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Lo —FhEEAR Eaifb A / BE A M NP B, B EE

i) 4% 7495 5 SEQ 1D NO :31.SEQ ID NO :32.SEQ ID NO :33 1 SEQ ID NO :48 F1[1)
—ANEREATH) A2 93 % A7 R I ZIE TR 720 ] AR X ) Ho % 2K 1 AR RE, FH /B8R

ii) A4% 755 SEQ 1D NO :34. SEQ ID NO :35. SEQ ID NO :36 F1 SEQ ID NO :39 1
[F)— LA P 1) A2 2 90 %6 A1 [F] 1R 2 25 18 17 41 1R ] AR X ) 50 9% 1Kl 1) T8

Hrp i HitA4i & N CoaR,

2. MRIBEBRE R 1 ik i NI PLAR, b Pk e sk aE A E R FE TR IE B H
SEQ ID NO :34.SEQ ID NO :35 F1 SEQ ID NO :36 ZH a1 40 i i 2 R A [l AZ X

3. MRIEARIE K 1 86 2 ik i N IEALTUIR, o Bk s sk s R RS T RS R A
H1 SEQ ID NO :31.SEQ ID NO :32 1 SEQ ID NO :33 414l rh (2 L8 e 41 (i ] AZ [X

4 ARPEACRIE R 1 & 3 FE— TR 9 A SR BT IR, Hp BT S Bk Ve 8 T
A5 SEQ 1D NO =31 $2 SRR A v AR X, S e Bk i A B 46 147 th SEQ 1D
NO :36 {2 R ZE R A ] AR X .

5. MRAEBRIE R 1 2 3 FAE—TTIR I AP B, Sorb prid S e sk B R B B 6 T
A5 HH SEQ 1D NO =31 $2 SR AIM W AR X, S e Bk i A B A4 18 &t SEQ 1D
NO :34 12 2 IR P A ] AR X .

6. MR ANE R 1 &2 3 PE—I TR 9 AJEAL P IA, Hrp R S Bk Ve s T
5t SEQ 1D NO =32 $2 2 SR AI M n AR X, e Bk i A B 46 18 & SEQ 1D
NO :34 2t 2 IR T H KR AR X .

7. RRAEBRIESR 1 2 3 PE— TR I AR B, Sorb Prid S e sk i L R B B 6 T
9% H SEQ ID NO =33 #2 it (R 2 S5 e 1 B T AR X, fe e BR e A B A0 4% 1 A% i SEQ 1D
NO :34 $RAE S R 7 F A AR X

8. MAACHER 1 & 3 PE— IR ) AJsA P, Jorp rid e e Bk R e 46 1
A5 H SEQ 1D NO =31 $2{R ISR AN A AR X, o e Bk B B B k6 164 % i SEQ 1D
NO 35 $2 AL Z B 1R 7SI R A AR X

9. MRIMANER 1 & 3 FATE—IUFTdR A SR PTIA, Hrp prid fe e Bk Vs 8 T
A5 SEQ 1D NO =32 $2 -SSR T A v AR X, e Bk i S 46 18 %t SEQ 1D
NO :35 Rt I R A ] AR X .

10, ARIEAANE R 1 2 3 PAT— Tl (A SRALPUIA, Hrh BT i S Bk i Ve 8 T
5t SEQ 1D NO =33 $2 = SR AI M v AR X, e Bk A B A4 18 &l SEQ 1D
NO :35 L I IR T A ] AR X .

L1 AR E SR 1 & 3 AT — Tl AN JRALPT AR, L rh BT i e Bk i e 0 8 T
A5t SEQ 1D NO =32 $2 2 BRI A v A2 X, S BBk AR HE 17445 th SEQ 1D
NO :36 $& M2 ZE R 7 HI I A AR [X

12 RPEAANER 1 2 3 P AT— Il (AN SRACPUIR, Lrh BT e Bk i Ve 6 T
5t SEQ 1D NO =33 $2 {2 LR AI M v AR X, e Bk i A R HE 145 i SEQ 1D
NO :36 $&ME 2 ZE 1R 7 F1 I A AR X

13, ARPEAFNER 1 & 12 AT — TR I AJEAL Pk, o

i) TR B BRI T8 5 SEQ 1D NO :40 F1 SEQ 1D NO :41 Fj— k£

2
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A~ 227 90 %6 AH R I 2 25 1R T3 A1 I 1E e X,

i1) P s ER i A ERE A T4 5 SEQ 1D NO 42, SEQ 1D NO :43. SEQ ID NO :44
F1SEQ ID NO :45 Ff—A a2~ 222 90 %6 AH [F] I 2 ZE 1R e A1) I 1E E X .

14, ARPEACRE SR 1 2 13 P E— I T iR N IRAL AR, Bk AJEA A A i P 4% F %
P 4% 42 B 40 B DY 22 IR 45 40 BB DA W BUBE DL AR . —BEDTIR B U BE BT IA

15, MRIEBCRE R 1 2 14 PAE— IR I AL B, Brid AJE4 PR 854 A ChaR
OEARZYENE'S

16. FRAEBCFIEE K 15 Frdk i NSRBI, Sorh Bk v BEA Fab i BEBURSEHT I

17, —PpIEAR R AR/ s AR S 2R A ReRE, 5 755 SEQ 1D NO =31,
SEQ ID NO :32.SEQ ID NO :33 1 SEQ ID NO :48 1 J— A E A2 /b 93% A0 R [ %7
FIIAT AR X

18, —FhEEA FEiLRT / SR AR R ER R (A R, S5 TR 5 SEQ 1D NO 34,
SEQ ID NO :35.SEQ ID NO :36 1 SEQ ID NO :39 1 j— A E A2 /b 90 % AH R (& 7
ViIp

19. —FhEA B / BUEEA B, [ EBORIEESK 17 Pk i Sz ik it B st A
/ BRBURE SR 18 Tk (1 Sz Bk B = RE, A Bridyiikgi & A CoaR.

20. —FhEE A, A ERPEAFIER | 2216 5% 19 T — AT (W HT AR F B R ol fr) # 45
G R TR PR IR TT o

21 FRAEBRE K 20 Bk 4564, Forh rid sy Rt B iR 204 52 iy 4 <40 i
BEER IO PERML 25 A8 VAT 2550 oL A B AR 2550 55 55 PURAE 2550 R P T2 ) AT
FNFRTT IR -

22, MR R 21 Pri’ 485G, Horb Prik 5 5 2 BB M 1E (Pseudomonas) 4M&E
FZE AT

23. FRAEBUREL SR 20 22 22 AT — AT (1) &5 &4, Hodh i vy i o Bk I B 5 A
TRk

24. MRYFARNE R 23 Prik 45 G4, Jorb k3L B B R 50

FUH R 4- (4" CBREEZREIL ) TR (AcBut) \3— SBERE R E R IR (AcPac) |
4- S —4- I - R (BERE ) IR

25. — R EE A, A S RPEAURIESR 1 2216 8¢ 19 HAT— T AT (WP AR F B o () 45
A B PR B R A AR 2

26. MRIFBCFIELSK 25 Pirik (45 G4, Hoh Pl Ar 23k B iR 200 el s 4 < I 1
PRZE T CHREE AR 2R B A o

27. — P BSHIFN / BANE 2 1271, SLgnigBOR Bk 1 22 16 8k 19 P T — T iR i
PUARBILBE R EL K 17 BT it S e Bk 8 AR BE BRI EE K 18 FT i i) S ie Bk B Y B0 /
B EE SR 20 22 23,25 8K 26 P —IFTIR K455 .

28. — M EBCRIE SR 27 BTk 2 IR A A

29. — PSRRI K 27 TR 0 2 - FF IR AN / SRR EE SR 28 ATl (R 2k 1t i = 40 i

30. — PP AL SRR B R 29 Brid i 4 e JE NEESE R AR

31 — MG, A SR RCR SR 1 22 16 8¢ 19 HAT—TFT IR PTA BCREE R 17 f
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T ) He 5 K A 1 AR BOR)EE SR 18 Tl (1) S e 3K B 1 B W BSCR) 23K 20 &2 26 A E— i
RS E W) BUR B R 27 FTid 1) 2 B IR R EE 3K 28 ik (AR / BUBCR) 2 3k 29 fir
A AE =40, UL 2 FH AR

32, — P AR HURIN 7, BTk A& R IR BOR K 29 Prik ii7E 40 g, AR IE i
W2 AT BRI A7 ek bk, Forh prd A 2 4o 7 22 D — FoBUCRIEE K 27 BTk il 2 4% 1T
.

33. ARPEBRNE R 32 Frad (19 7772, oA B i S 2 Bk A 1 R R0 T Ho 2 BR AR 1 T B4
—ANESLZ AR EIIPRA 2 I 8 A i

34. FRHEBCR)EE R 32 BBCREE R 33 BT (19 77 7%, dF— 2080 & MBI fi = 40 e 5 554
[ BT iR H A

35. — PPN CoaR 5 P pAAE BAEH 97775, BT il 75 i 46 15 40 o 2% 22 AR AR
TR 1A 16 5 19 PE— IR PR BRI BRI ZE K 20 2 26 HE—TT R &A1) .

36. —FPHNEIL LA N CoaR ¥E MR 775, Bl 77 260 F A8 40 e 2% 2R TR AR EE 3K 1
2 16 8¢ 19 FE— TR PR BURFEACRIZE R 20 & 26 P E—IUT R 64

37. — BT BUIRBH AT S b R IE 1R 7325, I 7280 B 26 7 I X AR P AR 22 3K
1 & 16 8¢ 19 HF— T iR BIPUA RIEARI L K 20 2 26 HE— iR 1 45590 BOR) 22
K27 TR ) 2 A2 B R EESK 28 Tl (W 28044 BOR B3k 29 Jirad (197 3= 40 Bl / RCR)
TR 31 TR A G

38. FRAEBCREL R 37 Pl (1) 7532 L rb I A o i A2 28 9 25 Ui o

39. MRAEARIEIR 38 ik i) 7512, Horb Frid G0 8 5 A& i his 2 B B G0 18 55500 o

40. HRARBURIESR 37 Pk (1) 7515 JLrp BT i o A2 28 P54 o

A1, FRYEBCRIEISK 39 BTk ik 7712, Forb BT 98 1t 50 A2 S Itk RE B2 1 280

42, FRABRBURELSR 39 22 41 WP AT — U I (1) 7512, 2 B i 5 98 3 259 B R MR o
KA BT/ 8 A4 s 1L .

43, — PR BCR)EE 3K 39 2 41 AAT— 0TI (1) 7535 oA i 92 9 A0 R Bl 4 1R
s SAMARTEAL o

44, —Fh T 3B IE 9097 T BIR G 0 SR SR AL I 771 TR 77 8 5 45 T BTk b S AR 4
BORJEESR 20 22 24 PAE—TITR I 25 69 BUgmbs 1) 2 A4 AT IR -

45, — P PR 5 N 5358 ChaR A0 B A (1K) 5 3%, BTid 5 i A R A Ak 40 il
SIRPEAAE SR 1 2 16 8¢ 19 PAE— IR HT Ak  BURTE AR ZE sk 20 &2 26 HE— I
R LA WA, b TR BUABE G4 6 TE s 5Ly 4 .

46. — P FRIAE S N CoaR /24 575 1077V, PTid 77 L R84 B B i S AR R AL
FIEESR 14 16 8 19 AR TR PR/ SRR 25k 20 £ 26 AT T IR
GEA B, IF O HTBTIREE S A ChaR 5 TR BUA R SE S Y2 R IN45 Ao

AT, — P T2 WO S E 19 77 705, BTl 7 iR TR A G SN SR A AR i S AR R
BORJEESR 12 16 8¢ 19 AT —TATR PR slR PR BCRIEL Kk 20 22 26 F T — I BT i 1) 45
A, TR R S BRSO ChaR 5 TR PR SRS A R 45 Ao

A8. MRYEARNELSK A7 Prik i) 751, Horb Jrid Ty ke RS Ml FH A 2R 2 AR AR BN T iR i %
PAF AR SRR B4 3 1T

o = O ©
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49. MRIEBORER 47 BB ER 48 Brid (197735, b BT i 2 G e A i o

50. MR ER 1 22 16 5 19 HE— TR I HLAR RIEBOR LK 20 52 26 HAE— T
BT 45 54 UM 2R 27 Frik i) 22 0 IR BUR 225K 28 BT AR BURI 225K 29 ik i
fi EARHOAT / BOBCRIEESR 31 BT iR B 4L WA o 25 AE R T BRI S A (R 7 1 £

51. MRYEBOMER 20 2 24 FPAE—TUITIR ) 5 1) B i 1) 22 A% 1 BRAE il 26 T35
TR I 6 BN G 1K) JOE B (19 25 7 T PR o

52. MIBCHER 1 22 16 5 19 FHE— AT I HLA RGE B K 20 22 26 HAE— T
PTI& (¥1 45 60 UM R 27 il 1) 22 12 H IR BUR 25K 28 FITid (KA BUR 225K 29 Prid i
i EAAT / SBCR R 31 BTk (2L S A D 29 HE IR 7 BT X6 S A R E 7 T A

53. MRYEBOMER 20 2 24 HPAE—TUITIR 1 5 5 ) B B B 1K 2 4% 1 IR AR D8 290 (EHS
TG 7T 3 16 B S 1K) JOAE HA (1 T

54. —PRF &, A EARIEAURI R 1 2 16 5 19 HE—TATAR PR R BUR =k
20 2 26 AT —IHTIR I 456 BURIEE SR 27 FTids (¥ 22 AP IR U)K 28 BTk 1 3 ik AL
ALK 29 Frid g L4 / BRI ESK 31 Brid A &4
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ANR{LHT —CaR ik

R G

[o001] AR K5 N Coa ZARE: & I NIRALHUIA S AT a7 ARSI 25500 Al i . A
WFFT Rt — 09 K s BTk NIRRTy 41, B AE 2 A 4 rh (08 . Rl
b, AR BRIRT 5N Coa AN PS5 G K/ R BTIR TR I NIRAL ST IA

EEEA

[0002]  FEFPEMMAE [ C3-C5 R E KA = AR BB =S A E S 7 FIaEE
K BH B 7 B XS B B R B A B CBa 51 R T i) 2 IR N . AR RIAE Y I
H RS 5y 2 H A MR IL 5 (margination) IR BURL 45 & B 8 KRS (granule—bound
proteolytic enzyme) WP i MEEAI AR B HHZE ™ A4 | MAir B 40 i 232 0E PR LA
J AW i LRIRE )15 Cha 4y T2 “ 58 i 7 (R RIS it Cha 73 T-1E IR G BE IR B 40 JBE
IR BB R I BT BE A 4N ( Fh ks 40 f W8 2 Rz 40 L R 8 A 1 7 40 L+ 0 40 it
RN ) B ARG E R, JF 5 1 RS & 8%, 57 40 Bt 22 AU0G BF (1 40 o 2 5 b g 5 1 i A
HIEME . BN EE R EE AT LS| & NADPH AL B R AE AL o IR PP BTSRRI S
LA 2 A PO B BF B XS L. Cha 22 5 AL HE A M DT 98 L 4 Rt WO I AE P gy 45 40
TR PRI B 18 S5 RE AE N A5 R i B AL E] (Gerard and Gerard, 1994 ;Murdoch and
Finn, 2000) .

[0003]  Cha if@id HH A2k (CoaR) HILSG N T Coa . CoaR J& T-LIRESMR G- K H
TRICZ AR F . ChaR s2Xf Cha HA g My 1) 52 44, Horh Kd 25~ 1nM, HoA7 T4 9 40 i
TE I — LA A4 2R R b BN 40 I I 52 R B AT R, RS B 41 BT ik 200, 000
LR SR AR A AEAT S5 A R [ Py o

[0004]  ChaR Z5HAFF A LIk 2 AR Kk, B T4 Hudh N- K 2 J5 B2 A 28 T 08 e »
A 2 I 108 S R T () 55 A S e MR T (V) 55 ) AT T AR DA 40 L PN R4 R AR ER, LA
HLPY C- Kui &5 MU 2 fio CoaR &7 SEMH I N- K4 fudb e il X FloR AL N- K g
GE I LR IR 255 4045 TL-8 il fMet-Leu-Phe (FMLP) 324K S W (KK 1K) G- & AR IR 52 44 .
[0005] A CoaR FEHLFIFNH] Coa S ] ¥k > H Cha A I 20k 98 1 s 7, T A 5% i H A
WMERST . T IXA B, BT CAHAR T CoaR IKIEHIFIABL —Coa Z A1k (Watanabe
20N, 1995 ;Pellas 28 A, 1998 ;Konteatis Z¢ A, 1994 ;Kaneko Z& A, 1995 ;Morgan Z& A,
1993) . f5ll1, WO 95/00164 FHA T £F%F CoaR ) N- Kuik (7&FE 9-29) Mbifk.

[0006] WO 03/062278 ik T X} CoaR FIPLIA. XKLL/ BT [ =AFRA TF3.6C12
F12D4, X LeHT AR R AL S PR 8 an o] AR E A Ao BT Coa 254 BB (152 44, kg
AR PRI L) Coa— 28 [T, JFRHIL BB B A (K 50 . A T hilE i, L B A
B BAF WIS LIRS T/ BTk SR, 45 T/ RBTAR— DS R N R G n] =
AN (HAMA 2R ) e B B TR . HAMA Jsz S e M I R 4 /) BRT A e
ARG IR RN BRPT R S B R L & .

[0007] A Y 3k G B HAMA J B, SRS — AN 7 vl i NP B E R A 45 & X

6
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TRIVEZ “ APk ” BRIE T “ AEAL” /NPT AR, XA R S EPUR R k. T
Ho NBEACHUAR SRR TN 72— BLAE DS e Ren] AL B i i A HT B B o 7
ZORBIANBD AR 538 7%

[oo08]  AALL BRIK 32 B2 il AL TR HUE IR AN N 2% (Jones 55 N, 1986) , £ 44
TEOUN, BURBI+ 22— 80D, T B FUELRE AT (Verhoeyen S5 A, 1988) » SR, 1
RN IR R e S ANE B BRI . 2/, WRRE LR 2 AT B AR
A A0 SR A P ARGV S B A ST, S L g N I AR R A2 ) Dy e A A
fiff B AR 1 40 P 1 B B T A F AL ZE o RT3 T AL IR T B2 I A
PRI AT B3 J B0 R 485 A0 224 AN T TR D B0 5 200 AR ) 22 00 5 A2 R A Y A 3
A AR STIE

[o000]  FEEW[H Wi / BA 7 7 ik B a A B R/ s ChaR 55T Hr
Hh, T B  T TR NS WA/ 806 YT 75 H3E B AIRAL ST —ChaR ik

EZIAAE

[o010] A T REH S CoaR AW HLAE, (H A G55/ s A A EE (1)
REME o BRI A B A BN A7 T JLBIAR S A JEAL Bk, SEEAA - A2 i / 806
7 AR AR .

[0011]  ZF— 5, ARG T IA Baifb A / s E A i AL bk, s

[0012] i) AL A ARIX [ S BRER 428k, 4] AF X AL 5 SEQ 1D NO :31.SEQ 1D NO 232,
SEQ ID NO :33 1 SEQ ID NO :48 H1[{j— sk A p 41 22 /0 93 % AH R 2 B v 41, it/ B8X
[0013]  ii) & HARX (R Bk (A=A, Z XA 5 SEQ 1D NO :34, SEQ 1D NO :
35.SEQ ID NO :36 F1 SEQ ID NO :39 Ff1—A R ZANFE81 2 2> 90 % AH [ (I 2 e 41
[o014]  HrizBifAZi & A ChaR,

[0015]  FEARZE RS2 EH) h, e Bk A EREA S AR X, i AR X AL 5 % E il SEQ 1D
NO :34, SEQ ID NO :35 F1 SEQ 1D NO :36 ZH R IR IEIR T SEARIE N, Sz skt &
AU A AT AR IR, %A AR K A A SEQ 1D NO :36 B A LR T4

[0016] 75— ML S 0, S Bk iy VR REAL S T AR X, i ] AR X AL 5 1k B B SEQ
ID NO :31.SEQ ID NO :32 F1SEQ ID NO :33 £l k2L IR FE IR /7 41) . SEAR LML, Sy Bk & A
BB AR X, 1A AR X AL ) SEQ 1D NO =31 4R AL B e o

[0017]  FEHRF AL IE () SE ) o, o e Rk EE R E AL & w AR X, %] A2 X A 2 fl SEQ 1D
NO :31 $RAUL R EEIR P41, M e BEBR R A RS v AR X, iZ T AR X AL & 1 SEQ 1D NO :36
PRI T UM, Bk R AL & 1H e X, %5 2 XA B B SEQ 1D NO <41
P R IR 740, 1 G e Bk B I RS E X, 1% 0H 2 XA 1 SEQ D NO :42.SEQ 1D
NO :43, SEQ ID NO :44 8% SEQ ID NO :45 $&ft ({2 EMRT4 . SO H, fEski O Rt
FrEE X I E XA SEQ 1D NO 41 $2HE R 2RI 741, e Bk iy A E R A S E e
X, %6 52 [X 40,7 B SEQ ID NO :43 8K SEQ ID NO :45 32t s FEme F41), A1 SEQ ID NO -
45,

[0018]  TE—ANSEjfslrh, ek it R & nl AR X, i ] A2 X AL 7 B SEQ 1D NO :31 42
BE LR T A, Tz Bk e A ERE AL S AR X, AR X AL S B SEQ 1D NO =34 $2 112

7
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FERFA . Peibhh, ks AR RERL S EE X, IR E XA S B SEQ 1D NO =41 $2 {2
SERRST A, M e BR AR A AL B X, % E 2 X AL B SEQ ID NO 42 B SEQ 1D NO :43
U EE R T

[0019]  7E 57— S, S Bk R BE AL AT AR X, i AR X AL i SEQ 1D NO 32
PRI IR A0, 1 S e Bk EE RS AR X, %] AR AL SEQ ID NO :34 $2
RILIR A . DLkt e Bk S A RRBE S IH E X, %18 2 XA B SEQ 1D NO 41 #2455
RIEIRT ), 1 o 2 BR R A B L5 1E 2 X, 1 E X AL & B SEQ 1D NO 242 8 SEQ 1D NO :
43 PR R E R T .

[0020]  {EBE— D HISHER] T, G ER R A RBE RS A AR X, A AR X A T SEQ 1D NO -
33 PR AL IE IR 741, M S e Bk AR VR B v AR X, i AT AR XL SEQ D NO :34 44t
(M2 LRI 5 ARIEHh, fo e BRE VR R B e e X, %082 XA & SEQ 1D NO =41 $2it
(MR T4, M Skt B R AL O 1E T X, % 0E 2 X AL B SEQ 1D NO :42.SEQ 1D NO -
43 B SEQ 1D NO :44 LSR5 .

