>

291> Bh sk
<222 (7). (18)
€223% a, ¢, gt

43

18
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[0011]

£220%
€223%

<400>

AR R 9k BT Mt ) R AR S

11

annteannnn annononnat ettt

210>
€211>
<212
€213

<220¥
€223

<2 20>
221>
222>
€22.3%

<220>
€221>
222>
223>

220>
€223

<400>

12
24
DNA
AT 55

AT EREE: AR BRER

{54k
.. 3
a, €, gt

{24 ik
.. )

2, © gt

PR AR EF RNl LR A4
1.2

nnncgtnnit etlolggaga coul

210>
<211>
<212
<213

<220>
<2235

400>

i3

15

DNA

AT 74

ATIFI NG BRI
13

tttctacgty actet

<2003
<2113
£212»
<213

220>
€223

<2205
221>
€222>
€223%

<220>
<221>
<2225
223>

<220%
223>

£400>

14

49

DNA
AT FY

AT PR BRI

BAR Gl k) Fab o B il AL S B
14

DIANARNTIONN. AENINRATn annniantac wmggccgee lgeatglvg

€210>
211>
212>
<2L3¥

€220%
€223

400>

13

15

DNA

NI

NI F Rk Bty AR
15

44

24

24

49
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[0012]

caattgages coetg

2105 16

211> 33

2125 DNA
QL ALEF|

220>
D23 ATAF ML, SRSERES

220>

<21y AR ek
€222 (). )
<223> 4, €, g

220>

22915 Ak ARk

€222% {13)..41%)

Q23 w, ¢ BRL

<OF0S
21> B
2205 (311, . (33

Q2P 4, ¢ gt

£220>

2% Bt Sk F e a R et A LR el

<400 16
AAINATANNE Aeniifagecd. ctagacgtgt niin

<210 17
ALy 12
<2125 DNA
QL3> ANLEH

€220
€223> ATBF MR SR BT

<2205

D215 ABAR AR
€222» (10).,.:(12}

223> a4, ¢, gt

€220%

33

€223 FAXARIEA At A0 A LA LB R R S

400> 17
gheacelggn nn

€210> 18
<911 15
212> DNA
<3135 AT

<220>
Q¥ AZAFIHBR: SANIRER

<400> 18
acteotgaly geaac

210> 19
211> 18
<2125 DNA
Q213 AL

220>
<A1 ANLFPIHEE: SRR

<2205

<221 Bk e AL
9925 {16y, . (18}

223> a, o, gARL

45

12
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[0013]

220>
223> BARPMARY FAF R AT IL AL A B B
400> 19

acteorgaty geaacnnn

<210> 20
<211% 30
<212>» DNA
<2133 AT SPE

220>
2223y AL BIWIGE: AR EETR

220>

Q21> Bihehab
€222 ()., (%)
223> a, ¢, gt

<2205
Q003 BRAR LY TAF RN A LR RGO B
<400> 20

gtennnnnnn nnnnmattac tgageteegt

<210> 21
<2113 10
212> PRT
213 R4

<220> .
223> Asetidnif: R fiE A RE

<400> 21
Pro Glu Ser Val The Gly Pro Tip Lys Gly
1 B 10

<210> 22
€211> 10
<212> PRT
213> ALJFB

<2205
203> AL RUHTRIE: SRk

<400> 22
Pro Tyt Ser Val Thi Gly Pro Trp Lys Gly
1 5 10

<210» 23

211> 10

212> PRT
Q13 ALEF

<220> .
123> AT BB ANk

400> 23
Pro Trp Ser Val The (ly Pro Phe Lys Cly
1 3 Lo

<210> 24
211> 10
<2123 PRT
213> AT HF

<220>
Q13> AL AP Ak

400> 24
Pro Tyr Ser Val Thr Gly Pro Phe Lys Gly
1 5 ‘ 10

46

138

30
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<210> 25

<211» 10
212> PRT
213> AR5

<2205
<2035 N LBRFAHE ARAg R A R

€220

<221> MOD_RES
€225 (8).. (&)
€223% Ttp R Phe

<460> 25
Pro: Tyir Ser Val Thr Gly Pro Xaa Lys Gly
1 5 10

<210> 26
211> 14
<212> PRT
<13 Ko

<220>
Q23> REHGIY: REHIFAER T

400> 26
Gln Arg Gly Ser Asp Pro Val The Il¢ Phe Leu Arg Asp Ser
1 5 19

Q10> 27
<111> 14
<212» PRT
<213y AT JF5)

220> X ,
223> AT sk S dik

<4005 27
Gln Arg Asp Ser Hig Phie V4l Thr Ile ?he Leu Arg Asp Ser
1 5 10

Q10> 28

<2115 14

€212> PRT
<213 AIEH

<220
<2235 ATFEHGRE: SRR

<400> 28
Gln Arg ASp Ser His Phe Val Thr Tle Phe Léu Arg Asp Ser
1 5 10

£210> 29
211> 13
<2123 PRT
<213» R

€220> .
Q23> AFotihik: Aot IR AT 5

<400> 29
Ser Ser Gly Asp Hig Ile Gln Cln Ala Lys Tyr €ln Gly
1 5 10

210> 30
<211> 13
<¢212> PRT
213> AL FF)