[0021]  #FE N —AsLififel b, e ek i RS n] AR X, e AF XL B B SEQ 1D NO <31
PR SRR A, e B aE B E R S AR X, i n] AR X A5 1 SEQ 1D NO 35 $24IL (1)
AIERR T A AL, Bk EE RS HE X, i H E X AL H H SEQ 1D NO 41 4212
FERFA, M e Bk B AR S 1HE X, % HE X AL i SEQ ID NO 242, SEQ ID NO :43,
SEQ ID NO :44 5 SEQ ID NO :45 $2{EIEIEIR 51 .

[0022]  7F 55— ASEilifdl b, e Bk i A RS n AR X, % A AR R B B SEQ 1D NO 532
PR 2 R P2, e Bk EE B EREA B R AR X, %A A2 X A5 Y SEQ ID NO 35 $24IE ()
AT H . YL, Bk PRSI E X, % H E XA 1 SEQ 1D NO 241 #2451
AR TA, i g Bk RS EE X, 1 E X AL SEQ 1D NO 43 $2 2 R
JF41.

[0023]  ZERE—DISEf, Bk S AR EE RS AR X, iZ AR X AL E H SEQ 1D NO ¢
33 AL IR 74, 1T f e BR AR [ EARE AL S v AR X, % AR XL SEQ ID NO =35 $ 4t
(M2 FERI T 5 AIEHE, Fo e Bk R A B e X, %8 2 XA & SEQ 1D NO =41 42l
(K2 LR 741, 1T S BBk R A A 3 1E 52 X, & E 2 XL O SEQ 1D NO 43 3Rt 2 3t
FRIT 510

[0024] 5 — MNISEHEG]H, Bk AR S AR, %A AR X AL SEQ 1D NO
32 PR AL IE IR 741, T S e Bk AR VR B v AR X, % AT AR XL B SEQ 1D NO :36 4 4it
(M2 BRI 5 ARiEHh, fo e Bk VR B e e X, %8 2 XA & SEQ 1D NO =41 $2it
(W2 LR 741, 1T S Bk 8 S RE L 3 1E 52 X, % E 2 AL B SEQ 1D NO 43 34t 2 0t
FRIT 5

[0025]  {EBE— D HISEER] T, G R AR RS A AR X, A AF XA SEQ 1D NO -
33 PR LML IR T4, M S e Bk AR R B v AR X, % AT AR XL SEQ 1D NO :36 4t
(R2d SR ARIEHE, e Bk VR B fE e X, %8 2 XA B SEQ 1D NO =41 $2it
(W2 LR 741, 1T S ek B A B RE A 5 1E 2 X, % 0E 2 XL B SEQ D NO 43 3t 2 2t
FRIT51)

[0026]  7F /i 1k 1 5 Jti 491 o, 1% B4R TTAE N ChaR IR 58 — 40 M 4 38 b 45 & Bt i K A7

8
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EEYFPP (SEQ ID NO :38) o FEZE— Sl b, Pk A e N CoaR ) N- A b ] A5l
Hit 55441 7 22 7 PDYGHYDDKDTLDLNTPVDKT (SEQ 1D NO :59) .

[0027]  FEARIEIKSEHER] T, Fidk S & N CoaR, PR RISER ) 2 /07 TF3 1 8 5 LA, 5
Pk 2 /DAE TF3 1) 4 £ LAY, T2 BALIEAE TF3 11 3 5 LA .

[0028]  ZEARIE IS, 6f T35 A ChaR i A A s 48 B 2, A% R BRI ECy, /)
T 4. 5nMo FERE LSS, AR BHBUR R ECso /N T 3nM, /N T 2nM, B/h T InMe AT
ik ChaR Y A A RGN MU AR ) ECy, A4S 3 Fh IR 1 7 VAR E

[0020]  7E 57— SEHH AR BHPUARRERE AT A PERL AN fIE B PR 22 /b 40 %, SEARIE
20 50%, BAREZR D 60%, AR D 70%, LA EL 2 HAR %k 80 % » 751 — 45 1 S i)
o, AR BHBUARBEIET CoaR 75 T (19 A A R 4l M A2 1 e LL 7R3 5, /05 2 £, R AR
e 5 A% . A R4 MO B I B P F SE A 5 IR B A E -

[0030]  TEuE— DRy SEiids) , A PRV TR M RS A R4 . PR A
TEAC AT S BT CDB2L F1 CD11b RIA, Fl / B A A ) = A e , dn st 7 A ik
[0031] 75X —ANSEjtafel h, AR BH PR B rT A I AL (deplete) [AIfARIE 2R A MK
(i rp Py 4 O BB A 4 . [RIAAE R (ex vivo) HP ey 4 B K% 40 J P 98 36 T 4 S e 151
8 FH 9 HhHEIR I TT A E o

[0032]  {EHE— DI SEiE o, A Kk BB AR EE 9 BHWT Coa 5 T 1 Ca® 1) A A T4 s 4 e 1
WA BUKK EE /N T 30 1w g/mL, SEALE/NT 10w g/mL, AL/ T 50 g/mL, EALENT
L v g/mL. FHW Coa i 3/ Ca VAN A HRLAN i n] 42 SEHE B 6 A F5 IR (1) 77 200 2

[0033]  7E — A 55 JlE 4] P, A & B P AR A2 HE 9 4B 7 (non—depleting) H 4E ¥ 4k 1
(non—activating) [J. IGALHER Y HFPHT AR K SE 5] 2 hAb—Qo 7E W] &4 (1) St i o, A%
KPR S EFEE R RAE IS AL PR o BEALFEIA B e AT AR 1 SE 5] & hAb-N,

[0034]  ZEALIEISEHER]

[0035] i) IR ERER (RRFER S EE X, 1ZE 2 X A5 SEQ 1D NO :40 FT SEQ 1D NO :41
TR — AN AN H) B 2 90 % ][RI RS L B R 41,

[0036]  ii) HEEkar I EREE HEEX, ixH 2 X A5 SEQ ID NO :42.SEQ ID NO :43,
SEQ ID NO :44 1 SEQ ID NO :45 H [ j— a2 AP 41 22 /0 90 %6 A5 R 2 741, ALk
Hh,

[0037] i) SRk ARBE A S E X, ZIEE XA S 5 SEQ 1D 41 £ /b 90 % A1 A & 3
B& 741, i

[0038]  ii) HpEBkiE HEMAEEEX, ZEEXAE 5 SEQ 1D NO 45 %590 %6 A1 [F] i
RAERITH o

[0039] A VEAL AR T LLAE AS AT 35 A 50 (9 (00 38 BT K 65 A8 S e 45 AL 6, (AN PR TS
H 9 2% 5 Bl R P 4% A 21 R I DO 22 JIRRE 465 4« BRBE B AR W WUBE BT A8 (diabody) = #EHL 1A
(triabody) BRVYEEHLIR (tetrabody) , L Fifk i B, a0, (HARR T Fab f B a8k BB ik.
[0040] S — 7T, AN K BHERAE T AL & AR X B A B AL / SEA R ki AR
B, A AP X494 5 SEQ 1D NO :31.SEQ ID NO :32.SEQ ID NO :33 1 SEQ ID NO :48 fifj—
ANEZA ) E > 93 % AH R = FE /R 7471 o

[0041]  {EARIEMSLHEMH, S BRE AR BE RS AR X, i AF X 44 5 5 SEQ 1D NO :31
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2 /b 93 % M A R R T o

[0042]  FERE— P HISEHH] T, A SR T A S Al AR ISR AR b aiqb (A / BB 2 I A
PERR AR ERE, %] A XA 5 SEQ ID NO :34. SEQ ID NO :35. SEQ ID NO :36 i1 SEQ 1D
NO :39 F—AEEA T 27> 90 % HH A I Z IR 751 o

[0043]  FEALIER)SEHEH] H, S Bk BB AL Al AR X, i AF X A7 5 SEQ 1D NO :36
2 /b 90 % AH A ) 2 TSRS T 41 o

[0044] 57 [, AR B AL T AL & AR B e e BR AR VR RE RN / BUA ik B S e Bk ER 1 T
FEMEEAR At A / sREA B, A Zdukn 454 A CoaR.

[0045] AR T A AR HPUARI HE SRR 45 6 BIBUARIIE T I 259 . 1877 7
SE ) B4 , (BN FR -, 40 B E 25 U R RIAL ZR (i, - 131044 —90 BAH -111) \ fu iz i
W PUE A (angiogenic) 5\ Pi — M ETE A/ BIARMAE T %257 T |
Pt - BGTE 257 P T2 (Pro—apoptotic) 25777, MVRIT LR o

[0046]  7E— MLt H, B R A MM (SR, Pseudomonas) 4MEgER B ATAE
Yo

[0047]  FEIF— DI SEHEH H, I FIE BBk (linker) [M14245 6 BIPifk. S #1 £
T AR T 4-(4' 2B IRE L) TR (AcBut) \3- ZBEIL R FEM MR (AcPac) \4- 37
54 A - R (B ) FIEATAEY) .

[0048] 571, A% WIS A 1A 2 A e B BT A4 RN B B sl ) 42 45 5 B BT AR I m] A I A 25
(M5B T B IR IR S M9 0 48 , (AR T, R PR ARZE 9 SR 28« AR 25 1 2 45 57
(g ) o

[0049]  FERE— 2017 TH, A BHER AL T dwbsh A i B BUAR B AE AR B I S e 3k iR B 4
AR B ) S e BRER E ERERT /B R IS5 SR 4y B R/ BRONIR I 2 2 IR -
[0050]  fRikh, ZZ B S 1 SEQ ID NO 52 ~ 57 HAF— ALK 41

[0051]  Jj— T, A R T A8 AR R 2 IR IR . PLdtHl, 13 14 2 R IE 4
o SARIEHL, Z 2 T IR TR EHLE R 2 E 31

[0052] 53— 70, AN R B AL TR E AR 2L IR / 8O R R R E 4. 1%
T E A0 M ] DU ATAR 40 B 2 2, 19 4 v 18 BF A A sk s A e

[0053]  tHHR it T AL AR B4 M R 3R N SRR A4 o

[0054]  tHiRfit TG, A -GS A R PR A R B S0 5 1R 1 AR RE AN R B I A
EEREE O ERE AR S GW) AR 2 A B A R BHAARN / B R B s L4 i, UL
ZiHZAR (carrier) .

[0055] Y — 7 THl, AR BRI T A = UK 5 v, T A S R R A kBT A e AR
2 AR A = Uk, o RS 20 —MA Rk N 2 TR .

[0056]  7E— NS, S e ER A AR BEA S BR B A A DL TR ERW
AN FE R IR B AE b

[0057] Uikl iZ ikt — A& WrE FEA = H EUL (recover) Bk

[0058]  FERE—DIJ7TH, Ak BERME THIHI CoaR 5 FLBC AR FLAE FH I 7%, %07 4
P ATZ YN M 2 5 B A K PR AR RN E5 5V .

[0059] ik, ZEL A A Cha.
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[0060] DL, IXPUIABRE SV nT BH L 22 /b — SO P AR 255 21 % 40 il

[0061] 53— 771, A K I T 4 HI 48 M N ChaR 3 PRI 7712, 12077 1280 A 40 i 2 i
BIAKR NPRBA RN SV .

[0062] R TRIRMAJTIH, 1% 715 AT FEARSN BRI AT o

[0063] 55— I, A BHER AL T 37 BT A G e hE 1) 7 ¥, 1 5 VAL B 4R T R ok
ZA R PR A B R S5 G0 A R BN 2 % IR AN & IR IR 4801k A B 1) 1 2 40
A/ B HAED .

[0064]  7E— NS P, I A G0 S5 T A TAE , 491 4N B B SR o

[0065] 7 55— ANSEHAG P, 120 IE A2 28 PR, 9 A0 SR ARE BB R RE

[00661 75— AN Sl 5] 7, Ho 5 90 2 i ik AR MR v A 3 AR LT RS A/ B A T
1t

[0067]  {Eik— 30 (S o, G B iR A IE B R MR SAMATE AL o

[0068] W] B ¥y BRI 90 S LS, (HANBR T, Ik R & 98 ik B R AU 1 i 4%
[ J5 P Mt Tt 0 s I R A e S N 25 et A B RO ek s R M e A T
B Rz 5« 24 B2 98 B2 % VB2 VRE RV PR Bz 58 AR MR B2 A2 LIV R KT R L 2 R T
BEAL RGP AL BRI  EELE ) /DAEBURE R  B R A B e R R L B ZE IR
i (Behcet' s disease) EAHHEF B NKAEAIE BA Bk BAS B 19 40 MO R 10 e he |
FRREE U7 P RS Rl N TR I 53 38 2R A ik SS P YR Al i IRl 735 R R 2 L5 2L
RVBERIGHE IR R EFER GO (Alzheimers diseas) . A ZE P50 « I AT ¥ RS 28 9 AL
5RO R IAS R R SOV« SAR WMCIILAE 15 14 BELZE PRI 5 (COPD) 28 M K15 K VBt
PR EEGAE AR AH S PR B B AR 1 R 1 A2 PR 1 /N BR S 5 R B DAY

[0069] A BH (1) k] 5 LA CL AR T A AT o PRI, 76 SE M0, 07 vk — DA s
45T /bR IARA A Y, F DAY BB AE o SEM Al VG T AT (RIS A BAH gk 3241t .
[0070]  HAR A (addressee) W HAR, 225 T X G A K B 2 4% IR « AR B (R 2014
A/ B8 T B AR 4, S PR B S G e R N B R E .

[0071]  PLIEHE, ZHUIAK. 5B W) 2R AR / 8lorg 340 M DUA & BT 415 P T
L7

[0072]  Gj—J7 1, AR BRI T BB IR G T FIBIXS R RAEFLAL I T2, TR ARG T
JIR X G AR B4 510, B8 I gmtS i 2 % H 1R »

[0073]  FERE—Z W7, AR IR T IR AY DI AR 2 (present) CoaR 4H g1 ()
T332, GIT A AT A M 5 AR A% R B P AR B AR & B R 45 G e, i i fk sl &5
GGG RBEAE ) T S B A U

[0074]  IAFEM)JTT T S ELFS DNAL RNA B A ZEDLIE I SE it 9 b , A i 2 22 /D36
73 XU DNA 5528 /D8 73 XUBE I RNA

[0075]  FEALIE IS, 208 ChaR 140 Mok Bt T 20 40 M 21 e ) 40 19 40 i, 491 ks
A 4R, A PR 20 L G T A A I TR TR A K ) R A A E K A R A i
FERSSOPRGH L, LA S AL 2R rb 1 5 55 40 1, 19 G e 40 W (48] 2, /) Jd T 40 T P2 08 o 4 e
(hepatic_Kupffer_cell) 'B/NERZNEAIM ) . B 3R E 40 B T 90K B 40 A 1055 P 52 40 . oL
JULAR I 22 TR T 20 1 R 22 40 M L 2D ST 5 40 S 3 R 40 1 O T 3 i 4 iR (articular
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chrondocytes)  RIFHATAR N SCUE b K240 D A1 R4 1 2 g iR 4 i o 62 Sl D0 10 552
Jti R, S CoaR IIAHMIE B i1 S04 O i 20, R 40, 4 droke 4 i (4o, Hh ok
240 L 16 ool P A R TR A ) B A L S K A BT 4 A AR SRR Al e, B L
R S BE A I, 19 G R B A, /I AR M B2 B A B AN ER AR AR L )

[0076] 3Ty i, AR WIARAE THLINAE it h N ChaR 7 1E 5 15 (K 7735, 1% 5 A& AR i
AR, M/ SCA R I 25 G P, IF 73 Hrdt it sh N ChaR 5 5t sl &1 45
AN

= o

[0077] W] A IR 1) 3 B A it ) SE L, (ELAN— s SR PR T, I I3 2K, % 4 e sl 21
UK (tissue biopsy) o

[0078] 7 i, AR WIERME T2 W R B R 7 5, 2T AR S AT %, s SRS
(R 5 A BRI DL AR, BAS i BH I 25 5 )8 ik, FF 0 R R B8R i P ChaR Hhifk el s
YRGS

[0079]  BAITH, %7 VE I AEAR S AR AT

[0080]  {E— SRt s o, A AL 2R 2 bR A B MO R 34 R 20 2R sl I AR FR I 2 4 AR A1 A
ATETT

[0081] {5 5)—ANSEHtif) B, iZ 7 A B AR Al A BTk o &b B3 ChaR 40 i 2 18] T
BEMRIFET 45 7N G H BEBFIFRHL AR HHUE, IMTZE S EE .

[0082] DL, 12 A He o o AT o

[0083]  tHffft T AR HITUAR A K RIS GV AR WK 2 % B8R AR BT 80k A
R YT 40 MR/ BA R W 2H 5 A ) 4 B TR 7 sCRRBI 6 % B hE 1 254 77 T
(R I% .

[0084]  AHFRAE T A B 1 45 G Wk ISR AT 1) 2 1% 7 IR 5 1 £ F 0 v 7 7003 326 31 %
G RAEERAL R 2549 77 T8I ) T

[0085] AL T AR EITUMAR AR I ESG ) AR R I 2 R AR BT Eik A
REHEIE E AR/ B B B2 S AR A R 97 BRI A G mP IR i 1) 25 P 1 FH o
[oo86]  tHARME T A K B &5 Gl A e il (1) 2 4% 7 BRAE R 16 77 T 126 BT 5 1 &
iE AL 2590 ) P 3%

[0087]  {Eik— i1 77, AR WAL TR &, R S S A R P4 A R W I 4
G AR 2 TR A IR 30 A B K i =4 e/ sk IR 50

[o088] Ml 2 WLHb, A S B — 77 [ FRID 26 A AR Pk A0 A T A e W 1 22 HAth D7 18
[0089] 4 AN D3 N A BRAE, £EA K W VE 2 7 1, Pk g L4y (P ak i e
8 ) FEA L, S EE PR R AR LS, SEOLE TR ER) SEQ 1D NO P41 2 A

[0090] "3 I T [ HE PR il 14 S 91 I 2575 B Bl fd AR R B

3 =1 152 AR

[0091] & 1. 5/E 7R3 B8k Vk X I RIS e s N Tg 325574101 ClustalW EbXT. HE
BT TF3 B X CDR. 7nH THALHEHELEF 4 (consensus framework 741 ), hVKFW Cons.
[0092] & 2. 5/hER TF3 EHE Vh P40 A S s N T BHE V X P41 (A) F1 ] KP4
(B) ] ClustalW Luxfe AEH T 5 X4 TF3 1f) CDR. 7 tHIK V X LA HESE 751 (hVhvEW
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Cons) Al J X FJHAHELL P4 (hVhjFW Cons) AHIE, M AR IA 741 (hVhEW Cons) ,
FEHE TP3 CDR (937 :D XA & 7E CDR-H3 ) &

[0093] &3, ] 1A A N VRAESE 41 55 /08 B TF3VK 210 1 B FH 16105 U5 AL TR3VK
BRI, hTVko /L TF3CDR(HEH#) ) AR S hVkEW S HEAL R4 . B 5 FRidi =
MR BRI 548 Ry /L TE3 HESE 7471

[0094] 4. N RNOK203VL J7 41 5 /N 7R3V JR 41 (R LT F 6 8 N IR0 ) TF3VK F5E
J75, h7aVks /MR TF3CDR (HEH 1) #E R 4E 21 RNOK203VL HEZL 751 1

[0095] & 5. KV2F— A s i) VLCD18-Q J3 41 5 /Iy Bl TF3Vk J7= 1) 1y be ek A T 1 A Ak 1)
TE3Vk 5255741, h7bVk. /N 7TF3CDR (HEH ) ) #R A 2) VLCD18-Q HEAR 741 .

[0096] & 6. AJEAL TF3VK FE41) 5 /8 TR3VK R EL X . 34 P41 h7TF3VkCons & =4
NBEW T IIEH P4, HEH T CDR. AJRAk TR3VK [Fail 2 a5 B e 5t L A6
FHEEIR

[0097] &I 7. & 2A A1 2B AN Vh HEAL T4 5 /N L TR3VR J7 41 (R EE X FH TR U
1k TF3Vh EHEF41, h7Vhe /N 7TF3CDR (HEHIKY ) A5 48 2] hVhEW HAG HERL A1 F . A
T (%) FRid IR RN E RAR R /N TR AELLE A . H # ARid N R IR 5 AR R ARk
(alternate residue), W XCHF L H .

[0098]  [&]8. A SGI-VH ¥4I 5/ 7TF3Vh 341 (R EE R TG0 AN JEAL TF3Vh EREF41,
h7aVh, /MR 7TF3CDR (HEHI K] ) #R A 2 SCI-VH HEALFAF . BT (%) PRz [m =
KA M /NG, TE3 HELLFA1.

[0099] & 9. A HG3 J¥#41 5/ Bl 7TF3Vh [ 41 1) EU R A T 6 N JRAL 1K) TF3Vh EE 85741,
h7bVh, /MBS 7TF3CDR (HEH K] ) MBI HG3 #ESR 4. 25 (%) FRid iz SE R [e 2 R~
RN, TE3 HEALSP 41 6

[0100] 10. N¥4L 7TF3Vh J7 51 5 /8] TE3VR R A LT . 545741 h7F3VhCons J& —
M NBEAFHRSEA P 5. HEH T CDR. A4k TF3Vh JE41 2 IR 2 7 R A 5t B E
tBERRR.

[o101] P& 11, a4 PERCARSS Al e, 23000 bh e 7 AURAL 7R3 rikAn/N il 763 A
Fi 4N hChaR FREUAR *°1-Cha IBE

[o102] & 12, S PREECIRSS A58, %000 b8 T AN Js4L 7R3 HUARRI/ N 7R3 A LL. 2/
hC5aR # 4t 7- I hChaR HHEUAY *°1-C5a (K] fiE

[0103] [ 13. 7E 4°C T Hi —CoaR Hrifxs A ki 48 A4 5, H log,,( L7 El (top
panel)) FZEtE (FJ7E (bottom panel)) LN x— FlifER

[0104] & 14. Ik ELTISA : N¥E4LFT —CoaR Fi Ak hAb—J (& A) F1 hAb—Q( & B) Xf— R4 &E
K (no. 1-22) M5, ZEEMKAE KA A CoaR i AN A 12mer 741 (A
— MR ), FEE 3k E SEQ ID NO :37 (no. 23) HIF%EE 173-205 (] 33mer. hAb—J ( & C)
F1 hAb-Q( I D) 52k E A C5aR (no. A1) [958 ZAALAN R 12mer [FH 45 A, — R A5
AZRE (no. A2-A13) LS HAH B Ala RAFIZREL (scrambled) ik (no. A14) ) 12mer.
[0105] & 15. ZEASAIFGREE N, AVEALPT —ChaR mAb hAb—] F1 Q BiHT —C5aR mAb S5/1 (fE
5ug/ml) HA4kAE ELISA # _E ¥k PEP1 (SEQID NO :37 %Ik 9-29) 44,

[o106] [ 16. AL F At fF 5 u g/ml TF3 FIEA N4 TF3 TR RIAFAE T AP P

13
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YAHEL I InM Cha KT .

[0107] ] 17. Hi -C5aR Hifk hAb-Q( 15 ZE/, closed diamond) 7R3 (FIHITIE ) X
C5a 15 1 N MR 40 Ha 4k 2Rk 3. 4 A B RSEEG FOF 38 (- sem) £5 KR AT
PUARTHEFEAR (LB M KIEBNE o, s8R A B ai CFED) FP%5E . X4l
FERALAE Togo 1 g/ml ) Ab IR, .

[0108] 18. SEA/NRPUAR TF3 FIAYRALHLA T FQ X Cha 5E [l ¥ hChaR/L1. 2 # s+
0 M 32 0 ] o

[o109] & 19. 755 Mk N IEALPT —CoaR Fifk hAb—Q — 2 & 2 Ji5 Cha 175 S A H 1t
o 20 i AL 2 ALl

[o110] &1 20. 7E Cha 5 T -5 & PR 9 AJEAL DT —ChaR Bk hAb-Q Tl & 40 Mu 1)1k 2%
Fatb 2 BTFIZ S5, ZEUF 25 ChaR A1 A R4 i _E 455 Pt —ChaR Fit ik hAb—Q 7K T~ [a] UL
I LR AR

01111 P& 21 AP R4 E455 30 —CoaR HLik hAb—Q 7/KF (Coa 175 R Gt 2
IR )G ) 58 MK EE ) AR BT —CoaR HLik hAb—Q U & (1K) 40 MLIT A% (K300 2 8] 0 00 5]

IR
[o112] [ 22. C5a if5 2 CDL1b £E55 5 Al B 1Y NIEALDT ~CoaR Hiik hAb-Q T A
PR AR L R IR

[0113] ] 23. C5a i T 1) CD62L 7E5 & Fik BE i N IRAL BT —ChaR Hifk hAb—Q FiFE & KA
R4 A R TR R

[o114] [ 24. 76 N4 5 ANJEALFT —ChaR Fifh hAb—Q F1 hAb—JPBS Bk 41 i 1% 4k 57 £MLP
—EIE 1 G, R F CDL1b (B A) F1 CD62L ( K&l B) KA.

[0115] 25. fE N4z iS5 AJEAL BT —C5aR Fiik hAb-G 5k hAb—J B Coa —HEHFF 20 4)0%f
2 J5, KX PBS X, FRMERI4n i b CD11b (& A) F1 CD62L ( &l B) [ iA.

[0116] 26. 5 hAb—Q\ FAHIK] hTgG [F] AP AN FBTAR, B h1gG PN 100nM A Coa —
R E M A A, LA CD11b K& (B A) F1 CD62L Kik (E B) A AL &R ¥
Jor 4 1)V A o

[0117] & 27. hAb—Q (FRAHT -CoaR ab) H G A FIEL G 78 BRI I A b R 41 iy
M A= AR , (B AT BRAS Cha 5[ AR,

[0118] & 28. 5 AJ§4LHT ~CoaR Hifk hAb—Q slont B (R 8, ASAHIKI A 18G4, PBS) [A] 44
EHIEE 4 PG, BTN B 40 AL A AT R g )% (£sd)
[o119] & 29. 5 AYEALPT -CoaR HLk hAb—Q sl B (R, AAHKHIA 1gG4) [A] 1432
HIEE 4 /N2, AT RREE TR MR A B 41 A SR 40 B AN MR 4 L PBS X HE P34
JHFE (£sd) HEL.

[0120] K& 30. fEAF 7L 1 % R AMARITE B T, 5 1001 g/ml hAb-Q. H] % # Fl hT1gG4 5k
201 g/ml £ 5 EPL -CoaR PR B 2 )5, K 5 M CDC (% ToPro3+ve (1ysed) Ramos E2 4H
fa) .

[0121] |4 31. {EAFAE 10% ANIMIGHITEN T, 55 1-100 1 g/ml hAb—Q A Z# M h1gG4 I H
Z )5 Fe st CDC (ANFIAFIE Y Ramos B2 4HA % ) o 55 10 %6 FA K 4 L3 (1 BFASHE 1
AERr e PR C AR
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[0122] [ 32, REFME ADCC(TEFNRR “AUE AT 1 NARE B )a, 48+ BN+
ml TR AT B 3R % ) -5 N PBMC 0N 40 g A2 100 1w g/ml PUARAEHT A 10 % FAKIE (IR 4 1M
RIS 2 5, AR{FE R (TP3+ve) Ramos E2 #E4M L % .

[0123] 33. etk ADCC(AEHIER ‘DA MR WG, HE+ N1 F
it PR R A O AR %6 ) < 5 NI PBMC 280N 41 i S 1-100 w g/ml HUARLE A 10 % A4 i
BRI IR E 25, A AEHE (TP3+ve) Ramos B2 #E4M 1 % o

[0124] [ 34. 7E RV R (K ki« AEMEIE 25 24 10mg/ kg BT ~hChaR Fifk GM
AN ZJE 58 5 K, A PRI RIS 20 2 (3R B K/BxN I35 55 5 1 hChaR i A\ (knock—in)
N (B n = 6) I RIEHE,

[0125] & 35. 7E R MO RAEAL A (e 0 g o AEREIEEE 24 1-10mg/ kg L ~hCHaR Hiik C
T 2 a5 5 K, A FIIERA 2 AR R B K/BxN MG 21 hCoaR s A /M (B4
n = 4-5) PRI,

[0126]  [&] 36. 7E RV Rt E. TEEREY 25 1-10mg/keg hAb—Q Z 54 5
Ko RSP (A) FPEIGIRAS 73 (B) BP0 B K/BxN M35 52 1) hCoaR
BN (4 n = 10+) h &5,

[0127] [ 37. MRS T SRR AJRIL BT -CoaR FLik 6 BHTIADK PBS 2 Ji5 , bifi 45 i [/
[KJ4ER% 5 AL (occupied) K] ChaR [HI7KFo

[0128] [ 38. TR EE T & AP E 1 AJRAL BT -CoaR ik 4 BT 1A DK PBS 2 Ji5 , bifi 45 i [/
[RIHER T B 11 ChaR 7K,

[0120]  [&] 39. FEVRYT HEHLLE TG Y 280E 1)/ US55 5 K, hAb—Q B I [ HERS (1) 1.3
W

[0130] 40. WaPR1F5> CJRFISETT RAEZKP ) AESE 0 FH 2 KA K/BxN I v 5T, FHAESH
5 KH 10mg/kg NEAHL ~CoaR HLARTE ST 1)/ U A5 67 1K) CBa 52 A47KF-H1 hAb—Q ¥ g
FEZ TR ZR o

[0131] P& 41 wIRIF 4> (JRFISETHT RAEKF ) AESE 0 FH 2 KA K/BxN I v 5T, FHAESH
5 KM 3mg/kg NIEALHL —CoaR HLAAE 5 (1975 LA b7 467 1) Coa 52 47K P Fl hAb—Q i 1M i v
Z IR AR

[0132] P& 42. ImPRTF 5> (JNFISCTT RAEZKF ) AESE 0 FH 2 KA K/BxN iy v 5T, FITES
5 KM 1mg/kg NIEALHT —CoaR HUARE S 1/ U b7 467 1) Coa 52 A4 7K P Fl hAb—Q ¥ MLy v B
Z IR R

[0133] [ 43. ZERESEEE/ BRI B ELAF SR 25 B 5T, hAb—Q %4 PK/PD 557 (1) & it
EVIN

[0134] K] 44. TEFFEHFFT (B LA Tox F7x ) FZGHF5T (P ELKRN 7R ) i, % F
hAb—Q ( FRAHL —ChaR ab) K155 Pk es 25 f T 25 2, RGPS 25 2555 5 AFDGT e TR) T30 () K
MBS (J2) MG () o XTI, 765 | REHZ GRS 43 REBHZ
JEHUPK PR 5 43 RIEERBOE & T PR, HFRFEL RIS N IR G . “F4E 551,
BN PR P, B RS % (target compartment) MIBLAIFLE A

[0135] & 45. FEZGIEAFT, H T hAb—Q AF SEE 175 3 1 91T R I il 4 R 6 PK/PD 4537
RIS o XA IR N T B 43 Hos HG PK/PD S 1 7 36
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[0136]  [&] 46. FEFLELDE/N R AESS 0 R %, 125 5 RUAFE K5 & hAb—Q I 4R 252
Ji s RHXTHTIR], A7 (A2 ) RUTRHR4 () o PI4lE SR ERSELETE, AR
8 G E . AP RBERRE k.

[0137] AT, T N TN PK/PD #5280 () B R 7R o 1 ABE A p 8 FH FH BB/ R A 3
KA Tg6 B PIX BRI . VI =K, V2 =R, CL =EBR*E. Q
= ECIERRE . kof/kon =44 / i B WBURE HL . 1W0%, (turnover) = HPTHERIER L&
ORI 7 BRI TR) o PR AN BB 25 T B BRI\ A 7 I8 PN 508 2 B R A I 9 4/ M50 2 P PR 4R
[0138]  [&]48. 7EPL —ChaR (hAb—Q) HIFEIKZE 252 Jm, Fl T-2598h )12 (fo) M fise (45)
(IR RSSO o B AL R K P26 o

[0139] & 49. 7EHL -ChaR (hAb—Q) I T4 Ja, T 25sh )% () Mk A ()
(RIS o B AL B K P 2R o

[0140]  J&HIFEK i

[0141]  SEQ ID NO :1-7F3 A A5 %542% (1 /541 .

[0142]  SEQ ID NO :2-7F3 A A5 &84 2K (1 /541 .

[0143]  SEQ ID NO :3-7F3 W] AF 4255405741 .

[0144]  SEQ ID NO :4-7F3 W] AF EHE4GS)T1) .

[0145]  SEQ ID NO :5-KV2F AR NFHET]AFX

[0146]  SEQ ID NO :6-KV2E_ AW NFHET]AFX

[0147]  SEQ ID NO :7-KV2D AR NFEET]AFX

[0148]  SEQ ID NO :8-KV2B_ A NFHET]AFX

[0149]  SEQ ID NO :9-KV2A A AERBER A X ,

[0150]  SEQ ID NO :10-X12691 [ NFsET] 45X

[0151]  SEQ ID NO :11-U41645 [’ N FsET] A5 [X

[0152]  SEQ ID NO :12-U41644 [ NERBEATAFX

[0153]  SEQ ID NO :13-M31952 f N s n] 45 [X

[0154]  SEQ ID NO :14- A#BERAZ 74 hVKEW Cons FLA 741, ik 1 Hh42 4.
[0155]  SEQ ID NO:15-HvIAv_ Af A FEH X,

[0156] SEQ ID NO :16-Hv1Bv_ A[KAFEHETAF[X .

[0157]  SEQ ID NO:17-HvlCv_ Af AT AFX ,

[0158]  SEQ ID NO :18-HvlGv_ A[KATEHETAF[X .

[0159]  SEQ ID NO :19-M99641. aa [ N\ TAET] 45X ,

[0160]  SEQ ID NO :20-M99642. aa [{J N\ ThET] 45X ,

[0161]  SEQ ID NO :21-X62109. aa [ A\ THET] 45X ,

[0162]  SEQ ID NO :22-X92343. aa [N TEHET] 45X ,

[0163]  SEQ ID NO :23-712305. aa [N TEHET] 45X ,

[0164]  SEQ ID NO :24- NEFERAE (V) XA hVhvEW Cons A P41, Wik 2A HhEfit
iR

[0165]  SEQ ID NO:25-Hvl Cj_ AMIAEREZERX

[0166] SEQ ID NO :26-Hv2Ij A N EHEERLIX .
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[0167]  SEQ
[0168]  SEQ
[0169]  SEQ
[0170]  SEQ
1

[0171]  SEQ
[0172]  SEQ
[0173]  SEQ
[0174]  SEQ
[0175]  SEQ
[0176]  SEQ
[0177]  SEQ
[0178]  SEQ
[0179]  SEQ
PRt
[0180]  SEQ
[0181]  SEQ
[0182]  SEQ
[0183]  SEQ
[0184]  SEQ
[0185]  SEQ
[0186]  SEQ
[0187]  SEQ
[0188]  SEQ
TR LT o
[0189]  SEQ
[0190]  SEQ
[0191]  SEQ
[0192]  SEQ
[0193]  SEQ
[0194]  SEQ
[0195]  SEQ
[0196]  SEQ
[0197]  SEQ
[0198]  SEQ
[0199]  SEQ
BIAEEARN
[0200]

ID
ID
ID
ID

ID
ID
ID
ID
ID
ID
ID
ID
ID

ID
ID
ID
ID
ID
ID
ID
ID
ID

ID
ID
ID
ID
ID
ID
ID
ID
ID
ID
ID

NO
NO
NO
NO

NO
NO
NO
NO
NO
NO
NO
NO
NO

NO
NO
NO
NO
NO
NO
NO
NO
NO

NO
NO
NO
NO
NO
NO
NO
NO
NO
NO
NO

— IR

40— NegE
ARN X2
42— NEHE

:27-Hv3Hj_ AN EREEREX o
:28-Hv3Kj_ A NEHEEREX o
:29-Hv3Tj_ AW NEREEREX o
:30- NEHEERE () XJFHIH hVh jFW Cons 2547 741, i 2B rp it

:31- AJEAL TF3 V X ERHE h7Vk ZEIR 751 o

:32— NJ5Ak TF3 V X A2%E h7aVk 2RI T41 .

:33— AJ5Ak TF3 V X A2HE hTbVk LR T41 .

:34- N4k 7F3 V X EHE h7Vh &SR T4

:35— N4k 7TF3 V X E4E h7aVh LR T

:36— N1k 7TF3 V X E4E h7bVh LR T4

:37- A\ C5aR.

:38— A ChaR (158 41 /3R (TR R AL

:39- AR W NJ5AK 7R3 FEBE W] AR X [K] h7F3VhCons 254 741, 4l 10 By

H5E X hCk —-R,
HEMX hCxk .
H

o O

f
f
fE5E X hCy 4.
f

43— NEFEEEX hC ¥ 450

44— NEFEHEENX hC Y 1,

45— NHEFEEEX hC v 4.

:46— A JEAL RNOK203VL J751).

:A7T-KV2F— A B[ VLCD18-Q J541).

48— AR B NYEAL TF3 s n] A7 X 1) h7F3VkCons A7 37471, anfd 6

:49-hVhEW Cons F:A 1 AN EHE V] HELL T4

:50— A SGI-VH J£%1).

51— AFP &R (germline) HG3 &4,

:52— G AN JEAL TRV X 8E h7Vk S5 0K 2% IR e
:53— Gk AJEAL TRV X4 h7aVk Z 3L e 2 IR 4.
54— Gk AJEAL TRV X 4% h7bVk IR FEM 2 - R 74
:55— Zi S AN JEAL TRV X E45E h7Vh S50 2 IR e
:56— Zi 5 AJEAL TRV X B4 h7aVh Z 3L e 2 IR 74 .
57— Gk ANJEAL TRV X E4E h7bVh ZIE R FEA K 2 IR 741 .
:58— N ChaR 55 — 4 e/ IR F B

:59— N ChaR [¥) N— A v 4H fo o b 45 Fy el iy v Bt o
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[0201]  BRAESI AN HAKRR & , R AP At A B T RS OR TG B A B A o B ARtk (R4
MIBEFEHAR, 7 FaaAE 7 PR BOR e e A 2Ub A il A i = AU E D e )
TBEARN G1EH HAR S AR

[0202]  [E 55 b4 B, A B AR A B 4 BT 1 40 B S 9 R e e B R B R AR E R
A AR A rp 2 AR N 5 A B BT R0 () o Ik 45 A A 3R A R AR T T R R ) SRk R, 3K
b sfe JE Sy, ) 4, J. Perbal, A Practical Guide to Molecular Cloning, John Wiley
and Sons(1984), J.Sambrook Z& A, Molecular Cloning :A Laboratory Manual, Cold
Spring Harbour Laboratory Press(1989), T.A.Brown(editor), Essential Molecular
Biology :A Practical Approach, volumes 1 and 2, IRL Press(1991), D.M. Glover and
B. D. Hames (editor) ,DNA Cloning :A Practical Approach,volumes 1-4, IRL Press (1995
1 1996) ,and F. M. Ausubel 2 A . (editor),Current Protocols in Molecular Biology,
Greene Pub. Associates and Wiley—Interscience (1988, £ & & & W T & & Hr ),
FEd Harlow and David Lane(editor)Antibodies :A Laboratory Manual, Cold Spring
Harbour Laboratory, (1988), LA J.E.Coligan Z& A . (editor)Current Protocols in
Immunology, John Wiley & Sons (HLFEEASHIITAE FH ) o

[0203]  ZEEEMIE X

[0204]  GASCHAT AT, “Cha 52447, “ChaR”, “ChaR1l” 8 “ A\ ChaR” FIHAZ WL A2 e A
MRS 5 B2 1, FEAEAR U P Y A Coa I R EE 22 2 /R F1 CD88 Pt . ChaR J& T-Likits
i G- ] H — IR, 456 Cba(Gerard Ml Gerard, 1991) o A Cha 25K 741 i S
FIFRAEAE SEQ 1D NO :37 o, SR, BN DK B IR B AT A IR L8531 (R R IR A7 AL B S AL 5
PRIAZ A, 3% A5 Rt AL FEAE AR TE “ChaR” Fh . A ChaR 54 Fl i fa s sg LR -

[0205] HEMR  1-37  ANMSNEE R -N- R

[0206]  Z{JEPFR  38-61  ESELG R

[0207]  &FLME 62-T1 20N SR

[0208] GEEE  72-94  PEPHLERR

[0209] ZJEEE  95-110 ZHMuAl &5t — 40 MR ER 1
[0210] 4ZJEEE  111-132 BSFELE IR

[0211] & FEEe  133-149 20PN &5 Rk

[0212] SFEEE  150-174 PEPHLE R

[0213] S 175-206 41 fu bk pak — s 3f 2
[0214]  ZJEME  207-227 SRELEIR

[0215]  ZAEME  228-242 AWML S5

[0216] ZHEMR  243-264 PSIELERE

[0217] & FERE 265-283 ZIHush & fhs — 40 s Ef 3
[0218] ZHEEMR  284-307 VBNELEIE

[0219]  ZAJEME  308-350 4PN &5t —C— K

[0220]  RGE “XFG”, AAEASC AT I, S FRATAT 304, e 2T FLah ), Bl A 5 4
BRI, FRAEIE S, v LS ARTE “m N7 At . ARIEH, X502 N

[0221]  WNFEASC AT I ARTE VR IT 7 AR A FE 4 T 1697 A RE A K WL,
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VZA R R AR B BRI IE ) 22 2D — S REAR

[0222]  ANAEA S T AE A HIAR TR “ F0R) 7 s LARA T AR IR X A S5 i 22 2D — A
RER , BRI RE SR P

[0223]  WIAEATSC AT AT, ARTE“ 2 Ee 4i i 2 fe e it huik, MEBE Bt / 455 N C5aR,
S AFSE CoaR fE(E T4 M Lo

[0224]  RTE “AT20KIE 50% 7 (H05 0 “ECs,” ) FoRPuiAsLI i 73 THERCR (Biltn, 3
il / WX (displace) A Cba 5 A CoaR 456 ) 1) 50 % Fr i (A & BHPUIARMREE o AR
TN Y BEARIA IR EC,o fEAH A T A NPk

[0225] 3 HLASEH Iy, ARTE T 248 FEA, FIRT REA) AR ORI Vs 1tk o DI, 7
[R5 PE R PEAC 22 20 50 %, Ak 220 75%, FL 2 SR &2/ 90% .

[0226]  ANAEASCHAE AT, AR “49” 2 da BARME R +/-5% K5 o

[0227] AN A, ARTE “ 0057, s AR T 2B 24 BEAF 4 A0 HE Rk 1R R 7 B ARk
A IR, B AR SOP BRI AL, (B ARG A At e 7y B AA BOP B8R, sin 77 BEAR sl P 3R
(IZH . AE— AL, 70 “FEAR Ll 2 XA “A k. eSS, 1l
& P30 “ AR o

[0228]  AJEALHT —ChaR Hifk

[0220]  ARIBAFERRE A TR KRG EAHREHEE B, 20 & A HP 2 IREA ik, —
MR TR (L) BEM—XIE H) 8, P S pEd —misd BAHER:, SR skt e m
gER) e I 2, 2 WL W Fundamental Immunology Ch. 7 (Paul, W., ed.,2nd ed. Raven
Press,N. Y. (1989)) . [ 5, Bpoc EHE M AN EHE ] AL X (FEARPAE A V) FERE
T X (FEARSCPAAE N Cp) Al BRI A v B X (FEARCT 45N V)
HMURBEIE E X (FEASCPEEE A C) . BB e DX M A by — S S5 A 8K C 2 . Vi A
vV, XA A5 R X (O AR R R AR DR/ B Fa g I ER T ) S
PRA HAMIGE X (CDR) , A [R) 28 40 45 B L AR ST IR DX, FROAHEZR X (FR) o AEARIZL I S Jtifs o
AR AR Z DAV, SRRV, G R

[0230] >V, ATV, BLAYHE Y =~ CDR FPYAS FR ZH 8, M\ 22 25 A v 31 5 A i #2  10 G
J¥HEAT , FR1. CDR1. FR2, CDR2. FR3. CDR3.FR4 ( t£Z I, Chothia I Lesk, 1987) . HLAIHY, 7F
XX PR IR IR g 5 ] 1l Kabat 28 A\, Sequences of Proteins of Immunological
Interest,bth Ed, Public Health Service,National Institutes of Health, Bethesda,
MD. (1991) (JE IR R AR 25 R ka2 5 , W Kabat H8ARPE Kabat, EA ST ¥ ] T R AL
S5 R R B A AR S I IE A O 5 R 8 ) PR I T VAT . XA R T R S, K
S o e 1t 2 FE IR 41 ] 3 A A b 8RS A I 2 ZE IR , R T AT AR S R4 I FR 51 CDR 148 %6, 58
A AT AZZ R 3K FR 5 CDR,

[0231]  ARiE “ NIEALDUA”, e A SO AT A, fEAC S Pk T3 APidAk, it A kh bR}
SVEIPUE, ZHUA IR B SEZEAR TR B SR A PUA (parent antibody) HIFURES & I BUHE
TENF I AR . FH T A BB i 25 A R0 D BEAREAE R 2 , PRI AT “ NI Bk ” vl 55
“PUIAR” AT .