220>
£223% AIFoWdeE Stk

[0014]

47
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[0015]

<400>

30

Sor Ser Gly Asp His [l Gln Llo Ala Lys Tyr Arg Gly
1 5 10

<210>
<211>
€212>
<21.3>

<220>
<223%

<400>

31

13

PRT
ALFF

AL AR Sl ik
31

Ser Ser Gly Asp His [le Glu Lys Ala
1 5

<210>
<211¥
€312
€213

<220%
223

400>

Ser Ser Gly Asp
1

210>
<211>
212>
<213>

220>
223>

<2205
221>
€222>
<223%

400>

32

13
PR
A LT

ALBFIHE: Ak
32

&)

33

13

PRT
ALAF

ATRIRAGE SRR 5

MOD-.RES
(12).. (12
Areg 3% Gln

33

10

LY

Lys Tyr Glo Gly

His Ile 6In Tle Al Lyy Tyr Gln Gly

Ser Ser Gly Asp His Tle Glu Tle Ala Lys Tyr Xaa Gly
1 5 10

<2140>
<2113
<212>
<213

<2205
€223

400>

Leu Glu Met Asp Asp Arg Ser His Tyr T
1 5

Thr

<210
<211>
€212»
<213>

<2202
<223

<400>

Leu Glu Cys Asp Asp Gln Ser His Tyr T%r Cys Glu Yal Thr Trp Tyr
1 5 1 L5

34
17
PRT
Hdn

Fpo iR RE AR BE
34

35
17
PRT
AT 5]

AL TG AR Ak
35

L0

48

hr Cys Glu Val Thr Trp Gln
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[0016]

Thy

210> 36

<211> 17

<212% PRT
<213y AT FF]

<220>
Q23> ATFBIHFEE: SRk

<400> 36
Teu Glu Cys Asp Asp Arg Ser His Tyr Thr Cys Glu Val Thr Trp Arg
1 s 10 15

Thr

£310> 37

1> 17

<212> PRT
<I13> ATHF

<205 )
223> ATHFPEE ARk

<400> 37
Leu Glu Tyr Asp Asp Arg Ser His Tyr Thr Cys Glu Val Thr Trp Lys
1 bt 10 15

Thi

<210> 38
211> 17
<212> PRT
Q13> ALSFF]

<9205
223> AT ot A8k

400> 38
Leu Glu Tyr Asp Asp Arg Ser His Tyr Thr Cys Glu Val Thr Trp Lys
1 bt 10 15

Thr

<210» 39

<311> 17
212> PRT
<13> ALJFF

<220> . )
<923 ATFHMREE: Sk

400> 39
Leu Glu Tyr Asp Asp Arg Ser Hig Tyr Thr Cys Glu Val Thr Trp Arg
1 3 10 15

Thr

<210> 40
Q115 17

<212> PRT
<213 ATFE

<2205
Q213 ATRAHEE SAMk

49
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[0017]

<4005 40
Leu -Glu Tyr Asp Asp Arg Ser His Tyr Thi Cys Glu Val Thr Trp Leu
1 5 19 13

Thr

<210> 41

<2115 17
€212> PRT
<13y AT

220>
2P ATLFR N Sk

<400> 41
Tew Glu Tyr Asp Asp drg Ser His Tyr Thr Cys Glu Val Thr Trp Gln
1 S 19 13

Tht

€2105 42
€Iy 17
<212» PRT
<2135 AT

220>
Q23> ATFIERE: Bk

400> 42
Lew Clu Tyr Asp Asp Lys Ser His Tyr Thr Cys Clu Val Thr Trp Cln
1 5 L0 &

Thr

4210> 43
QL1 17
<2123 PRT
<313 ALED

<2205
Q223 AT FFRMAE S ai ik

<400> 43
Leu Glu Trp Asp Asp Arg Ser His Tyr Thi Cys Glu Val Thr Trp Phe
1 5 10 13

Thr

<T0> 44
11y 17
<2195 PRT
213> ALEF)

<220
<23 ALJPIIEIETE: AoRuadik

<4005 44
Leu Glu Trp Asp Asp drg Ser His Tyr Thr Cys Glu Val Thr Trp Tyr
1 10 Is

Thr

210> 45
QLU 17
€212> PRT

50
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[0018]

213> AT

<2205 ,
<2235 ATSFIMREE: BRI

<400> 45
Leu Glu Trp Asp Asp Arg Ser Hiy Tyr Tgr Cys Glu Yal Thr Trp Lys
1 5 10 15

&

Thr

210> 46
<211y 17
<2125 PRT
NP ALFF

<205 )
<223 AL NHEE: Akl

480> 46
Leu Glu Trp Asp Asp Arg Ser His Tyr Thr Cys Glu Val Thr Trp Arg
1 5 10 15

Thr

<219> 47

<211% 17
212> PRT
<3 ATFEY

€220> ‘
223> AL SR Gakadik

<400> 47
Leu Glu Trp Asp Asp Arg Ser Hiy Tyr Thr Cys Glu Val Thr Trp Gln
1 3 L9 LS