[0232]  RIEHAMAE X (CDR) , QILEASCHAE I, 24 2 A a FE IR P01, X2 P R IR
Fro) 3[R BRE S e Bk s A 45 S AL s A A2 B (Fv) XS5 G 28 0 MR Sk
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[0233]  RIBHEZLIX (FR) , WIAEASCHE FH 1, TR 4 AALE CDR 2 R 251 741 o Bk
XS F R CDR {REFEE A E (S CDR 5 & PR ) » FIARIX, BRI s E 1, 49
o HE ZE DX R L R e — A4S CDR.

[0234]  RIEEE X (CR) , ITEASC S FI I, 2 Fa R 7 2508 7 Zh RE I PLIA2 T 130 43 o @
AR RIIE & XRIR T AR . BRI E X[k { A FEM cal 61 ¢
v Bk ou. HEsBh, SRS ERE (B0, ERER 1eG W) AT 5 RASF RN 1 Ih g,
PRI, 28 sk 328 B B I R X, T AR A B R RN T Dh R PR I I
fHEX AR v 1(Ig61)y v2(1g62) v 3(1gG3) F v 4 (1gG4), EALIE v 4(1gGd) » HALIER)
& v 4(1gG4) [FIFPRL T &5 5 BE (Fe) X, 4 58748 Ser228Pro (Fr A “P” 58748 ) Fil / 8k
Leu235Glu (FR A BSR4 ) o R AR IE K EHEIE 2 X 75 B SEQ 1D NO 42 ~ 45 424, 4%
FEMEE XL B0 A B PRIERS « AL RRRIRE R EEE 2 X 741 SEQ ID NO 40
AT 41 HRAE,

[0235]  fEARIEMISEHER, FEAS SRR 1 B BRER (R BE R X S B B4 A S
R I G B BR R VR BE TR 2 X o AL, fERE— DR IE R S, £E A ST IR ) ek
R AER X AR IEBIIAEA SO Bk & N EREE X . I, RO 1 52
f#irh, B SEQ ID NO =31 $2 B[ 2 B/ /741 1) C- Ky B HE#LH 1 SEQ 1D NO 41 212
FERR 741 N- AKiig, B SEQ 1D NO :36 $2 4L ZIE IR T 411 C- K B H%E R3] SEQ 1D NO
45 [ ZEIR T4 N- Ko

[0236] A 57 BV 22 B fift G 33 B B 1 T B B 190 ] AR DX B S XA TR A Y TR
187 FH PRUET EE 20 DNA $ AR #2, i A mT 788 B 100 P geRis (NI = A2 BT il S e Bk
AR (—FEZM)) MWEZZIFIR, ST B8 IR 25 s 2 ] A8 DX RME 52 X .
[0237] AR NIEWPURIRAT T SR ANPUIR 1) &5 & M T T8 235 4y, B ER ST R Uik, 1%
SEAPUARBURFRN TF3 5w BEPUIAR, B AAC r= A2, %428 T 2000 4F 11 H 6 HARK
£E ECACC, 4 "5 4 00110609 A1k, A B NIFALBUIARLR B T Ry S M 4 Ao A B TR R
FURKIBE ST, 2R AR T4 77 IRt NJEAL TR . A3 H, AJEAL BRI 5o APk
FHIR B A R PR SE & 6 M )y (affinity) FISE4S ) (avidity) . FARHL, FLORRISEA
71 (Ky) BEAKFEABAERTI1 10 £, BREA KT 5 %5, BEREA KT EAPAERN
T 35 o X BTPUIR 45 G S8 R0 ) B 5 V2 AR AU A BT R AN, FR e e KA AR o
FHRI N Scatchard 7387, & B IMPURS G IRERRAAFIFE R (S0, Flun, sLis) 3)
[0238] 4R A B8R BIE, “SEA ) (avidity) ” SRR T2 18], ) i A f i R 2
[FAAH AR R GRE . SEA IR A BRI RO R & . i HL, “S8 R0 2 fe o T
(it Pk ) WS A0 SR (Bt PR ) Z &R . 201 X XFEA Y /1
SRR AT AR AL (K) Rom, fR 5 B0 & PR P AR ARG — 200 X 2 T 5 &3 i
TR Y WRPE . BE/INAR K 20 B 5 B v PR S R A LA T R R AR A AU R SR B
14

[0230]  ARGE “ NJEALTLAR” B “HUAR”, WA B h st I, R0 46 56 3853 - DL R R 5 R AT 1k
SEFREE AT AT B B4 Fab, F(ab’ )2 I Fv, 3XEEHIR A BURE T LIS SR
ChaR [1—LERE Jy, 1K 48 Fy B 1) SE o) 0455 , (AR T R I -

[0240] (1) Fab, & A PSS FHRISMPURE S B BRI B 120 Bl d B A R & A
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BAaPifk (whole antibody) BffA B CHE M FEREFI— AN EARER — 0

[0241]  (2)Fab’, W[ Il LU R 77 AR PUA >+ 7 B U E R 25k, BoE IR,
M A e R R RE A B RE () — &8 70 s DU PR3 B4 Fab” F B 5

[0242]  (3) (Fab’ ),, n] il it FH B B 25 (1 A0 2 AH B0 F Bl J5 08 R LRI B ik A B 5 (Fab) ,
SEIEE A IS S E— A Fab” BRI 3R 1K

[0243] (4 Fv, & X A& RN AW BE ] R XA E R v AR X R TR B
[0244]  (5) FRAEHLIR (“SCA”), & SUNFER TR+, 5 Bkl B 1 2 Ik K E 7
S DRI Fil 6 1) BB 23 T IR R ] AR DR B B m AR X, e AR R B AR ] DL 2 AR X, 1
RUBEPTIR . =BT, FDYREDT AR S , IR BEhp R mT DRSO I LR 2R R (20, i,
WO 94/07921 F1 WO 98/44001) Fi

[0245]  (6) FRAE L5, B2 Hb JE 40 B 1) W] 740 50 45 A3

[0246]  AVEALBUMA T BCELFE SRS R 4285 | Fab, Fab’ \F (ab” )\ Fe. JCATA EHEI 1]
AR G Rk e A B A T AR T G AR Py 22 R BRI FE 21 DNA BeR, sl i 58 #4115
FERRER 1 75 B Bl Ak 2 o B A

[0247]  “ NI AL B AR BA A B $ip 7k 8 w7 DL 2 7 U5 25 & B K (heterocon jugate
antibody) o FIREGHUA RN ER N TURLL . O, B, P A 1T 5
R RSN B ) AN R4 (US 4, 676, 980) , FLH T35 97 HIV &KHe (WO 91/00360. WO
92/200373. EP 586505) » 5 1& 1, P AR 1k A & plc il B B 2 g vl S SS BRI
HBRE T VEAE I C AN T VEAE RS 4

[0248] KTV ¥ Dy RE, FEARR S B4 AR e I i fae, DAE IG5, 41 2, i PR IR IT 76 AR 3T
PR R RE A0S RO o i, AL PR A (— R R ) I Fe XA,
M ST XA DX R ) Bt S T8 o ER1 T 7 A2 1 () 28— 3R Ak N A B AR ] el N Ak
JIRT/ B AMA — A3 40 B o~ R AA — (ORI 40 B ik 48 e 75 (ADCC) (Caron 5§ A,
1992 ;Shopes, 1992) o ¥ 1t 34 5i 1) [R] Fp 21 = 2 ARH At mT s A S 280 X0 )y 8 A2 T3 il 46> A
Wol £ 25 N (1993) #EARM . w5 kb, v i HA X Fe BT AR I R M iy 3 i #MA R A A
ADCC f& 17 (Stevenson Z& A, 1989) ,

[0249]  GN{EASCHAS I, “AEIEFEMEDUIA” 2 TRV 455 2 AR, (HAZAE (recruit)
W) 0 200 i 4 A P S B RN I BB B . I8 RGN F I REAK I T Fe— Z5 ik 5
Cla— AMAZIERI S — sy, Al / BR324k (FeR) WA BAEA . AMAME R4l o s (Cpe) w]
¥ 5 Cla HHEAERINZ Fe- S5t I8UA 3N, 1% % Fe— G5l n] i 4 5 S 40 M 3d i T2 B T
T2 EY) MAC) . T34, Tl BG40 M, 15 LRy 40 o B a4 oA NK 48 i, W] it FeR
SEE 2N PR ML mAb AH BLAEH o BRSNS T I8 B AR O 4 i S 48 i E: 1 (ADCC)
BUAEIRAEH 1 & AETHFRIEPUAREEEC Fe B diis v B, i duik v Be a0, 0y
(5, Fab. scFv @KPUAER dAbs) =4 (Hdn, Fab' ), FIXUEEDLIR ) 20 (i,
ZEEBUARTLEEDUR ) B AN, AR THFR DU B A G U I T R 25 RN T Dh e T AN 5
Wi 254050 712 (pharmokinetic) FIHUM, 5 W1, RIAEAMAE S Clg Al FeR (AR BAE A R 55
F FIEH I Fe— S5fa I () 2 2R e ik A, BURT B2 CH2 25 A 8 1%y N- SR (B 2R A0 AT
FARN RN T, o B FEE ORI T Be M S A PR e 2 XA R . 1863 1H
FEIX L TgG1 H & X A ] REAL = THFEE DI, 1961 H 2 X ML 1962 1H & X A ] fe 4™
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THFEEDUIR, T 1864 1H 2 X — MR AR PUAZ AL FENER o HIAN G2t 5 S HE AR E 2 X 1
AT AL TH FE M BUR AL SAETEFE DU, [ Z IR

[0250]  UNAEASCHAE I, “HEVEPUIA” 2 Fa 45 G 41 R 24K, IS € (negate) BUFH
b P I AR R A

[0251] AR BH AJEALPUATT B NI NAF= . IR, A S AR RIRAEAER) . 15
T, TEPLIE I S b, A% % BT AR B S e B e B A “ B AR B alifb i) B aliqb iy 7, “IEAR
AR B At )7, Ron WAERIRIRZS 5 HOQBE R — sk 2 PP IR o % R L HoAh 2 K
S HAh Y5 G oy F oy BRI BUR . RIEFEA Ralifb i) 2 kit 2270 60 %, BALE S /D 75 %, FAlL
A 90 % AN E 5 RAR KB KA 7 o #8 7) — AL b, AR b afifhily” o <4t
) R EA W ANFFIE (predominant species) W7+, Hrb, BT E T I
o FRIFEZMAEGY R (R, SR Gz T2 /D2 50 % , HiL 780 1R Rl 2
B ER RIS, BRI =L 70%, B /04 80%, /D) 85%, /041 90%, £ /b
2195%, 8 FEZ ).

[0252]  FEHUIAB Bk 8 85 B R SO BUARTE “E4” S FR 41 MU BAE LAl Mk ik R4
A7, 5 RIS L, B SUR PSR R E 8. Bt h, 140 i
EANBERIR A= HUAR B ER R A BE R AR o AR, 12240 i mT DU A4 Al P VI R K 40 Y,
ZAE PN IR ZE R AT O, DRI KA A I 2 ik E . ARk I B A B sl fe e ok . 1 A
REEF AR (EL4) 400, SO0 MR IE ) HAL S RGBS 20K, AITEA S
ML T 40 M R G A 7, B JE M ZR D Hofth — 2 il 7 AR S A HH R (BT R Bl e e B 2R 1
[0253] 2k (i ERiE A EE ) WIFE—E % ]l ik GAP (Needleman F Wunsch, 1970) 73 #T
(GCG 217 ) e, Horpak L4 el 73 (gap creation penalty) = b, fijfk [ EH T4 (gap
extension penalty) = 0.3, BUIFTH)HE/D 50 MEIERK L, GAP 3 HT#EER /D 50 M
SR _EHESERA S B AR, A58 2D 100 DMEIERRKE , GAP 7347
1EA /D 100 NMRIERI X P HEFZ AP EAREH, B iZ A R A e e A K HE
iIp

[0254] T2 XK G e BR AR RE, N 2 BEAR, T b i B AR R AR L (1 [ — T %6 B A
FEAIE B S o PRI, 3 22 B, AR /> IR IF]— 1 0 507, U A e 3R A B A 13 X P
SR, B, 548 € 1A 9741 SEQ 1D NO /094 %, ik FE D> 95%, BLEE D 96%,
BARIER D 97%, FALIER D 98%, BALIER D 99%, FLIEZR A 99. 1%, BLiER D
99. 2%, B A D 99. 3%, FALIEZ /D 99. 4%, AL A/ 99. 5%, FiLEE /> 99. 6%,
Btk E > 99. 7%, EALIEE D 99. 8%, A2 B AL IE 42 /0 99. 9 % [ [/ —ME I =R 7
ViIp

[0255]  {E53—ANSZitfld, Fi5 10 SEQ 1D NO FRs i T — Nk, F5 & 19 SEQ 1D NO Al
bR T — ANk, 5HRE M SEQ 1D NOAHLL, ¥s i T — Mok BR T — MR 2E, Fi e i SEQ
ID NO s in 7 ZAVEREE, ¥ 72 /9 SEQ 1D NO HiHlBR T —AMGREE, #5852 1 SEQ 1D NO A iz
T AERES, Fa e % SEQ 1D NO WU T AR, B g 1) SEQ 1D NO R —AM R HL
B T —AMEREE, B TR 2 1) SEQ  IDNO R 7 — ANk Ik Has N 7 — ANk 2, B8 HAR A

I
= o

[0256]  (EPLIE Y SEHEBH , 12 5 BXt Pk o SE R ARl ST AN T £ 2 2 IR
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RIENH (contiguous stretch) HHaIESR 11, WINPT EME) (FERE—M%) JEAILAT.
[0257] AR BIMIHUARR / sk G BRER AV BE 0 2 S5 IR P 41 SR Wil i 5| N Y % IR
O B A A B AL R ol 2% BOE I R AN G U ER I 2 IR A% o MRS Gt o, s B T
I FRFE BRI ANBUE S . 7] 2548 F i 2R LA AN HIUE 88, DA T 30028 0 i (R A A, 454
S 55 IR 22 DK 4 B AT R PR 12k o

[0258]  SEAEMY (AR ) 2 PRI Ad FH ARSI AR TR S 25 o 0N, AR B 2 1%
FIR W ARIMFEAS o ORI IMFE AR H AR GRS 2 AT IR T 5o W Wil B AR, W 2 A it
B “HEAR AR, U0 B coli XL-1 red(Stratagene) , - EHiZ AL RN B, LLIRTG A G5
H AR, al A I AE A S P RER AR (readily) ik M SEAE / 2448 DNA SR1GH 7=
W), NI eAE S ARG E R/ 8z g .

[0259]  {E VLTI R IE R T 91 S AR W], G2 AR AT st 1R 67 B A0 5745 (1) P o B e 1 o 6 T 1 e i
(—FpEkZ ) o TSR T S sttt (in series) &4, i, @it (1) &
SRS G R BRIE PR B e, SR SR SRS I 45 SR B BodE I I B 4, (2) MHIBRAER A,
g (3) A SEMAL A (located site) AHAPHHANIRE .

[0260]  ZILER TN RTER— N 1~ 15 N3E, BARIE ML 1 ~ 10 3L, DL
I ) 1 ~ 5 DB,

[0261] EH#HRA (substitution mutants) KR T HiAM / S e Bk B8 PR
D AN FEER TR, FFESAL BN T AN F IREE o X T B #5857 i AL 45 4
YEE N AUR G A B AL A . XA BT, U R T APUARR / B sk A s 2 b
A A AR R LR ST A R 7 S I TR AT i, A3k LIRS R (10 7 U B e DR PR R B
PAEAR BN “ORBIPEBE T (3R | Res . BHRm BARSLER S E K 6 fil 10 b, K fE
o8 T8 A A R B I T A7 T A A YRR B oA RIS S5 AL 1 7 A ) s SR R

[0262] & 1. 7o E

[0263]
JsU A Ak N RER RIS
Ala(A) val ;leu;ile ;gly
Arg (R) lys
Asn (N) gln ;his
Asp (D) glu
Cys(C) ser
Gln(Q) asn shis
Glu(E) asp
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Gly (G) pro, ala

His (H) asn ;gln

I1e(T) leu ;val ;ala

Leu (L) ile ;val ;met ;ala ;phe
Lys (K) arg

Met (M) leu ;phe

Phe (F) leu ;val ;ala

Pro (P) gly

Ser (S) thr

Thr (T) ser

Trp (W) tyr
Tyr (Y) trp ;phe
Val (V) ile ;leu ;met ;phe ;ala

[0264]

[0265] iy HL, 0 2R 75 ARG, AR R IR Z R il 5 IR AL 2 SR AU ] LA 0 sl Jn 1) 7 5K
FINBIA R AR/ s e Bk R F e P o UM s IR A, (AR T, B A A R A D-
PR 2,4- @A TR, a - &AER TR 4- 2T R2- & TR .6- BAE O 2- &
1IR3 BENR . SRIR IERRIR EFER RN AR IER VR =N R F
WEAIR AT 2 R B T BN RIR T R CENEIR . B - W AL - &
MR\ BLITI (designer) RAEIR, 10 B - FEERILIR. Ca - FARAEEMR  Na - PAEZHR,
AN = SRR o

[0266] A B2 fkm] A2 Fit s U7, R s 20 22 R AL = A el e, B 22 IR AL 2 & Rk
FE— NS, AT WY 73 8 1) 22 KT T I B TR REAS AE A A AR 7 2 BRI 45 A T RS 22 IR
RENS [l 2 R 40 MR A2 7= o RSB TR A M2 A A T I A A . AT RO 7R A P A
AR T, SevF 2 IR A R B A S B R S pH AR A A 280 R I A2 AE
Horh B e i W A2 7 AR B 22 IR A A B i/ o i 2 3l 0, 35 B ml RSO e s SRR
MR BRI, A3l = Bk ) R AUELARE FR ), U 4 2R S KK A e A B I Al W] AE
G A B B N R BUE U E B (microtiter dish) RIEHE AP (petri
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plates) H¥5FE, BFEN{EIG & EAAMIPRELE . pH FIAS & AT PSR A FEAR
A T A AR I Tl RS R

[0267] IR MILFKIX

[0268]  “ /3 BSIIZAZAFIR 7, A48 IE ) B M) B 7 45 5 1) S BE BO0URE DNAL RNA BIGX L1
Y4 dsRNA BIAR, Ho2 s MTE RIS T HIHRHR BRI & 1) 2 % IR 741 22 /0343 43
B2 IR Uk, Z0 B TFRIZED 60%, LiE2R /D 70%, FRESRD 90% A
A5 5 R CHE HAL R 7 o T H, KB 2R FEA P 5 ARTE “HIR” F“ st
Ji” AT HAE

[0269]  FEZAZ IR b F 30, RE“HMER” 2T M, B4 R IE RGP AFER, 5H
RINPRGSAHEL, BEUCERI Z IR 16— DS b, 240 o2 KRB 5z R I 48
Mo AR, AN M AT LR AR R R T IR B A AE, ZE IR IR v oA, L IR 1E K G
MZIRE AR, ARRHZZETRAFER SO TR (FEA) 9L, 8RRk
ARG HAl 3 4y B 2 R, MAEA S 48 s e 4l e R g8 2B 7, Bl jE A zb— 16
AR P AR Z R« SMEIZ TR (LR ) W] LA RARAFAE [RIAZ T TR IR it 418 4
i, BT B ok BN FRIR (RARAEAERN / BUA L) » RN E A — 2 IR (single
polynucleotide) MIRZFFIR PRI FIEZ FHELAT (LA o LI HE, SRR iR & 10 2 TR B & 2 /D
— AN FF TR EEHE , D S HE G A0 T B E R 2 2 B 3 TR R 2 K, B s T 8 iE&
X ) SN B PR 48 B I TR T 1R 7 5%

[0270] A BI¥S K 4whs SEQ 1D NO :31. SEQ ID NO :32. SEQ ID NO :33. SEQ ID NO :48.
SEQ ID NO :34.SEQ ID NO :35.SEQ ID NO :36 FI1 SEQ ID NO :39 th—ANEEZ AL R,
A/ B¢ 54%A5 SEQ 1D NO :31. SEQ ID NO :32. SEQ ID NO :33. SEQ ID NO :48. SEQ ID NO :
34, SEQ ID NO :35. SEQ ID NO :36 F1 SEQ ID NO :39 H— kLML TR E D 67 % [F]
— MR Z IR . IFh 2 A% BRI S A 48, (HANPR T, A5 | SEQ 1D 52 ~ 57 [FfEf—
AR R RS IR L 2 1% TR

[0271]  #ZH R AR — M % 7 it GAP (Needleman F Wunsch, 1970) 43 M7 (GCG F2 /57 )
B, o B O A RS9 (gap creation penalty) = 5, ik [ 4EMH 14 (gap extension
penalty) = 0.3, [RIAEFIH UL, EHTHIAN 2D 45 NRAIEFEKSL, GAP 73 fE & /> 45 A4~
FAIERI X _EHEANZ A4 . SEARIEHE, 27401 270 100 N FEFR KL, GAP 43 HT7E
20 100 NMEER K X HANZH AT . BARER, Bz AN R AE S A A K EHES
[0272] KT X2 AT, N B, T T 3R 0 i A0 2 ) R — 1 %6 B i e
RS . BRI, 25 2 B, MR S IR R — Pk Yo B0, LI AN K B 2 IR AL S IR Pl 2
R y4), B, 51 G <74 SEQ 1D NO £2/0 91%, ik /0 92%, ik /b 93%,
FLER D> 94%, EARIE R /D 95%, ALER /> 96 %, EALIE R /D 97%, BEALE R/ 98%,
FALER D 99%, FALER D 99. 1%, AL 99. 2%, BALIEZR D 99. 3%, BALER D
99. 4%, AL E A D 99. 5%, FALE A /D 99. 6%, FALILEE /> 99. 7%, FEALIEZE /> 99. 8%,
AEL Ak 2220 99. 9% KA — T = FE /R 7471 o

[0273] AR B & 595 SEQ ID NO :31. SEQ ID NO :32, SEQ ID NO :33. SEQ ID NO :
48, SEQ ID NO :34. SEQ ID NO :35. SEQ ID NO :36 F1 SEQ ID NO :39 rh—AEREZ AL
FERE 4% 25t T AS I Z L IR o ARTH “ UM AT 47 B T2 M A7 L RBUAAE
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UIEASC AT FH I, 2 FR i Z AR ARG S5, Z S HE RS AR E M 5 2 IR B E %
HIRAKE LA o B AAT SO0 A5 90 5 M 715 10 227 SCHR, Sambrook 58 A ( E3C) , #
Ausubel 55 N (_E3C) kB U1, 4 458 5A% WIAEA S48 Y, ] LAFRAE 65°C 1
TEZAT R MR (3. 5xSSCL0. 02% FERERE 0. 02 % 58 2 I3 HEnt s 452 W . 0. 02 % 2 13 1 & A
2. 5mM NaH2P04 (pH7) .0. 5% SDS.2mM EDTA) H1Z%4Z, J-7E 65°C FAE 0. 2xSSC, 0. 1% SDS H?
VRGP, A PRER A IRA) 30 738,

[0274] AR BHBHUAARFN G e Bk AT (1 B L R0 3w ] 38 ok R A il G W A RN R T AR [X
LR, S NAERIE AR, oA iZm] AR XOn] 1 b H2 1802 [X o 125 B A S5 ] A6 AH [F) )
ANEGRIEFAR P el . gnh B BR AT UREY DNA 5 B B BB B R IA Sk (—Fhk
ZH) PIEHF) (control sequence) , IXFRIAEAR T IR Bk T A 2 KR IL, K
B E S, HAR T, B+ (B, R KRB B ISR 3+ ) E 5 /741
T oo, PR P4 o DL, 3R IE R e 91) 22 71 B0 % 6 ale A e L% s 3= 40 M i 3%
WA EZAEV BT RS %A ANTERE S0 B9 )5, %08 B AL G TR 75
R ERIE, FE G PUARR / sk e Bk 8 VR R B A4k 1 4 1F FORAT

[0275] it 7R M, 3K 48 3R IR B AR 70 1 R 40 i T 2 RT S, B R A T B 2R L, Bl AR
HfE PR DNA e B . — R, R R S A L FEbr] (FlunL R R EEER
Bt (ampicillin-resistance) . i 2 & P M (hygromycin-resistance) . VU ¥ & Pt
(tetracycline resistance) . #r& 291 (neomycin resistance) . G418— Fifk. DHFR( —
SM BRI )5 ) « ADA (IR 28 ) « GS (24 BEh% (gluatamine) & sl ), T 15 ARSI
FIHIEE ) DNA 2 AL TR LE i e ( 2 W, 9040, U. S. 4, 704, 362)

[0276] K i A B 2 X oo B AR K W 2 4% 5 R (4 an, DNA 2 41 ) 5 0l A ) DR A% TE
Fo dEA A A AL A E R REARE (bacilli), i WAL 5 2F fudT B (Bacillus
subtilus) , fIHAB AT B B (enterobacteriaceae) , My T KB (Salmonella) VP& K
B (Serratia) , Fl#5 P S U B (Pseudomonas) Fifte 7EIX 48 R% 15 =, th Al LIS 23K &
Bk, SR IR UM S 518 R4 (BRI A ) AHE (compatible) HRIEEE T
o Fihbs AFAEATAT EE ) 2 A0 AT R AR A 3+ Bl an FLRE A 3 ¥ R4 = IR (Trp) JA
T RE. B- WBIE PR Rg kA N BEAR 17 B3 Feash+ & 4. %831
SR Hh AT R PRI 7 A 45 I R Ak, FFEA T8 Bl R4S TR SRR3R AR B AR 45 5 fr
SV IE

[0277]  HCABBEAED, B i B, BT R A o BREE 8 (Saccharomyces) S L% X9
BEfE &, I B EA LA RIEEGITES) (B, B30T ) R f 2751 K BT 75 1240
Y. AR E B 3- B H MR A AR R RS . WS S EERE R B A, 3
ook BEEME SRS AR a3 C (isocytochrome C), [ |22 ZERE A1 FLRE R H BRI JE
T o AREHHIEERE 5 — A L) 2 /R RE (Pichia pastoris) o

[0278] [ T AWM A8, WL H 2R 40 W 3 et n] F T 3R GE M A 7 AR e BB AR AT /
B IR AR (B0, gmid e R E P S BRI Z R ) (2 M., Winnacker, From
Genes to Clones,VCH Publishers,N.Y.,N.Y. (1987)) o SZfr_ btk B0AZ 40 o, PRIy A 470k
ORI KRB s IR S (B, Se R e kiR 1) BV 2 IE E S FA R, Hix
T E 40 i F AL G CHO 40 i 25 %5 A Cos 4l i R (NSO 41 Jifd . HEK293 4l Jfd . PerC6 4 il HeLa 4
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M, Dt de B S A0 IR, B ALK B- 4B ek AR AT sRd . DU, iz e e dE 4. T
X SO A ) R R B AR T A RE R AR A, B = A B LG R (Queen BN,
1986) , FH 05 B (R AL A5 JBAL A5, 1 IR R AR &5 G 67 - RNA BYREAT s JR W B AL AT R B
SRANETFIPH o PUIE IR IS IR 7512 K08 T oz Bk ag F 2R SV40 i 75 28 SR i
B B4 e R SRR R A 31 (20 Co 58N, 1992) o

[0279] WP Huth, HriAgm i 7 5 A] FE N B FR R, A RLS IO 31 5 255 (R 3 4 1 25 DR Al
A JE R 3 W i FL v BE S SR GE T (2 m, i G, UL S, 5, 741, 957, U. S. 5, 304, 489 I
U.S.5,849,992) o i B AL FE R A6 55 8 3 7 ] SRR M 1 i) AR AT/ B R ) S e
A1), AR B SRR e 1 SE DR () 3 i 1, 9 g e B Bk B - FLERER

[0280]  E7A BRI 2 AZEIRIT A (B, EEEA R B dn s e A F R KT ) I
PRRT A I A BT FE AN 5 1 R s 4R A, 2 VAR Al g R SR A AR e, Ak
B LR T IR 40 L, T B RRAS Ab B L R e fL IR B R PR (biolistics) BRZE T
TR g n] T A A ferg = (— %S WL, Sambrook & N, F3C0) « H THALIHILSI
0 A ¥ At v R R A A B bl SR AR R R TR TR A LVE R R . W TR
ERI S A 1 A 7, ] 2 2 DR S Al B 380 SRS () 59 Bt e, som o EL 5 N 381 VR 1 4t A 1
FEERI AL A, R Y2 25 1% ON BEGHE B A (1) S0 440 P 1) 0 i o

[0281] 4 7F B 1) 3R 0k 2K b 0 B T B R0 0 B0 N, 120 280 1k ol L B G, A T 3R A5 56 3
M e Bk dE AR B A%, P RIE G, I EATH = AR, &5 4> B8R,
B I B IR A A 2 BR R 1 TR 3R] AR 9 A A I B A 28 IR Al Ak, %00 TR A R B IR B
UUVE 28 MUATE L AT (3% . HPLC 2B 4k B I Hi vk B R AL TT V& (— 2 W, Scopes, Protein
Purification(Springer—Verlag, N. Y., (1982)),

[0282] 4E&W)

[0283] AR MIRUE T AW (RBEEEY ), A& 44 2 B MR 845 A DUk m
BT BRI R B BUR. ¥097 IR S B A, (AR T, i f 55 25 VU PR R A2 5% (i,
M =131 54 -90 BAH —111) G2 V15500 B L 007 A2 500« BOBT L8 T e/ S LAt of 5 7 1
B R PG IE 25 AP TS (Pro—apoptotic) 23\ AIT 3, FIIGIT LB o

[0284] 4 fu7s 2 B FEHA T (W, _A0 ) 40 AT 2550). X T A 45 3k A i J 4
13X 2 265 W 1 4 iR K HAE AL, 2 W Goodman 2% A, Goodman and Oilman’ s The
Pharmacological Basis of Therapeutics,8th edition,Macmillan Publisher,1990. &
RBUIR G5 55 22 i) 45 1 S AP ARERAILAE, (5 G Vitetta (1993) 1 US 5, 194, 594 i,

[0285]  FH T-TB A= i HH 5 325 5500 IS B FRT VA 7 A4

[0286] £ & My (taxol). 4 g #2 5th 2% (cytochalasin)B. % #T B ik (gramicidin)D.
WAk 2 % (ethidium bromide) . M AR ## (emetine). #Z 24 2% 2% (mitomycin) £ W H
& (etoposide) . tenoposide. ¥ F # i (vincristine). ¥ F M (vinblastine). K
JK A B (colchicin) . ] 4 % (doxorubicin) . 18 i 4L B % (daunorubicin). — & %
R JH B %= — Wi (dihydroxy anthracin dione). K € & i (mitoxantrone) . ) ff & &
(mithramycin) .« ¥ £ B 2 (actinomycin)D.1—- 2% & £ i (1-dehydrotestosterone) .
7 % (glucocorticoids) s ¥ & K [A (procaine). ] F [A (tetracaine) . #| £
+ &l (lidocaine) . 1 13 % (propranolol), F1 M 14 25 2 (puromycin) « F1 X U 25 ¥
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(antimetabolites) (5 1 FF & MEWS (methotrexate) «6— 3 FEME S (6—mercaptopurine) .
6— it & ME S (6-thioguanine) . Bl # Hiu #F (cytarabine) « %A 73 (fludarabin) \5— %
JRWEIE (5-fluorouracil) « 2 /& WK % (decarbazine) . 33K (hydroxyurea) K 4 Bt fi%
(asparaginase) « 77 PHfthiE (gemcitabine) . 537 JHTE (cladribine)) etk 55) (4541 —
S — 2% (mechlorethamine) . thioepa. s | B % F+ (chlorambucil) \ 25 A Z R & I
(melphalan) . WAl R & I+ (carmustine) (BSNU) \EA W AE AR (lomustine) (CCNU) | B ik ik
f% (cyclophosphamide) 47 % (busulfan) . R H & ¥ (dibromomannitol) . &% g = #
2 (streptozotocin) E&GEME (dacarbazine) (DTIC) IS HE (procarbazine) 2344
% (mitomycin) C\JWi4A (cisplatin) FIIH AN EHT2EY, B 40141 (carboplatin)), Hii 4k
% (antibiotics) (AN A-252% (dactinomycin) ( JRNZE M 25 ) (k& % (bleomycin) «
18 ¥ 41 W R daunorubicin ( J5l 38 4 % % (daunomycin)) . fi] & % (doxorubicin) . fft
ik b &2 (idarubicin) . Y& ff % 2 (mithramycin) . £ 24 % 2 (mitomycin) . K 6 & FE
(mitoxantrone) . ) #f % % (plicamycin) . 2 b & % (anthramycin) (AMC)) . H & &5 &
(diphtheria toxin) FIAHICS>+ (fFl U1 Mk (diphtheria) ABERILIEME  BEAIZRAE 73 1)
BEWEER (ricin toxin) (HIUNEMTS A (ricin)A 8¢ deglycosylated ricin A chain
toxin)  # #L B % (cholera toxin) KB I F (Shiga—like toxin) (SLT-I. SLT-II.
SLT-TIV) . LT # 2. C3 B & & W& % (Shiga toxin) .71 HI%# % (pertussis toxin).
A5 X EE 22 (tetanus toxin) « KB = — L /R wo 80 I HIHI 57 (soybean Bowman-Birk
protease inhibitor). 1% &8 Y B #F 5 & (Pseudomonas exotoxin). alorin. ‘& KL 2%
(saporin) « ¥ ¥EM 2 & (modeccin) « gelanin A1 E T & & 4 A 8 (abrin A chain) . #f
VEMLEEE (modeccin)A 8. a - J\BIKE (alpha—sarcin) .JHH & (Aleurites fordii
proteins) « /4 7 % &% 1 (dianthin protein). 3& YN i [t &8 9 (Phytolacca americana
proteins) (PAPI. PAPII F11 PAP-S) . 7 R3] (momordica charantia inhibitor) kX,
WA (curcin) L E FHEH (crotin) . sapaonaria officinalis inhibitor. A
(gelonin) . mitogellin. m R I 2% (restrictocin) .My£F % (phenomycin) , FlH % 5% 2%
E£ 2% (enomycin toxins) .

[0287] 1 ‘B I AL B S A= 0 R B S A (B A R AR 2550 ) ALEE, (HANER T RIS
), 55 4 JE g R AR (W E B Rt (marimastat) A% A i (neovastat) .
BAY12-9566 AG3340 BMIS-275291 1 2R AL 25 5] ) « A B 40 i 3T A% R 4% 5 19 40 i) 57 (491
i TNP-470. ffi % % (squalamine) . 2— A7 & #ff {8 — B (2-methoxyestradiol). % Ah
fth ¥T (combretastatins). W JZ 4 T (endostatin). Il #& f& & &5 H (angiostatin) .
# % % (penicillamine). SCH66336 (Schering-Plough 2 %], Madison, NJ) .
R115777 (JanssenPharmaceutica 44 fR/A T, Titusville, NJ) MBEMIZE5H] ), M F A4 K
Bl F 3R (Bn ZD6474. SU666S. XHTIMLE Fr b 25 R Pt e R / sie 2k (Bl
VEGF \bFGF MM AR 3 —1) PRI B (thalidomide) YBHMFEIEIAU (H1H0 CC-5013) |
Sugen5416. SUS402. FLIME HT A AZEE (B4 angiozyme) FHEFE o (FIWITIRE o 2a) \H
P78 (suramin) FIZEALZ5] ), VEGE-R 5400 alill 77 R0 EL Ath 0 1 A8 8 A 1 1% 2 I i 00 il
) (140 SU011248) , W B FE e BB EE B / AR A7 (5 5 iilsR) (B vitaxin A2
) dFEDUR S ZEAF) CElan, PR AHIR £h . R A6 R (captopril) MBI ), Bk =
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M (CAT), ABT-627, CM101, (412 —12(IL-12) . IM862, PNU145156E Az 41 kil fi & 3 A= i 4%
HIR > 1 (440 ;e S -VEGF-cDNA. 4 IfiL B A5 i€t FH 4 % ) cDNAL 24 p53 i ] cDNA F1 4
BB VEGE 524k —2 mhd (¥) cDNA) FHRAAZGF)o I B A O ML A T R, A/ sl At 1l 27 TR
JS R0 sl 50 ) A S 49 A B — I S AR B R AT AR AR 9G4+ (A, heperinase
I11), B 5 fiz (temozolomide) « NK4. = W 41 fg #% Bl fl il Xl (MIF) B4 A i -2 04
FARETE TR~ 1 PRI BT B AR i K R o B by (ol tipraz) H 2% 5%
T H 2R A K 2B pentosan polysulfate, tecogalan sodium, dalteparin,
A (tumstatin) ML/ e MR (thrombospondin) « NM=3. combrestatin, Ifll % fE
il #E (canstatin) \ avastatin, HrILAMAHREE BT (FIAHT —a —v/ B -3 FEER & 1 F0
Pl ~kininostatin mAbs) FHZRLZG5),

[0288] A £ R % 2= ] FH T A2 77 U 1 45 & 11 (radiocon jugated) FifA, 5541 44
Tﬁ’ 1EZ<I§E:‘|: 21281\1311\90Y %H 186Re0

[0280]  HLAARFIIGRYT I &5 GV ] A8t F 2 MBI BE I 2 BB BRI ) 2%, 1K 28 2 1 T K
A, UL ABASR T, 4- (4" CBEEER4EE) TR (AcBut) 3- LBEEEARILR IR (AcPac) |
4= 3RFk —4- FE - IR (BERE ) N- BEIIMEY i 26 -3- (2 nibie — 35 5% ) NEREE (SPDP) \ VE
AFEmRE (IT) , BRI BR RO D REAT AR (B, — 3L 0 ez HOL) ViG Ak ls (191
WIXBEIABEY e — IR s ) I (B — ) UBRZEALEY (sl (p- SRR T B
5 O ERMAEY (FInX - (p- ZEE PR ) - 42 e (Flin
PR -2,6— S wRAE ) AR — it a ) (BN 1,5- 5 -2, 4- AR ), AT
. B, ERR R R L Vitetta S8 N (1987) ®d K704 o Bk —14- Frid 1- 5
MR EEREE -3- A W AR = LR (MX-DTPA) & 7~ PEEE A5, F T80 A% R
HPuARMEEA (W094/11026) o

[0200] 75— AL, %P T LGS A 2“2 R (Bl ansE s ) b, DUMENH T
Cha— F IR 4 MR TRE ) b, Forb o) is N 25 T UK — 2R &5 60, $6 438 G BRI AR 0 P e
FREEWEEW, ARG TEEGERTTH (WO HAZER ) bRy “Bidk” (g
#)o

[0201]  FE—ANSEHEEI P, A BHHUAA T F Tk B W) . %I A& 4 o n] i i AR 4k
AN AR S A BIPUA L. S aRE, HAR T, M HEY R - S EMHE/EH . 6
Mr B T 1 AR BE (200, 454 Hendrickson 25 A, 1995) R EEAE B (2 W, 40 Niemeyer
N, 2003) , B - BEAHEAER (S, #40 Koz lov 25 N, 2004) o A {5 B £F A S 2
LA, B m— i B VP i 25 FR RS N— B2 25 B B W00 I Jie 198 B E DAL 54 Bk — 30 fie , 91
W 1- &% -3-(3- ZAHEENE ) Ik I (EDC) (BEFIE I fZ 5 4- (N- E e ey fie R 2% )
WOt —1- RIRER (SMCC) , Rl — AT o

[0292] [E5408

[0203] LA, 51 anifial) ) EY Cha, 5 ChaR [ 455 n] LU Bl iX 4~ 6 1 FHE 2 AR 1S 5
B3, MG H E S BRI AR 4 N5 5 50 o 70 B BRSO AR, FF PR AR Bk
FOHIEC AR T 135 TR B8 7 » AT DU 2 A R BT AR IR P M o

[0294] G SRV, 9140 GTP ZKfi# A GDP, BUG SRk S2 1A 45 G i R IRA5 5 2B, 191 Gk 40 g Y
(AR ) Vi B0 AT R T PR TR AT IR 38 K45 5 n] i e AR sl A 2 00 07 v s A B 1 T
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B (W, 0 Neote 25 A, 1993 ;Van Riper Z¢ A, 1993 ;11 Dahinden 2% A, 1994) .
[0205]  US 5,284, 746 Hiiid | HH A4 G 82 AR IBAZ A4 B D RE RS0 AT H T+ M I P A4 &5
B RIZARFEA G AR

[0206] AP IRES W] AEAFEAEART 73 BT BT AR B D0 B S0AT , O AR e A4 5 2 (10095 PR e
RIS SN AR /) BAEA S AR I T

[0297] 2 [ IV 3k

[0208] Ak 2EHEA RS W] T VP Al A R B BUARBHIBT G A 55 ChaR 454 1 RE 7, A1/ Bl
SEARRSZ AR 45 B AH BRI ThBE R BE o IR SRS DAL &4 (L2251 ) 1R ah ik
Wi 3 B4 DhREIE R A ZE il b2k m] T8 ek AT B 1 7 X B, B R A 96 fL
b 2R 23 BT, SRR HA R R BGAE i 5 VR VP A Ak 2484k . B, Springer 28 A (WO
94/20142) 1 Berman 5¢ N (1988) & T A4 I Bz AL RIS N FH o AR T 85 P KT
BRI AR (Kavanaugh 6 A, 1991) » /MR LT. 2 A B 41 f sl HoAh BE 65 A0 254k 1 18 B 1)
1 40 M AR B g ] F TR .

[0200]  — i, b 2% Ak X 40 ] W IO B AN M (480 4 1 e (8] vk L A i e R
o 0 B WE AR A B PRI R N ) ) OE I A B BT B U N Bl i R (8 G P B R S
(filter)) , SAIRAL AWK HE K TT 1], DA J5E B R 55— S 00 1) AH S 20 — 3R i S sl g s gg
A7 G () B, BRI AT D 00 T 40 i ) B BT R 0 N B e BRI, 5 1A A K
SEHEKTT Ir], MBI R 5 — 2R 100 ) AH S 5 — 3R 11 o 76— 28350, 5T, 49 4 TCAM-1 &1
T A R SR AN, DR SRR B o bR g4 4t TR 4MERIK B 48 V3 5L (homing) 7.
[0300] {4, W LAAS I Bl o 0T 4l MO /R 18 B 2% (RANREE ) ThIT B i, 48 AR
— =L B I AL N B B A A S E BRI L R E S SR
o B BAIE B AL /N, BT T B 0 HE 1 T A 4T 4E SRR R R AL A ) R 57
MEITHRE ROV . 4 ann] DU 24 3-8 Bk, A2 5-8 TR IIALAR R/ . BBME
[RIFLAE R /INAT LA 48— I BRI B IR FLAR KB

[0301] &y T VAL IE R AT R (1M il , A5 2080 b 1 I 25 | B 3k B FBE Ao B T A 1) 26
TARIM P RRELH , A/ B T S A Mgk B rTAE AR HERIR (a0, R
MPIAR ) W TE—SEHfrh, TR bR icd (00, JRCR Ve R AL 2= 26 hnic 0 Bt
JREHTURRALFRICY) ) FRic i e, ik H & 20 777k () G sd sk RS i o e e Fa
AT ) AR R TR/ BOH BT S =S TP bR Id A, T DAAEAF AR B EAE DU IN PR 1T
o AL E AN T — N IE B R Y (0, B T A ESUERR 2 E T
TR AEY (L ARAERT) i ST R LR TP IS 3 1R 4 o 3T
) MPUAREDUN IS R INT R . B DS H , fe il e T T 40 i iz 40 i eliak
ik CoaR B4 AL, v] LA I 2 ) R IE R o ZESX AN SR, VP4l T 20k iy B2 40 i 2 R AT
(transmigration) . 4 J il £ 40 M2, W LAKE N B2 40 W 35 95 A0 A AL s M Bl b, ] g e FH 51
WS IR £ 3% i 1 s ILAR K 40 M 71258 B 1 S840 B, DA I P R 40 i ) e e o P,
B AN E B R T BG I SR 2 4. A 2 P S N e g e vl LA TR G2
A M, L, 190 a0 K S K SOOI A N R A, 49 G0 R KON S 4l i (Clonetics 24 H],
San Diego, Calif) . A T VPAl N & THEBRIHFL BN 2 AR AL S A AR T, D0k [ M L 30
VIR B2 40 e AR R A F o B S U IO L Bh A P A e 1T oA B2 4 e
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[0302]  7E— AN TN Cha 55 BT AR 1) 5L i v, A0 B e IT B AR AL ChaR
M4 R EPIE T3 A —FEBZEEE S8 — = b d ik i
BRI TFAAEY (RAEBaIhie ) BCE T3 ==, Pk, /e 40 ficE T2
— BRI, BRI R, B AR TR A S W ILIECE T 58— F W ARSI ]
Gh6 5 ATl IS FR AL ChaR ()48 Mo I e A4 80U Bl I A6 2 Ak 155 T, A2 2 AR T e 41
HilF) BRI RERIPIHIF ) o AFLEBUARE IBCAREUE 371 S TR s> 2 41
S TR PR~ o T ABRAT B R 45 A 9T, AT 52 PR 15 A2 Bk 5 2 PR gt A 11 45 JL sk
2 A FE RIALHI R A1 .

[0303]  FOFEIA T I Z A NS EY (Blantb 2= B sk ) 42N B4
M E AR PRSI ZRERTRY ) o IX L8 ff Py ) SRS W] 0 5 40 i 8 e Vi s Ak A B R
IE AL, N2 T RCARERE 3 T I8E D) ULV BT AR sl I i B BRI Pl 28 1 B

[0304] [T Bk 77k A, AT R FH 5 52 ARV A 18 107 35 40 G, 38 Tk 1 0 1 52 A4 B
SRR, VPGPS CoaR AR Ih BE FI 52 .