Thr

L2105 48
211> 17
€J12> PRT
<13y AT

<2205 .
<223 AT R Sk

<400> 48
Leu Glu Phe Asp Asp Arg Ser His Tyr The Cvs Glu Val Thr Trp Lys
1 pl 10 15

The

<210> 49
Q11> 17
<212> PRT
213> ALFE

<2203
<223> ALBIadhic: Atk

<400> 49
Leu Glu Phe Asp Agp Acg Sgr Hig Tyi Thi Cys Glu Val Thr Tip Arg
1 3 10 15

Thr

51
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[0019]

<210> 50

<211 17

<212> PRT
<213y ATIRF

<2203
Q23> ATRFIRSHE: SRR A

220>

<221> MOD_RES

<2225 (3).. (3

€2235 Tyr, Trp & Phe

€220%

<2215 MOD_RES
€23%> (16).. {16)
€223> Lys & Arg

400> 50

Teu Glu Xaa Asp Asp Arg Ser Hig Tys Th Cys Glu Val The Trp Xaa

1 5 10

Thr

210> 51
<211> &
€217> PRT
<13 Rse

<2203 .
<223> Agmiidnd: R FL B R

400> 51
Asn Gln Val Val Arg Asp Lys Ile
[ 3

<210> 52

€211> 8

<212> PRT
Q13> AL 5]

<2205 )
203 ALIBIRREE: Ak

<400% 52
Asn Arg Val Val Atg Asp Asn Tle
1 5

210> 53
211> 8

<212» PRT
€3 ALEF)

<2303
2235 AT Bl Ey Sk

<400> 53 )
Asn Arg Val Val Arg Asp Asp Lle
1 b

210> 54

211> §

<212> PRT
€213 AL

<220>
223> ATIpIlwhagids Sk

<400> 54
Asn Arg Val Val Arg 4sp Gln Ile
1 5

52
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[0020]

10> 55

<211 8

€212> PRT
213y ATIF 8]

<2205 ‘ ‘
€203 ALFS R Sk

400> 55
Asn Atg Val Ile Arg Asp Gln Lle
1 5

<210% 56

201> 8

<2125 PRT
213> AT 55

<2205
213> ATIFEedeE Saxdik

<AQ0> 56
Asn Arg Val Ile Arg Asp Hig Ile
1 5

<218> §
<211> 8
<212% PRT

213> AT

<

220>
<223> AT FIhpReik: ARk

<AQ0> ST
Asn Lys VAl Tle Afg Asp Gla Ile
1 5

210> 58

Q211> 8

£212> PRT
213> AT

220> )
<223y ALFIGRGE: Sk

<400> 58
Asn Lys Val Ile Ala Asp Asp Lle
1 5

<210> 59

<2115 8

<212> PRT
213> ALFEH

<2203 )
<223 ALFRREGIREE ik

<4007 59
Asn Lys Val Ile Sér Asp Asn Ile
1 5

£210> 60
<211> 8§

<212> PRT
<213 AL

<220>
21 ATRIATMEL Sk

<400> 60

Asn Gla Val Tle Arg Ser Asp ILle
1 5

53
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<2L0> 61

<211> 8

<212» PRT
213> AT SE)

220> ‘
223 ATFFIGME SRR

400> 61
Asn Lys Val Thr Acg Asp Asn Ile
1 5

210> 62
QUi> 8

<212> PRT
<2133 AT AT

<320
23> ATSTP A, Ak

<4P0> 62
Asn-Lys Val- ¥al Avg &sp Gl Fle
1 s

QL0 63

2211> 8

<212> PRI
<AL3> AT

<0203
213 AT Wi Sk

<A00> 63
Asn Lys Val Val Afg Asp Asn Tle
1 5

<2105 64
<211¥ 8

€212» PRT
L2 AL B

<2203
<203 AT B e9REE: BoRaiik

<A00> 64
Asn Lys Val Vel Arg Asp Asp L1¢
1 5

<2105 65
<7211> 8

£2125> PRT
Q13> ALER

220>
<23 ATAGFE: SRtk

<400 65
Asn Lys Val Vel Avg Ser Asp Tlé
1 5

210> 66
2l 8

<312> PRT
<13y AL

220>
223> AT ABEIRREE: Aadiik

<400> 66
Asn Lys Val Val Ser Asp Asp Lle
1 i

<105 67

211> 8

[0021]

54
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<212> PRT
213> ALFE

<2203
<223> AT PE|HFEE: AR RA R 5

<220>

221> MOD_RES
€222> (). . (2)
<223> Lys 2% Arg

<2203
<221> MOD_RES
222> 4). . @B
<223> Val K, Ile

<220

€221> MOD_RES

<2225 (D). (D

<223> Gln, AspX 4sn

<400> 67

Asn Xaa Val Xaa Arg Asp Xaa Ile
1 5

55
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Abstract

The present invention concerns affinity matured CRIg variants. In particular,
the invention concerns CRIg variants having increased binding affinity to C3b

and retaining selective binding to C3b over C3.