[0305] Ak 2 a4k o0 BT 1) FL A S B R AE AR ST, 2300, 461 Gn S 9] 4

[0306] ALY

[0307] RPN SRR AL R RIS, & ] H T VP Al AR N BUIRAE R ¥y IR A o 9 s ¥4k
T BL RS ChaR kAR R N LA B2 PR G BIE T8 B3, 0 b ) BRI R B
ZJa, W E A e EE (20, 6040, Van Damme %5 A, 1992 ;Zachariae 5§ A, 1990 ;Jose
2 N,1994) .

[0308]  TE—ANSHids] H, A ZR2EVPAl TR A I (9] 4 g TR R R A L Rt ) 1) Btk
TEIRHARE . 76— AL, 4 Rets L2tk f 42 (extravasation) HIFR T4l
M (I, 21K ChaR (A E ¥ A A ) 45 T2 fEFbw i i) 4l s T Iz #2211
R B2 S, PR L T IRBI A . BT TR BRI R R, BURA7 AR I B R FE 1
> S HIER TR o

[0309] Hi&

[0310] AR BHHUARAE A Bl A H A &R 2 A H I, BRI S0 2 Wi fG 7 R

[0311]  ChaR X T4 ERERE EE/EM . CoaR &M T RR T R G 40 M 14k 2 5 155
W) 52 AR, 220 A S H TR 40 R TR M 4 i B DR A L I 4T AR SOTR 41 L PR A 4
LA /ISR T 48 1L, BRI ChaR Bk m] A T30 (b BRRIE ) ET 4 I, e il 2 F0 rh PR
0 21 2R 45 AH DG TS, ) WP R 4540 R R X, B30 BRAZ B A S IR E AR SR I RS
1 4 2 Bk AR R AL

[0312]  TEASCH R PPUIART LIVE I (D EBHIE ) (a) 5% RRI454 (B, i
P FDHIH ), (b) S2AKME 5 IhEE, 1/ 8L (¢) FIIhRERIFNGIFR] . 75432 D) RedD il Bt
RnT DL E B ke (B anid il 5 | A G uel ) IR 45 & . B, Srikn] DL i
I BC R 1) 45 A BOE I U E ] (A BB X BUR S & I3l ) FIHIZ R ZhRg

[0313]  fE—J5 1, AR BIHR4E T 697 sk BHIEXT G I PIE I vk o WIHEA SRR R 19, “
SiE” S 1B Th RS IR sl T4

[0314]  FE—NSEJHE RG] A7, 120 IE 2 S B S o

[0315] e i A X HA Ho 32 J IR KT 0 AT ATE 0, S 88 2095 A2 FH BT A Bt s s 3 3 3801
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ARAT R Bt o PRITTT “ Ho 38 220 e AT 58 XONPURSS BRSO 5 | S IR E— X B 1 B Fe 9% 2
P RIS N (g, T2 I i SERRZ B R N B S TT Y < [ B A s R I
PEFT I i s S s TIT Y < if 35 9 SR PRI LA 98 B /N EREF 48 L RWB PE DG 48 VIR 5TV 2R
LA B 98 A EESR ) o

[0316] [ Bf s 50 1) H B, L rb i R 40 oK RV B R TR I B s R R O 240 e
(self-reacting lymphocyte) , FUFi Ji (U5 ik, SECH VM T 8B 40 M se B a1k,
FEAERPL E SR AT S A0 MR ES B A B4 A R R N

[0317] 76 55— ASEHEH] A, 200 E A2 R PR -

[0318]  JEAE MR LU0 FE A B ORAF PR S B, T DU S i sl otk 1y o [RITf, 98
PRI B 5 B PR 40 L B 40 B FE K 4H B 8 i R 4 L PR R A A L [ 4
(R » P R A2 T 40 L 1R 5 AL R I SRR R WA P« LA S 6 P R JEURT AL 22
FEAER o BBIURME RN (b e RIAE R ATE R ) Wnl o R Erm (S hEsie
M) S IR S ATV 95 S AMACTE AR A PR 40 A 40 S 8 A P R 4 i S5 5 b 1 4
M54 /R

[0319] PRIk, WA A AR A& B YA 7 BB B BEHAD AP (1) i 48 (EANFR T -

[0320] 1) ¥ EAEMLIT RS AN/ B8 40 IS Ak B0 hE , 491 an i ./ PR VR B PR A
A5 R AR BB SR A E (ARDS) B P MERE RSk i (COPD) 3l kAL JE « JRGIE 1
KA R A R et AR HE S SR ERER B 1) 1 4 BRI e O MR O B R R A
it (APS) ;

[0321]  ii) SR AT, B WTR G RAE R NV ZRAAE (SIRS) WM AEAR be o P B 2= AR T it
BT AAR o b R S R 2 o R U s B S Pk R A

[0322]  iii) 18MERAE, ] WA e RYEE 5O B UGS (Crohn’  sdisease) ({5t TE
21 9% 12 T B RS M APE (COPD)

[0323]  iv) H B, Bl RAMABRIE (SLE) KBS % (RA) 2 R HEHEL
(MS) T HRHAC 27 A 1E (Sjogren’ s syndrome) i LM AE 2 Al B2 5 L B /D BRI 8L H
SRR R (AR RIE R (Hashimoto” s thyroiditis)) i ZEMAMA) [RER G
fiE (Goodpasture’ s syndrome) 4= S8 0715 4 ORI M2 RIIE  EAENL L 7 M6 B R K
i (Grave' s disease) A T/ GaF ki / JiE B 2 HOBIMERE R « B 5 o ge M3 (44,
WEST I B B bR ) (e PAAES ) ESNSEE ) ;

[0324]  v) KM, GFE 1) 8K ii) R R IRIE, LLR TR 4 M s « 5 B AT
5%, BMER, MR (B0, TRIENE 57 I B sk b ek ) e 98\ B 4 (g, i ek
Befh, R N W2 ) (MR R

[0325]  vi) SBEIRASINAE, BLAE 1) —111) AP ARIR L K, B s A HE e (B2 Jm, il
[F AP A AR ) YU 0% (GVHD)

[0326]  vii) b[HARERE K ILA AL R E , ELFR A B8 A OO M B TR 1 | WL IILSE | B 38 A2 2
B /INER B RS R R 21 2 R P o

[0327] LA, 25 TR A E PR, BIERTENE” AL LMEE S, Fl /)
B VAT B VR T AR . WIS 3 TR RR I, YR A RGE” B2
10mg/kg.
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[0328]  7F 55— AN SEHt ], AR B & Fhde Ak m] H T AS I CoaR Bn] A 100 & 52 4%, 41
W, AR R M SR A i B/ B S AR TR R A G B A i IR IR . RGBT TR T
M2 Wt st B SR, B0 an i ook (o an, oAt AR 58 6 IeE 40 B 73 EAR ) .
[0320] A& BIIHT —ChaR HLAAXT R ChaR IAFEAE 5154 Bl 5 Al 2 Xt Fis W v i .
T, 2 W PE R 75 R BT AR B B ChaR 45 S TR R 2 S e . X T2k E
(17, W hu ks bR &5 & Fr B idBUR PR Id . PUARBU BEAT DABE bR id. nTLUR A 25 Fibr
0, AFEGEHANER T, JHOE MR 3 265 I IS4 B DL B A SR B AR (48
EEEPUR ) o ARYUREAR N S ANTE 2RSS R EE T (S0, i, US3, 817, 827,
3,850, 752.3,901, 654 1 4, 098, 876) o ALZHNTE: i (1) e 20 AL A= m] DL T AR BH ()2 W 1k
Tk e UBURE R BEAR B R ICES , B 38 0 G [ N 43 #T (agglutination assay) W6
& 7T DA I DT AR B B RSB s Bt n] ORI 5 —Fh (B, —FhEiZ )
Al TR B, B a5 5 —Puek (Ol an, Bl BB pk sk A T AR AR Id S ER R
AU ) BAERMNBERCPUAR (BIanss —Firk) 6 E R, s 638 ks ()
un, ARIe A A) BEAEA .

[0330] ¢ T 2G50, wAE I AT A G0 () 25 500 46, (EAN PR T, MRI 57 CT BAZ ). 6%
BEF G BBF paraCEST G, MILH G 78S HEE] 1, 122255002 55 18 5 R 14
&8 B A YHI MRT 8% paraCEST S Bi+ (proton) , H AL 6 8k B H T2 A
A I KA N R = R =/ QR 2 2= N O 7N =L = I N < 2 - -
LV, TR, IR D St o, i 25500 0] DU AL B IL R 3 4K ORE (fodinated oil
nanoparticles) BELHE[ (entrapped) [ 7A4:EHRURIT CT BAZF . HF AR B K 245
[y 33E— 20 S A9 S 55 T s AR R A oK JIUR: , 491 Gt PFOB

[0331] ] LLifI& B T AR e S b CBaR R AR ERIRFE . ARf&aT ety
ChaR &5 & A K PR, LR — Rl 2 Pl & i B ik sl i By 5 CoaR 2 (A1 A A7 AE
[ B AT AT PLRAR T I 2R A R B BT R4L64, & mT LA sl s 566 o 40 (R
5T HARPURBAL PR bric BB ARIE FIPTARTT LU Bh ity () an 28 pf
), Bl Tris. BEERAER R Ao e 71 R A7) A KRR/ s k8 A, 49 2 i v 1 2
) &S TR 1, AT DR HE ST ARG B s R TR -S4 808 ) A T
DL SR e s P B G A o I S8Rl B B ZAE I i LIV MEPU AR 0 BV — /N T4 5
i %, LRAFAE S B U PUARIR N R /D22 0.001 EE % . KA BB E & 2Pk
(R8P, AT Ao 4 SELE R & b, ) s R NI B . WURAEAE SR ik,
T SRR, FF A AILE A S BT AT B — 1 75 AT L

[0332] A1 EWFNZE 2k

[0333]  ARHELS 2R UL K Ik Bl SR PR o (49t v FLN) IR 3 ) 4 T I R B
FURIIF B AR o £ 25 T 1AL AR B DU RS 4 ) 25 A5 00T DL 4 T A2 3 m]
22 AR . AT DU SRR S Y. ST EL, A IE AR RS, 51 WK
TSR L/ IR KT LI SRR A TS A FE EK ZE ph A . B Jiie] DL
FESUAL BT Ringer 7120 701 22 B A1 54640 FLIR 1L Ringer W BRANE KM . A4
N 53 BT KNI 4 P I A I K VR AR R LG 7K R oK W R L 2 R AL S (B H
P & BE AR O £ T ) A 26 B TURT H 28018 o K P A P A 66 8 s )
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7 8 1) AR B R B AE R 7R (20, — M, Remington’ s Pharmaceutical
Science, 16th Edition,Mack,Ed. 1980) . 41540 n] LL% Fq ELE AL 5 2 m] 332 (KU H Bh )
Jot, A A T A FHUIR S, 9 r pH 8 7 0 2% e 245 5510 R0 1 1R 2 24 50 L 4 SR A AL
AR FALES AL ER BN
[0334] MR CANIE AR R TR RO, 7648 H 2 BT nl i A R B HuaR R+ T0R 17 LA
M AR TE B PR . IR ARSI D R LU I i e i sty (—Mhek 2
Bl ) 7EFTE RN B B SR AR RS, FF HAf Bk T3 3 () s & 2500500 8L o 6 TN, m] LUK
PUAR S BUS RSN G R s P AT 48 2 (B, W5 4n . AL Ay B3O i <5 0 L
) o
[0335]  E-Ahen et R v BE ), B (EA LR T ORI & Rl st (B, &
WK B LRI B RS ) VRN (838 Al E B EE DR AR ), X H
T REBIT B B DL o HAth 508 R 4 25 07 32t ] DU 36 R P SELRE (1) R T A 4 o A 1 22
BN L RYEE
[0336]  thH] LUK AR I A GRS AL R IR G167 1 —# 54 7. I
R H A VG IT /25500 AU AR N 512 AT A AR A SR T, 0 A2 R
RO %, HoA IIE T R IE B ATC code MOLC R HT KR 2581 ATC code L04 £ 5
) G e 400 10 500, B0, (B AN PR T e EE NS (azathioprine) . (W (chloroquine) | 34 5 M
(hydroxychloroquine) « ;5 fii & (cyclosporine) . D- F & & (D—penicilllamine) . 4 2k
(&M ] —4h (sodium aurothiomalate), &4+ (auranofm)) SR KHFE (leflunomide) .
FAZ S (methotrexate) KA 2X (minocycline) HIETEIZMEIE (sul fasalazine) FIER
k% (cyclophosphamide) FUKE R7 i [E E (glucocorticosteroids) o £E 5 —>SK i 7
A2 A2 R G AL B AR A AR IR L B ATC codeMO1C A HIRIREZFIATC code L04
A B G I, LG, (EANFR TR g R R A AR D HEE . e (&
TN, ST ) VR BOKRE T2 ORI 3 L AU ZEURR i N E R AN IO RO S B A [
figt \ Z R (mycophenolic acid) BXZE ZMylE (mycophenolate) Flth 7a 5Lw] (tacrolimus) o
TE 5 — A AR B PR W T 5 A Bi A (i, 255 @7 2 R sk, ik
ALHE, fHARPR T CCR2 1 CCR3) BXA, B9 ~TNF Bl BT 408 2577 5k 5 CLA7 A I 35 s o 3k
EAE A, B R IOERAR I v BRET 1 A TR AR T AL EE H A A 1 e R ER B L . AR B
HUR T HAEMAZ2G T AEY), EFPUA / B Eitiss .
[0337] 45T AU BBV 551 2 90 A K31 88 7 AR SR AL ) &, T o 1 e i
AR PR B D T IS 1R BRI BION S0 % R G IR) FE . 1ZORI AR5 K 215 | AN
EIEF, 0 a0 mroRh A A R K P FE IO ) 2k . — e, i) B A R AR
U 9 400, P ) R PRI R B T AR A, FHAS SR AR N 20 o a0 3k AEATART 3 R, A
P i m] A ERSR & . )& ARG A 2 0. Img/kg ~#2Y 300mg/kg, YLk A2 0. 2mg/kg ~
23 200mg/ kg, EALE ALY 0. 5mg/kg ~2 20mg/kg. B [ A F 8B A 8 LA 2 75 2 14T
AR SR, DR H— IR R % T, e M s o0 T, IRyl et 2 (B2
£ ),
[0338]  ACRMIEAE AN G W A, I 25 T A S G PR AL IR 43 nT LKA & B )3T
RGINBIXFZ . RS> 17T LS DNA B RNA sl f0 2 DNA 1 RNA fJH% &2 TRITER . 7T LA
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IS HUARRIZ T RRITS) (—Mek ) ol RIR BB AT, Hrh s 2550 1) 751 5 Rk
VEEGUIRGaRIE S N: BEEE e S e DTV (e dob N ek PR SR Ao I b R e S ey
TE RS R & BT

[0339] 2Pyl F T4 SmhS P /R AL IR 5 | N30 14 py #E.4H b o 491 an 4% IR ml v S 7E 41
AL, T AL FEAL BT TR, BORT I FE AT TN

[0340]  FAPRIIAZER 731 B, 9 A AE P 5 I S iR S AL I R R - I LR E S AT T
TEPR A bt TSP-1 A% R A e JE R 78 21 AE 70 R B 4l e (Ulmer 55N 1993)
F4h s R ATRE s TT TR AR PO LR A% B 5 AL 2R (Williams 58N, 1991) o

[0341] i EEECA T F TR 4R N K n i BT IR L IR 73 1 JE DR 6 B 21 o (R 40 2R B b
B o IR 23], 1 Re B AR I Al M S B AR L T BT o IX BRI e o 4 R Y
(R e T AR 0 T 0 P ST AR ) 21 B B BE (R 40 e o 08 T 80 AR R e 0 40 B ke T
TLER [ [ 4 B R Y

[0342] W] HE [y o 40 M S A (1) L AA (K03 75 B8R AR A SISO AT L NG o A 33 A A0 4,
o an, BA 10 B A 2300 S0 A 3 1 I LA IRAH DO ER R (US 5, 354, 678) » EEZIRAH
A FR R LA I A AU AL B T DA R M A B L A ) A S 4 e S e
Jiip (Lebkowski 25 A, 1988) .

[0343]  TE ik A ZURE S 1 S B B R RN BIEA T, AT DR U R A, T E—
B HIRIE IS B4 2R AL (Dai 55N, 1992)

[0344] Wi SRR ER A & TAEA N ISR gL BRI IR 7 I 7% o JERR A ]
Ty AR A SRR B AT FR e e S g I AR IR ek 1o

[0345]  FIHAZVE = AR BRAE M 0 1 SR 7 T AR 8 & B Pi ik, 32487 F 1) DNA
3832 77 A W] L T DAL 2R S P 1) 7 X0 G b B AR B A% R 23 ik B 4H e b (Curiel
25N, 1992 ;Wu F1 Wu, 1987) .

[0346]  FEXT G PRSI PURR IS L RN, thml k9 40, X B AR 40 e i R4 (ex
Vivo) B GHAT o X T I [E] Ay A LT A 110 20 Mo B 45 140 A, DT R ) P AS SR Ak B R
WL G R PR L f IR BN B F AR S

[0347] T8 ik 40 Jf 1) [9] A4 35 A 2 G iR Rk DRV B8 T JE et 22 B 5 VA AT, X S8 T VA AL, 491 0
PERRAS UTUE « — L2 LT SR« o 28 L IR DA 2 e sl B B gk o I iR AE AR s rh 2
BT A (20, 0, Sambrook 28 A,Molecular Cloning :A Laboratory Manual,Cold
Springs Harbour Laboratory Press(1989)) . iX4ba Mol dt 4L s, RIGE MR E BT
A B3G9 7 B G, — BAX S8 5| AR P B 40 e nT DL A B4k, X 2o R mT LAk A BR FF7E
S50 BT A P A i /AR R B A

[0348]  SLjiffs

[0349]  sjfidsl] (- AJEAL 77

[0350] [R5 CDR FOAEZLAEFL

[0351]  IE AR 2 P gn 5 77 &, 19 1 Kabat. Chothia 8k IMGT ( f i itif% 241 B R A ®
http://imgt. cines. fr) , 7€ PN CDR FIHELL[X . Kabat 52 LET R 5k, o 2 i
T R0, X T-45 2 P, Kabat 52 XK CDR A5 HAthgs ‘5 R4 e X5 AR .. B
5 R GEE LI CDR AIAZ B, 8A] LAFE o — J7 AR — M REf (extend) JLMkRIE.
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[0352]  AKMINGEGATH T Kabat Fl IMGT 45 & 458, MIMAERAZ (V) Zifeis g X CDR
MHEZEX o AR N A BB A B AMELL /N B, CDR 21 56 [, M E4E R HLR
A TS EER) . R, ChaR Hiik CDR 4555 Kabat Fil IMGT 475 22401250 CDR [ 1A 5%
o HARTPINAE V EHEHES,

[0353] 1A 1 404

[0354] T HkIE AR/ R CDR BEABAE L B NBUARRERE P41, AR B AR A T — 2435
B

[0355]  i)Blast & JFAVERE R, % E 5/ W CoaR PRIV & N TeV X AR REA &
TP Ao LU [FIVRE PR B i R e 41, FE 7 AR B A B R I A A AP 41

[0356] i) %EE5/M ChaR Pk ik st BA & RV ME R A ABUR, FAER V IXAHE
2 (SfzmE ) B/ CoaR Fifk CDR.

[0357]  iii) FIHEH/E CoaR HLAAHLKIHELL P41, 2 e HoAth i 2 I A URAL R A4, 47
fl CDR oAl BIX LEAERL I

[0358]  AAJT 41 B 1 Bk R DL 14

[0359] 7F Blastp #5Z& SWISSPROT Al Genbank ¥ 7 0 1) A S BR & 741 1N, 7> B, CHaR
PURTF3 AR R AR 741 ( ERERIFESE, W SEQ ID NO 1 f1 2) s FHAEE 74,
[0360]  7F Blast Ky & A\ ek AR IMGT 3 JE I, /) BRL 7R3 R AZ[X DNA J741) (4
B TR RN 4, O SEQ ID NO 3 F1 4) b /R 2 541

[0361]  MERRASZR T, /A2 T 5 & W e 4 YR M S i P 253 (362 0 3) .

[0362] 3% 2 :5/)EL CBaR mAb 1] AR 4% [R5 4 AT 4)

[0363]

2 ifl Kol e FPAID |k EE

[0364]
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KV2F |Ig kappa %  V-IIL 181.0
A RPMI6410 '
Ij\VZD Ig kappa & V-1I: TEW 181.0
E\VZE Ig kappa % V-II. GM607 |176.0
A 8 7F3|swss_pro [KV2B Ig kappa 4% V-1I: FR 173.0
Vk &g (T A
KV2A A |Ig kappa 4£ V-II: CUM  |169.0
KV2C A |Ig kappa é%& V-1I: MIL 166.0
KV4C A |Ig kappa #%& V-IV. B17 150.0
KV4A A |Ig kappa 42 V-IV: LEN 150.0
KV4B A |Ig kappa %% V-IV: JI 148.0
KV3D A |Ig kappa 4% V-III: TI 138.0
J~ B 7F3 U416644 [IGKV2D-29*02 993
Vk DNA M31952 |[IGKV2D-29*01 984
IMGT A Ig/x%63306 [IGKV2-29%01 984
vV AR U41645 |[IGKV2-29%02 975
X12691 |[IGKV2D-28*02 975

[0365]
[0366]

HHHERL 751 - 8255 TF3
Witk A3 2 R AF4) KV2F . ALKV2D . ALKV2E_ A KV2B_ A KV2A_ A,

FITDNA JF41) X12691 . U41645. U41644, M31952 (A TR EN1E, ] ClustalW, =47 H T#

¥ TF3 #5245 CDR 185 AHE

/I ChaR Pk TF3 FRBEHEAL A4 86 % AHIA .

[0367]
[0368]

% 3 : 5/ ChaR mAb W] AR 5% [F VR AT

BRI FH o ZHARSAT P AR AR 1. AT HER Y

.[0369]

£ & A% ID ik 7
J» . 7F3 Vh |SWSS_PROT [HVIC A Ig €44 V-I. ND 142.0
FAMR (VA HVIB A Ig £44 V-I. HG3 138.0
B ) HVIG A Ig 4% V-I. V35 134.0
HV3J A Ig 4% V-III: HIL 130.0
HVIA A Ig ¥4 V-I. EU 127.0
HV3G A Ig £4& V-III: CAM  |123.0
HV3K A Ig 44 V-III: KOL 122.0
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HV3H A Ig ¥4 V-III: GA 122.0
HVIH A Ig ¥4 V-1. DOT 120.0
HVIF A Ig £4& V- MOT 120.0
Jv&, 7F3 Vh |SWISS_PRO |HV3K A Ig &4& V-III: KOL 29.0
g o |T HV2I A Ig ¥44 V-II: ARH-77 |[28.2
B R) HVIC A Ig ¥4 V-I. ND 28.2
HV3T A Ig ¥4 V-TII: GAL 27.8
HV3H A Ig $4£ V-III: GA 27.8
JV& 7F3 Vh [IMGT A Ig |Z212305 IGHVI-f*01 777
DNA V EH M99642 IGHV 1-24*01 768
(V AAR) 106612 IGHVI-46*03 750
J00240 IGHV1-46*02 750
X92343 IGHV1-46*01 750

[0370]  SLAHELR)F A —EHE TF3

[0371]  FP=AEf A T4 7R3 E4%E CDR HIILH AKEZLZ AT -

[0372]  a) f§i ] CLUSTALW, Lttt V R L/ F4) HIVIC. A VHVIB. ALHVIG. AFIHVIA A
1V B F41) X92343.X62109.M9964 1 .M99642 F 712305 FK) 22 FE BB, M= E30H VX
HELR P51 o

[0373]  b) ff FH CLUSTALW, LLXT J X Z &/ 741 HV3K_ A HV2T_ A HVIC_ A HV3H_ A A
HV3T_ A, NI AR T IXHESE P4

[0374]  SXLCLE XA P AR HAER 2

[0375]  BRZEFIUR NP

[0376] HITKE R 5 BB YIBUAR T 1 UC e A 5835 1) Rl Eh N 54K I BT 1 ST iR » Pk At
A IE HE S5 o

[0377] %52t A TR HE 7F3 5e4% CDR [P SR BEAE L P 4]

[0378]  JL T KV2F [{1JEH), #iIR{E Caldas 25 A (2003) 1,

[0379]  ZE T HuVL-19 f{)J¥41), #IRFE Nisihara 25 A (2001) .

[0380] %5 tH A TR TF3 E4E CDR [ EAEHESL TS

[0381]  JL T HG3 fRJFA, #ERLE Caldas 25 A (2003) T,

[0382] T SGI-VH )74, fIR{E Nisihara 25 A (2001) .

[0383] % CDR [HE 242 FE 41 o 5 2 A VAL ) 48 B A A e 4

[0384] Atk 7F3 ek

[0385]  GEE T —FiE I ANEAL TF3 AR X

[0386]  ZE—FiEid it N B, BUA B 1 AR B 1 AHEZL 741, X AN 741 5 /N
TE3 HELL 7 H1) AT LA, F A0 NHE B rp adk B 28 R R 60 il /s SR JF AR e B 4l T/ B 7F3
HBECDR b (B 3) o AR/ BUT AR ARER P IR IE R #2 Tle ~ Val. #15 Pro ~
Leu 1 #92Tyr ~ Pheo 1FH Al o A28 4 (1) Ji BT PR A 75/ Bl A0 R IR A BE T 55 78 B TF3 d
[FIE 41, B KV2F . AP 2 2R RR VL L o AR H B8 = AN e () IR PR PR A 2 5 CDR3 14
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i, B2 S MO PUARS G X5 A8 . /N TF3 $25% CDR 4% B AE BIME 1 0 A
FESL A A, AT ANZE 741 h7Vk (1] 3) (SEQ ID NO :31)

[0387] A i AUEAL I 7R3 AR HE R AR X o il bR /) B TF3 B8 CDR B4 2] FiR A4k
HuVL-19 HE4L P %1) -RNOK203VL £ (&l 4) B, X421 741 h7aVk (& 4) (SEQ 1D NO :
32) .

[0388] A —Fh AURALITY TF3 B8 m] A% X2l 1K /N R TF3 #2555 CDR B2 AE 2 & KV2F Y4
[PIHEZL %1 VLCD18-Q LAl (Kl 5) » 5 KV2F_ AHEZLFFIAHEL ( WLIE 1 AT SEQ 1D NO :
5), 2 N FER /N TF3 P4 #5651 Arg ~ Leu, MR 2555 AN L far () ik 2, Horp 7E
/INERHACE —A, FT#109 Val ~ Leu. — 20122 AR AERRIE #105 Gln ~ Gly AbH97AR
e, T BR 2 R R IEE . 35X 4E T 741 h7bVk ( ] 5) (SEQ ID NO :33)

[0389] & 6 7 HE B ZR IKIX 3 AN AJEAL TR3VK R LLEE . X S8 75 SHERIX Hh 2 ~ 5
A8 FEFEH 4 h7F3VkCons s& AR F), B BT A R/ iz R ESk i 93% AH A .. &
7 H B 26 B S SR B i A JEAL TS AR T AR . 45 54, CDR 2F L1 A L2
Z IR IR A2 B (eritical) , FEIXAN DX A B L0 i HAT A F g mn (a0, fEhk gk #41 4b
FIN Cys) o HAAZH, B 4051\ T3 71 B B AT BRIAREE R S AR XS e/ o 0 NRAL TF3VK 7
FIAE H 0 FCAth AR 3R] BEXT 5 A i AR (1) BT A TR TE Y o

[0390] Atk 7F3 EHE

[0391]  GUEE T 3 RN PAL TF3 B,

[0392]  ZE—FiEid il vt iy, RE, A 2 A I AAESE 51, X AP 51 5/
TF3 HELL 7 H AT UL, AR HeAE NHE S8 rb e B I 2 SE IR JF AR S A T/ B, 7F3 E % CDR
(B 7)o BRI AL HERE PR IE A #20 A2, Tle. #43 A2 1% Lys ( AT OR B 7 L Av
[RIFRIE )  #72 A8 Rl Ala ( NI BR 22 FEART (RFR I )  #91 A8 R Ser, Fll #95 AF Y Phe, 1X£6%5%
5/ RAESAH R, (BB A AE 2D — RN Tg PR30 540, B /R IX N Bk ik HVIAv 7
FI), itk F3 HP I AEXT KX (ambiguous region) , MM I ALERRIE #70 4b1K) T1e LR #74 4b
[#) Gluo /N 7F3 FEBE CDR Bl BIME M LA HESE 7 41, A 741 h7Vh (] 7) (SEQ 1D
NO :34) o

[0393] 3% Bk AYRAL TF3 ERE T AR X bR /N B 7R3 EAE CDR A AE B A SGI-VH PR [T
FESL 51 BRI (B 8) o BEAL T /N AL B AL SGT-VH HEAL H (1) AN FRFEEAR il /N B 7R3
BRIE, XA LR RR S #38 (Arg ~ Lys) (#48 (Val ~ Ile) . #67 (Arg ~ Lys) . #68 (Val ~
Ala) . #72 (Leu ~ Ala) F1 #77 (Asn ~ Ser) LA/EHI. 1EHIX LA 3 2 K hyi%hkFE 5 CDR
H1 8% H2 FEAFARIT, FRA X &5 6 DR s E 22 491 4, G137 %1) RNOK203VH [ SGI-VH 1
IR AeAT B AR5 54RO 8 i) ok AJRAL I PT —FasL JUAR R AE M (Nisihara 25 A,
2001) o X4 T %) h7avh ( [ 8) (SEQ 1D NO :35)

[0394] 2% =l AYEAL I TF3 FHEN] AR X 2 Bl K/ Bl 7R3 28t CDR B 4E B LIk HG3 J5 1)
HESE 91 EAEER) (1 9) o HG3 HESL B — AN HE, Bk #71 (Arg) [RIR TAZ /M B TF3 7%
5 (Ala) , INTIBR 257 IE W Aar 5% 2k . 1X 7248 7741 h7bVh ( E1 9) (SEQ 1D NO :36) .

[0395]  [&] 10 7 HH FPBIEE X 3 AN AURAL TR3VK FER L L. X 48 R3] SHE LR X Ay T
1 ~ 8 A& EMILA P4 h7F3VkCons & AN [F] [, BIKAE Fr A 7 7114 b2 1R &Rk i 90 %6 AH
[Flo J7 )2 ) ) — 40 5 3 = B A FRTE AR 2 43 4K Lys 5 Gln FITE #74 &%) Glu 5 Thr,
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SRTT, TS H B R B & 3 AR ERE T — 2 A5k TF3 BRI A 2 BH I Coa 5 A
ChaR 45 PRI, Vh 912 [R) R 22 e ARLSF- AN 2 SR BEIRT, 6 AAL 7R3 Vh R4 H Al
A H R BERT S R B ) e ) B PR T T e F o (ER, X AJEAL 7R3 Vh R4
)0 B A W] B L T BT B, YA R B R T R .

[0396] 4> [EEA

[0397] P3¢

[0398]  Huikgh G sl B B B R YR BRI ML (ab initio) BB S, H i
5 (R A b oK B A 25 A T A O 2 , i A Sk i AsE e 20 H T K 5 A8 T AN Rz
[FIVR 7V BUR TR 7y o FEARIRIBUIARZ 18], K4y vl 48 B (Fv) HEZRDX (FW) (145
TR DR () (EHE THRE B - BEP sk A T IR e X 2 5, w7
I SRR Py S in I ORI S5 1, A HESR e,

[0399]  Hufkrh K2 54 FI g5 n] A2 PE BRI T 25 S BRI R 22 X (CDR) o IX/NNEF (LIS
L2.L3.HI\H2 1 H3) £ T-Hifazkim b, HiX2X) CDR FIERAL s K Pkkk. B& T H3, A CDR
BHEIEN 2 M 6 4587 (brvE) B2 [— (Chothia # Lesk, 1987 ;Chothia 25 A, 1989) .
PRUEZS 1P Al 3 80 B A U T AH A A % IRLE, R 1 25 A %0 CDR 245, 16 7 7 41, 43 Bid i
Y IRIFRAESE, AT R 41) [ 1 A% v (4 ©L 0 CDR. H3 B S A 748, BRI K & (A A0 22 Fh 5 1)
Z [ 25481k

[0400] BRI AT 7 V08 5 R AR v COL, B, Pulito 28N, 1996 sEigenbrot
2N, 1993 ;Barry 2% A, 1994) . WAM (Web Antibody Modelling, WL http://antibody. bath.
ac. uk) K IIEEATH T e 41 [R5 A v FRAE RPN 14 22 41 BT Bm i CDR B4, 7410k
TR 25 iR /2

[0401]  Xof T AE b U 2R, Af F AN [F] J5 . 31X /& Martin 2% A (1989) [¥) CAMAL (Combined
Antibody Modelling Algorithm), Jf 145 & HIEIEE / FIB K R AL

[0402]  ARAF=A

[0403]  WAM HFr=4:/Nil 7F3 Fv XA (A ERERRRE ) FIAJRAL 7R3 Fv X 45
A,

[0404] =RV N4 Py XEER! (5 B &H AV R —A VX EH ) , B A R
BN A AJEAL 7R3 ERE AR EE (1 B A2 = 5N TP 90 1R S A N JEAL By #5785/ iR,
7F3 Fv 45347 Leist, Horpd FH DeepView/SWISS-PdbViewer PR ELEE CDR 4564 . 4, 24
¥ h7Vk-h7Vh 544 5 TF3 Fv 258 AR, h7Vk B 8E W] LUAEE I ECG 7R3 Vk, JLF2 58
FHIF I, {EEE8E CDR H2 FH H3 WA S LLxf o MR, 7857 — M, A5 h7aVk-h7aVh [
A, EREY TF3 Vh [IHEXTEL S h7vh B (H2 B BE LU A A CDR KR ANE e AIXAN53 47, 7T
CIHEM h7Vk F1 h7aVh [&5&0 745 TF3 AR IR Pk, % 88 CDR LI, HI, H2 1 H3
f¥) h7bVk—h7bVh FEFIIHLAA T 5250 () TF3 CDR 2 W) AN IR He 5 HoAth () h7F3 B FI4e
W2 (A ASFER K, #8783 A h7bVk 8% h7bVh FEFIHUARBESA TE3 BR & X L85 1) (1) A
AL TE3 Bifk . 2T, A ARZ IR AT P SRR, & h7bVh R 8 — it Bon i HE F3
R E T (LS 15, 18 17) .

[0405] 5 TR BIER FiR ANJSAL I TES T4 R0 AR BE 790 5 480 i B T ok & R4 P il
RN HETINE NS
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[0406]  SLjifs] 2— A JFAb BRI SRR FI A 1

[0407] T AA ] AR X T R oy I I 25 A {2 X O [ A

[0408] %l bR BT R Rl n] AR IR T Y . N T AR SR IR e M B B,
AT SR AR A AZ X K] DNA P41 (Genescript A ) o EcoRI Al Hind111 f7 SEsINLE 57
B 37 i, AN UE 234 PUCLS T el . J3 4, il m AR ik RAE B4 o s 38 A A 1
BsmB1 FRIAL Ao FEEFER BAALT 57 1 BsmB1 A7 SUAIAL T 37 5 Nhel 47 £,

[0400] & T AR A KB MARE R, W AR X J DR 49 W v 31 2 50 23 WA 155 5 R0 PR 22 45 A 381
B X T RRRE, XA S A PN R BsmBL AL 5 4 I 40 WAE 5 A RN 1 E
kappa (C v ) XK. EHEEAA S 4 BsmB1 Al Nhel A7 573 0 ME S FAEE v (Cy)
IR, EERASTH vy1CY D v2(CY2),¥3(Cy3).va(Cy4). vy A (CY 4
50 v 4, KA (Cy4p) KR

[0410] % og [ ik 2 0 R 3 ik b v 77 V2 ) 46 JIURE DNA, $% )1 7 (O 98 4% 2% Biolabs Ml
Promega) #E#E K], ] BsmB1 (F2REZ AR Vk (X FE K ) 8K BsmB1 I Nhel ( EFEZ A Vh [X
FEDRL) AL JTURE DA, 18 it 550 JTE B e A L Kk 43 25 DNA B, A B IR R BRI & (JetQuick.
Genomed) M &¢I H [H1 1t DNA Jv B, o W] A8 B IRy B o 42 B 48 18 v Bt (T4 DNA 3% 4% 4,
Promega) , ¥ DNA # AL /A2 25 E. coli 4 (/T 10 %, Invitrogen) . LR &M N DI
THAL LAY BTk B A 41 B I JSURE DNA, X JBORE H BT PR S DRI DA T AE S U 7E 1E A 1R 1) 1352
HE R FERE A AR X .

[0411]  PLARTEERE v % 31 58 IR d A

[0412]  FEUESEAKBUARIE R BA IEM 7502 )5, 1 2000 v e B Rk 2ot b . ml A8 A 1)
RISBAR B S A4 peDNA-. pLENTI-. pT-REX-. pAd—. pREP— B, pCEP- I FL 34 K 1k 4 1k
(Invitrogen) . pTriEx1 5K pBac #if& (Novagen) . ZAP Fll pCMV £ 1A 1K (Stratagene) . GS
RILRG A, 4t pEE12. 4 F1 pEE6. 4 (Lonza) \pCMV5 cumate KL RZ# A (Qbiogene)
UCOE FIE ARG kL (ML 52565 ) B MARtech Fik iUkl (Selexis) . FEIXFHILT, EAER
(EANMLT 5 Uil Hind 111 A7 s R4 F 37 i) EcoR1 A7 5 ) W 5% 31| pcDNA3 Y5 1)
AR (Invitrogen) 0 CMV B3 71 Hind1 11-EcoR1 37 /5 R Ui, 1 / 8 GS FTiAZ A (Lonza)
H, A% peDNAS YR 2R 5 /N B DHER 258 328555 (AT 57 il Spel {7 &4
FIAL T 37 3 EcoR1 A7 & ) (Invitrogen) 4V o [% 2l pTracer—CMV/BSD (Invitrogen) [
Nhel-EcoRl {7 . &rA AL T 57 3 Hind1 11 £ SFAL T 37 318 EcoR1 A7 s (1) 5 L A
L pT B 31 6C K iA# A (Lonza) [ Hind111-EcoR1 A7 firp, 75— 2G0T, R KA A
BN+ RS 7 51 F 22 ZE MRV (55 ) A v [ B e e dof o, AT 618 R K FE A
BRI AR

[0413] i EiRIEYE: B NS

[0414] & T RIEANWEABUIE, AL G TAE (Invitrogen) i EAE AR BEA AIL YL 3 CHO
Y, B, A I A AL IR TS LRI IR RS BRI AN 8 A A A
T3 GL A A DNA o B3 W] K 280 1R DNA %% 38 BT 400 B AN FLh A4 i & o, 48 4 CHOK 1SV
HEK293. PerC6 B NSO. 7E—2ER500 T, 4 fdh B BEFRBE 1) 5 A 404 w] i o 27 FL sl IR
SRR G B4 ffurh .

[0415]  FERGYLIHT— K, fF 15ml AEEFEMEREFRE (S AT (Invitrogen) [ a -MEM,

41




CN 101970494 A WO B 37/72 T

omM L— A& W%, 10% FBS) 14X 10°CHOdh T ZH L (ATCC) HE:FhF T175 4, 375 37°C
THES% CO, P E - fEFE R AIKE 800 1 A K BEFREE 1) Tk DNA (15 1 g) IIAF] 800 1 1
AERKEEFREE P 100 0 1 IRFUAR (Invitrogen) HY, FFAEEW T HEE 20 /3-8, H PBS IE¥Ei4
S0 B2, JFKF DNA/ AR DTRG0 B 5 oml AR KRR B . 76 3T C R AE 5%
CO, FIFE 16 /M2 )G, AT —A 10ml AEKBEFREE . — K2 JG, F PBS i&EVEZ4 i, IF05
B0 15ml BEFEMEREFRRE (o -MEM AHNAZEFR 5% HIENT FBS) o 2 KRS, AL 2 ~ 5 N4
WL R ST 2585 B ARG B M 40 B TR N (replate) 3] 96 FLASZHLUS a0 . 704 Tk 2-3
Ji 2 )5, A N TgG— et ELTSA & 2B KPr kA=, sk bikd 83 1- b, A
PLAEFZ . ISREEFRIE I H 0 R iRt Biik. # GS R G R IAE RS YL 3 CHOK1SV 41 i Fl
YA A M R PR, FRILHIE R (Lonza) MUHMEEY BN 487

[o416]  AJEALBTARIZlAL

[0417]  EEGea b HiiR i B A KR FREE A . W& A0 A 38R U5 G SRl aifb st
. WEEE T SDS-PAGE BB A TgG— 45 55 7E ELISA B @& A IAMA Y. A 1g6-HF
Sk ELISA FH 8 5 [ o ik i e FO R o 30 e 3R TR s I et s L VK PRI B Ak &4
[0418] A== Ao b i A JEALBTLAA S 56

[0419] 3K 4 FIH T A=A FIBUA, 78 HBUAR I H IR SRR R 887271

[0420] 3% 4 A= AL BUAA
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AR 24t T4
hAb TE (V) B TE (V) -4
A 7Vk hCk-R 7Vh hCy4
B 7aVk hCk-R 7Vh hCy4
C 7b Vk hCk-R 7Vh hCy4
D 7Vk hCx-R 7Vh hCy4pg
E 7aVk hCxk-R 7Vh hC’Y4pE
G 7Vk hCx-R 7aVh hCY4pE
H 7aVk hCxk-R 7aVh hCY4PE
I 7b Vk hCk-R 7aVh hC’Y4pE
[0421] J 7Vk hCk-R 7b Vh hCy4pg
K 7aVk hCk-R 7bVh hCy4pg
L 7b Vk hCk-R 7bVh hCy4pg
M 7Vk hCk-R 7aVh hCy4
N 7Vk hCk-R 7aVh hCyl
O 7b Vk hCx-R 7Vh hCyl
P 7Vk hCxk 7bVh hCyl
Q 7Vk hCxk 7bVh hCy4p
R 7Vk hCxk 7aVh hCy4p
T 7Vk hCx 7aVh hCry4pg
U 7Vk hCx 7aVh hCyl
\4 7Vk hCxk 7aVh hCy4p

[0422]  sEjfifsl] 3— AJEALPT —CoaR PR &5 ST

[0423] 4 T EAEANVEALHT —ChaR Fifk 5 A C5a 524k (hC5aR) HIZ5&38h )%, RIS
BIrPRR TR SRR S ST S R R TR R A S A R T B R T B A Cha 5 A
ChaR M4 H . 3 Ab LRI CoaR HI4i i g 4

[0424] A, AJEALHT —C5aR BUfL C5a 5 ChaR 45y, wdb Ml L 5105

[0425]  $% T [T (19, W3R T A 54k Ab $] °T- #R i () Coa 45 A hChaR & R 4 44 11
L1. 2 0B NP PERL A B4 5 0 RE 1. AL ChaR M Sigma {22 A (St. Louis, MO) 3R
78, "™ I-Bolton-Hunter— kit i %4 C5a M NEN-Dupont (Boston, MA) AbWESE, Frr HE v o
(specific activity) A 2200Ci/mM, &5, FE3LH 2 /T, ik L1. 2/hChaR A2 e 4 1A K
BOR, SR GRS AR50 2 /T bmM T FR AL FH A, AT I hChaR Rk o MR T Fe L g
R R P 2 AL R R R . Gl Percoll 85 BF B0y, FIBE 5 I 20 1M 40 o 4 w5
R, N 4n oy B tHrh R gE . R MR 2R R SR PBS B VR — IR, JRAT L E S TR AN
1 X 10"/ml f454 22 M5 (50mMHepes, pH 7.5, ImM CaCl,, 5mM MgCl, 0. 5% BSA) . 254
1740w 1 (4X10° 418 ) /3 Ed (diapense) | 96 FLAKFLAR 1, #EE I IV B3 450 (Piiksk
N Cba) o {EXGTBUR PEFRICIY Coa WS IN 2 55 S W B2 R 0. 4nM HP 2 |, 76 2530 T 5% & 40 i A
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({85450 16 435D AT RVAARUZ 1200 1, RS FIRE 60 802 )5, H 1500 1 &4
0. 15M NaCl HJ&5 &2 ANEBE4IM =1k . #RJG1E TopCount NHRIHELSS (Packard) EXT4H
HRORE AT V. FES A — AT 8, B 6 ~ 8 k. fEZ /D 3 MG R
B MR AP AR IFEEE (humber of counts) Ronf K “°1-Cha £54
GrEl, %K P T-Coa 45 A H A BUR EHIBR Y 502 5 A A N4 55 4 R K15 U0 e FL o
T

[0426] ik 5 A PRI I A R/ BRBTIR TF3 Rl L1 2/hChaR B e Lh i, X ATEAL LA
AR HURIIX AN TR (BRI ) 2 AI7EE 1L Fn 12 gy . 3R 5 R ANk
[¥) ECso {8 M] {1 Graphpad Prism 3 At, AEHE LG T— A4 A7 SRR 7, 3RS
XL o EA BoR AR T AN IR B 2 R R A SZ AR BRSO PEFR IC 1 CBa. A
JEALBUIR O F N 5 A AR MERLAn i A (/N B 7R3 R 2% ik €L J MW NL O il Q 5 L. 2/
hChaR ¥ e Hi[1) TF3 WA B EE S .

[0427] 3 5 [ 11 1 12 R RPN EC,, {H.

[0428]
Hutk R EC50 (AF | oco. EC50 95% CI
i HAHI) (L1.2/hC5aR %%
[0429]
nM e ynM
A C5a 0.5 0. 37-0. 88
m7F3 0.54 0.39-0. 75| 0.51 0. 35-0. 75
A nd 2.78 1.81-4. 27
C 2.48 1.49-4. 121 0.90 0.56-1. 47
F 2.5b 1.51-4.31] 1.26 0. 88-1. 80
G 3.52 1.95-6. 35| 1.53 0.92-2.52
J 4. 11 2.14-7.91 0.93 0.63-1. 31
M 4. 05 2.53-6.49( 0.95 0.60-1. 48
N 0. 65 0.45-0.94] 1.03 0. 56-1. 90
0 0.48 0.32-0.70| 0.68 0.39-1. 17
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Q 3.50 2.42-5. 05| 0. 86 0.52-1. 46
S 2. 69 1.46-4.96| nd
[0430] B. P —C5aR ¢ { ki 4 RN 45

[0431] M4z dn b Prid 7y B N T VR4 i TE A8 AE dPBS i, JEHE 1X10° 4 (fE 251 1)
SYECE] 96 FLARH o AERENFLAIARNINAEARY (251 1) [ 2X Btk (FBELEPBS H ) o fTTH 2
R SR o i BRI EE R BE 21 40 ~ 0 1 g/ml (43 FH A KR 12 19 hAb—Q hAb—J FI1 7F3) .
1E 4°C I E M Bk 20 7350 WEZ G, fEEALP A 100 1 PBS+1% BCS HIF7E
2,000rpm T &L 3 738l 7E PBS+1 % BCS AEUEAN M 3 IR, IR H BB T8 PBS &
B 1/300 P 1gG-FITC(Sigma F1641) sk, 1g6-FITC(Jackson 195-115-003) A,
FHAEVK IS 20 438h. $2 LB VR4 — Ik, R HEE T PBS+1% FCS o, LLid i i = 48
WA 53 M7 o FSC 5 SSC 43 BGRI (scatter) FF %55 Hh Mok 40 fd , £ e B b 1 P AL 96 i
& MED) o MR GraphPad Prism(v4. 0) BAFLIEHE MFI-F5%5 log, [ JUARIKE 1)
LG S E N 4k (sigmoidal dose—response) (HJAZR}E ), HlI, 4— B4 logistic J7
T, 58 ECyo {H o 1Bt AEHRIN G — 7 fi 454 (one—site binding) XU T FE ] i Bmax
Ko

[0432] & 13 /R PR ES & 3R, Horb x— Bil0h 1og, C AT TE S ECo) FHZeME (AT
TS B, ATK) AR ZEEE ER 5 AP Rl fRAE 4°CF 454 AN JEALPT —ChaR HLik N
QI K, M ECy, 428 TF3 1) 2-3 £ o NIEALBHLARET Ky FH ECgy A2 AHALR, BEASKZIA 20 ~
25nM ( ~ 31 g/ml) , MAEX RIS 44 F R 7F3 [ K, 1 EC,, J[H 24~ 8-10nM,

[0433] S jifi 5] 4— A YAk BT —CHaR PR LE A ChaR [ 5 — 4i fig &b 34 b 45 & i Ja R A7
EEYFPP (SEQ 1D NO :38) [ /5ik

[0434] 454 Bk G2 AP

[0435] A5/ BRI CoaR 5 B B 9 ik A 52 AR B G T, AT 48 iE PLAR 455 1) Cha 52 1k
o fFHFRAED THAR (Lee 58N, 2006) HilfFiX2ehiiA, {FH Ik 2000 (Invitrogen) ,
K Rt AN AR A 52 R BN B AR (7 DMEM HPARRE I 5 1 g) #5443 5X 10° /MR LL. 2 41
M, 40 e DMEM 8¢ RPMI (Invitrogen) F1 10 % K6 JLZE IS (Hyclone) A K, 24 /)
B 48 /NN 2 J5, I AE 1, 500rpm T B b 43 PP A Y, L E R T FACS 22t
(MR b RN 2% 4 135 A 8L A ) « A T A hAb-Q 8, 0. 5x10° 5 QL i 40 e 5 L 1A
B 50w 1 #5810 w g/ml HUAALE 4°CRIFE 20 7p8h. fEASINFGRE 1 ¢ 200801 @ 300
(#5011 FITC- 55 MPLA 1gG (Sigma, F1641) Z |, #4n FATAN M s BUpeR I H 150 w1
FACS L P VE4H MY 3 IR 7EAF 40 B ks 2 117, 76 4°C IR B XN -E4) 20 43 %0, H
FACS ZE1h#HIIERE 3 I, BB HE R T 150-200 1 1 FACS Z2m5h. 7F FACS Calibur (BD
Bioscience) 3 ##E .

[0436] 454 Bk B 4N AN K G B ik

[0437] &A% T 22 NESIK (12mer) 41, B 4% 1 DN — PRI (offset) , FFESBEA
ChaR [ /MR (B =4 A S5 R 80 ) (Mimotopes, Melbourne) o &R/ IRHS 2 Hi2E
Yz AL T N- K i) 4- 2 26 R¥E K (SGSG) Hilpke & M I— MK, no. 23, 4 33mer, %
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33mer 7N hChaR 55 —NIBAMA (SR H SEQ 1D NO :37 {5k 2E 173-205) 4K, iZAk
HAE N- R A AW E -S6SGo AR SLE AT H IR IKHEIA AL 1ee 5 A (2006) .
[0438] XSGR IXAFEUEAT I, BT, 3l I Ak 45 5 31 384- FLAE AR SR AR BRI, 285 0
B UUERRNZIIT 456 20 F B E AL (HRP) BT TG Kl &5 G k. 7 200 1 1
60 %6 1) DMSO HH ¥ Al > K, AF L BIR AE R 10mg/mlo 3F— 38 H] PBS/Tween 20/ & AMNMIH
7 (PBS/0.05% Tween 20 11 0. 1% w/v FIEEAEN ), 1 0 1000 FREIA, A 3L TAEWKE
10w g/ml,

[0439]  FfLA 20 1 1 FHITZZ i) (PBS WP 1% w/v BSA) , BH W 384— fLAES S5 Fl &tk
A (Nunc) » FH PBS/Tween 20 (PBS F1(#) 0. 1% v/v Tween 20) VE¥EIZIK 4 k. % 201 1
MR IR AL 2 AP, ARSI P E MR 1 /DI FEIEE Iz 4k (k) ZJ5, W
LA 20 1 1 Fifk (0.5.1.1.25.2. 5 8,51 g/ml), JF7E 20°C FUFE 1 /P G FiEvEi%
W 4 Uk, RJE I AL i 20 1 1 HRP- 254 10/ L TgG (5 PBS/Tween 20 F11 © 5000
ke ) o IEEWTIE 1 /N5, 3EVEZR 3 Wk (W k), 885 ] PBS S Ve U M B 25
JR B Tween. Jt [ BEFLAAR N 20 0 1 3903 145 ) TMB AR5 (BD Opt EIA) MIEZIE TN
WEH 20 80, Frl i A A BE I . 55 AE 650nm/450nm Kb EAR .

[0440] 8 —ANGHRANER I S B S LR 1) 8 N 2 IR R 5L IR

[0441]  Ryilb—D R PrE R A7 EEYFPP (3K H SEQ 1D NO :37 (5% 2L 179-184) (SEQ 1D NO :
38) THIKBEL: I, 11 L5 T RANZIK (12mers) , 2 RS A ChaR 2 A4l g 4h
FRFE%1) VREEYFPPKVLC (3K H SEQ ID NO :37 [%%3E 177-178) (SEQ ID NO :38) , fE45 & K¢
(binding motif) HY AR E 4% N 2R B3t , HAE N- Rim AW FE AT 4 2 R #ek
(SGSG) (Lee 55 A,2006) » JIK Al 3% Ala B #, Ik A14 20K A1 BI2%ELE . Ik A2-A13 4>
A EAAL TN 12-1 Rz EERAE R RN BB % EPrR, TPk S g fe
ELISA B BRI & o

[0442]  N- Kuifik (PEP1)ELISA

[0443]  FIEPBS/0. 01% Tween—20 FIREE A 1-15 1 g/ml, KN T A ChaR [{7%%: 9-29 [F1 £
Jik (PEP1) 7E 37°C A4k 384~ L Maxisorp #& (Nunc) , £¢4E 1. 5 /NN, SR 5 iERE 3 k.
fL 20 1 1 FHIFTZZ 5] (PBS W) 1% w/v BSA) 76 4°C T FHWHZMGE . H PBS/Tween 224
71 (PBS H1f1 0. 05% v/v Tween—20) {HEVEIZM 3 Ko I BFLENIN 20 u 1 Hifk (KN
5ug/ml), FEAE3TC R E LR 2 /if. an BIEVRIZAR 3 WK, ARG R AL RS in 20w 1 HRP
4E 5P 1eG kappa (78 PBS/Tween #1111 8000 F4%¢ ) 5k HRP 454 HHi/ sl 1gG (1 & 7500
ikt ). MEEIRTHE 2 /25, 80K 4 ) (k). @il mEfLham20u 155
T 2% [ TMB A1) (BD Opt ETA) FIAEZIE NIFHE 20 438h, vl ik S AL B I
BAGAEHRAL 200 1 IMH,S0, ZOE RN 2 J5, fEREFRIX (plate Reader) H7E 450nm ( 7%
620nm) A [ 2R .

[0444] 455

[0445] 24 THESE AJEALDL —ChaR HiiAk, /£ N CoaR 1 5758 ANPU R TF3 i I 455 A7 s
AEIE, AT T VIANRES . B 5, AT hAb—Q 25 RIS Sk G N / /B, CoaR (4l g e, H
K, hAb=J 1 Q 5 RFESIK (12mers) —&IFF , ZE SN E hCoaR FEE MMM
%=, hAb-J M1 Q 5 RN R —EIF T, SRR G TR ER Ala BULRB A
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CoaR HIAE A4 AN R 12 DR EERE 7. 509, hAb—] 1 Q S5ik—BIFE , Ik dk
H A C5aR (1) N- Kb 4 f 71 &5 R 9-29 Mok

[0446]  AVALHT —CoaR PiiAL & B EH A CoaR 5 A4/ R KTk & 52 14

[0447]  RYVEK A2, A0 5 4l Mo b 25 R i 4 o BN BN B, CBaR JP 41, i 45 i 0K -
N- K &5 R 38, Bz an BT (A R — A 38 /NS =N ek (BCL) o R4 o1
GE RS BRI S DL S AN 9 5 BRI IRTE SR 6 TR o ZERRINME AT, 41 foh 45 F 3k
HCYR B 4- S BEgRAG R 2 , 1 40 mHHH 52 T &3/ R C5aR N- Rl A CoaR E—A~ 5
ANFNEE = A ECL Bk & 5244

[0448] 3K 6 A AMEAR BT hAb—Q L8

[0449]
2 % = - o1
EC #MAR wonmms |rikn S hab-Q R
1.HHHH 1-350 A C5aR* 1-350 -+
GTETSQVAPA (4 #L
P800 e
2. mHHH 1-39 8, C5aR” 1-39 4+
[6450]
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ON 101970494 A W M P
e 40-350-  [A-€C5aR*40-350 |
GTETSQVAPA (441
351-360 g
R FATE)
3. mmHH 1-111 Jv 8, C5aR° 1-111 +++
112-350 A C5aR®112-350
GTETSQVAPA (44
351-360 PR AR
4, mmmH 1-206 v &, C5aR’ 1-206 —
207-351 A C5aR?206-350
GTETSQVAPA (4#
352-361 b1 AR
5. mmmm 1-351 N8, C5aR® 1-351 -
GTETSQVAPA (F#
52-361 N
: B RAFE)
6. HmHH 1-92 A C5aR?*1-92 +++
93-111 B, C5aR°93-111
112-350 A C5aR*112-350
GTETSQVAPA (4,
351-360 4 AR
7. HHmH 1-172 A C5aR*1-172 -
173-206 JN B, C5aR® 173-206
207-351 A C5aR*206-350
GTETSQVAPA (4 #
‘36 AAe
352-361 RO AE)
8. HHHm 1-262 A C5aR*1-262 +++
263-282 Jv B, C5aRP264-283
283-350 A. C5aR?283-350
GTETSQVAPA (4#
351-360 L RATE)
9. Hmram 1-92 A C5aR?*1-92
93-283 N B, C5aR’ 93-283
284-351 A. C5aR*283-350
GTETSQVAPA (F#
36 :
352-361 O L
10. mHmm 1-90 Jy &, C5aR’ 1-90
91-111 A. C5aR®91-111

[0451]
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I S

112-351 J B C5aR’ 112-351
GTETSQVAPA (4#L

352-361 £01 FATE)

11. mmHm 1-111 N E, Cs5aR® 1-111 -+

112-262 A C5aR*112-262

263-350 8. C5aR’264-351
GTETSQVAPA (441

1‘ A
351-360 94T AR

[0452]  “HRAZRH eI A AL (EC) 55iAr44 (HHHH 42 A C5aR, Hmmm K RIKA 14,
A A S A ChaR [#1 N AR/ ChaR (155 — 45 —f1 58 = 4 s ERse

[0453] a: A C5aR :SEQ ID NO :37

[0454] b :/]Ni C5aR :GenPept 475 NP_031603

[0455]  ZEAHL —C5aR mAb 7F3 /R HIRIAFK A CoaR IR 40, R e
WA A ChaR (5 A4 B AP (3™ A AN 53 ) R INPUIR KRN . R TIESE N TEALHT
4 hAb—Q 5 7TF3 HA MR gL A, ] hAb—Q 25 RIAARF BRSHIN / 7N ChaR (%5 I 4
G 40 i % 0, I e =X g8 Ao A, 2 AR A BT AR hAb—Q ik CDR A AR KU T/ Bl
mAb 7F3, FF LR Y & A A R PR 25 A 05 o Y B ik & 2 AR fER 6 P2 . ilit
hAb—Q Geta (A X 5 1 703 W 21 (A X 58 4 AH 1R o Al I SR 28 — ik (secondary
antibody) ($iL ~hIgG-FITC) 44ti. A hAb—Q 45k A5k 1.2.3.6.8 Fl 11 Jeti, K/RiX AL
AT RA A CHaR 55 N0 H AN ER P R SR 47

[0456] 454K H R 4 Mu /MR IR Bk

[0457] 4 T F—20PRE AJRALIT ~CoaR Friksl & 1058 A4l Mudh SR h B R A7, A
T—H 22 ANESZIK (12mers) , HAEBIRP T —DNESIRE 1 ADERIEEMZ, HEHA
ChaR 28 — 4N fush 3R, Ik ELISA /3 Brpifh ik ee ik g 4

[0458]  J@iL 7R3 Kk A A Sl AJRAL 7R3 Fifk hAb—Q 1 hAb—] 145 A A AR L
NS SR ZI S5 S BTk 4 1 5 FIIE 23 (B 14A F114B) o Ik 23 & A ChaR 4315
ARSI (SR B SEQ ID NO 137 [15% 3k 173-205) » Sk 1-3 1 6-7 455555, HHEL
Z B, TP FIH A RIIK 1-70 Ik 1-7 EH AL E 6 DMEERET (EEYFPP, HLIARH
G545 BB IXANFE P HIIR 13-22, S A #T (truncated) AT RIIL 8-12. $it C5aR
PO &5 G RN Coa 2RI A4 oA B2 PEBTIE R AL (EEYFPP 52k H SEQ 1D
NO :37 [ARIE 179-184) o APEALPUIARA 456 2 & AF Bl — 80— 2 ) EEYFPP [
JIR, T2 45 B R AL T e R IR

[0459]  FEZE 4N MUANIA EEYFPP ZE 17 P (1) DG Bl 45 A ik 2

[0460] 8 T ik — 20 R & NUEAL BT —ChaR Ptk 45 & W Hi iR KA EEYFPP o 1) G 8 45 6 Bk
55, AT RAVFENIK (12mers) , IR IAAL & A CoaR 55 — /N4l M 4b 3 /741 VREEYFPPKVLC (
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H SEQ ID NO :37 [5kdk 177-188) , Hrh gf A AR B FHRE N2 K . i ik
ELISA 73 #7 T ok 5 ek 45 4 o

[0461]  FEXASEE, KL T H T-456 BEIPT -CoaR mAb TF3 (K¢ B2 SR A2 Y3,
FHLR K AL E1IE2Y3FAP5P6 (Lee 55 N, 2006) ¥ F4. 4nfF] 7F3, AJgALHA hAb—J F1 Q( 4
WA Figure 14C #1D) WRELE AAEALE Y3 Bk F4 A Ala HURIAK. 5546, 76 ELE2 1 P5
B D T IE T hAb-] R Q I4E G,

[0462]  FFFifk (lead antibody)hAb—Q A &54 N- K 9-29 ik (PEP1)

[0463] ARSI H T NIEAPL -CoaR FLik & & ChaR K58 —AN4H AR BT IR R AL .
1M H, EATRA 5688 N N= R 25 Fa A/ BB A4 Je s i & 1/ B/ A ChaR
PR #7 F1#9 ( W3 6) .

[0464] 24 TiESEPHL —ChaR HLAARA 45K A A CoaR ) N- Kim G5 K 2t 2 ik, &
7 HA7 Fe41) PDYGHYDDKDTLDLNTPVDKT (3K H SEQ ID NO :37 [{j5%3E 9-29) (SEQ ID NO :59) [¥]
Jik PEP1, Jfii ik ELISA 208 T Hiik 5 Bk 454

[0465]  ELHARFSYE BIHT —CHaR Hifk mAbs TF3.12D4 I 6C12 YA 5 PEPT 2 45 54 1
N ChaR, X & mAbs W% 4T 454 Ak 77 ELISA K| 11 PEP1 (WO 03/062278) . & 15 BR A
JEALDT —ChaR HifAk hAb-J M Q({E 5 1 g/ml) WA 454 PEPL, i% PEPL LA 3 AR AE (1/100.
1/500 F1 1/1000, BIZ3:51 8 10w g/ml< 21 g/ml A1 1w g/ml) 4564F ELTISA M . 2R, &F%F
A C5aR N- Kuhk 1-31 [P1 —C5aR (CD88)mAb S5/1 (AbD Serotec,Cat No.MCA1283) , fifj=g
WIHAEAE 51 g/ml 454 PEPL,

[os466]  Sijfiifs] 5— PHIKTZIA A ChaR (40 Mo KT #

[0467]1 A, AJEALHLAABHK Pk £ 3p

[0468] M AN 1 53 B N A PR 40 i, 5 508 I 7R E R T 40 43 K SR B UTAR A
B, A A4 7 o RGBS )2 MANF Ficoll-Paque (GE Healthcare) W1, fE={E T
7 2500rpm T %% SEHA FE BI 0y 15 43 %P 7Rk (hypotonic) ZAAR 4 1L IM 40 Ml 2 5, %
H ] 41 i B R AR AL 22 h5R) (49% RPMT 1640 (Invitrogen) <49 % [/ 5t (Invitrogen) .
2% ZE T FBS (Invitrogen)) H'o HIRFEN 51 g/ml HIHL —CoaR H AN 0 21 o 4 ki 48 A
(1x107/ml) Ao ALHE T BAMEXTFE (BEHE AN Ab, (HAZAR N T 1 XPBS) .

[0469]  ARJEHH LA MM B 3. 0 u mfLARI SRR IR BRI 24 FLAAZREE TR (Corning
AH) BHEAY) (insert) () B, HAEEE TIEE 10 7080 R BE ANCE 215 AR E
40,1 ~ 100nM [N PR 4 e Ak 22 5 B E AN Coa(sigma) W= A, Ak g fu i
BRI KA T EH Coa 4y 1-10nM I o SR JE7E 37°C IR E k40 i 30 7380 FHUL
X411 (FACSCalibur, BD Biosciences) EALMMLEIT R FEM PR 4% H . i@
REREUK: 30 #P0EE R, SRASAEXT AR H o RIS 7 VA B W s e B, I XE
A MO FE TR

[0470] & 16 R R Bon, AHECIIPE CTedifk ) A ANJsALHuiRams] 1 A A ks
A asH R Coa KT . WALR 5w g/ml 1/ R BTAE TF3, FHIT T 97 % A r ki 48 i 13T #%
WA 51 g/ml I ANIEALHUIAR G FT T, 43 B BHWT 84 % F1 82% HIIEFE, mibi ik C T K SR %
JIN A S 75 % A 55 % R MR AT RS .

[0471]  B. AJEALHL —CoaR HUARLE AR AL DL {5 ) 77 2UPH 11 Cha— 175 R [R5 A ChaR ]
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AT

[0472] 5%

[0473] A FPPERLN LT RS

[0474] i Rl A5 S N H DK Iy R B 21 5 A VB A Pkt 45 7170 EDTA (anti-coagulent) (BD
Vacutainer #366457) % F . Mid percoll BB, 55 41 M40 M SR IR, MR
il B R (Lee 25N, 2006) o 75 1, 200rpm | B L4l Ak iy b MR 410 i 5 4340, 354
HE BRI N 2x10" 40 /m] #ILZE P54 Z2 ) (49% RPMT 1640.49 % /i 199
2% T FBS. GIBCO) H'e T 37°CRAE 5% CO, HFHE S 200 1 1 difk (7L
ZE PR RE, UK E R 0.003-10 1 g/ml) FIZEHE (2x10° 40 / 4L ) 20 4380, AR5 X
Ay 2X 100 1 1 FES, IRB LA g 24— FL transwel 1 fiz =0 i 2 4L (HTS Transwell,
3. 0 K ALAE sCorning) « ¥ 5 Coa ML L7 (23 600 1 1) (FZHR A K 0-100nW)
BNRNEF. T37CFES% CO, PIEZE~ | /N, WilT T RTR. MELSEA
AU I L, BRANHT Cha LR o X AR IR R bR v B 2R 7 A6 W T AR 1F) CyQUANT
JuRli 96 FLER F.

[0475]  LI.2/hC5aR % 4% 140 Uil #%

[0476]  H44:HK-7E RPMI 1640.10% FBS.0. 5mg/ml G418 (Invitrogen) H1, 3/ 5mM T & |
Bl T L1, 2/hChaR 40 il 7 1, 200rpm K &0 5 7080 - AE AL ZE 57 (49 % RPMI 1640,
49 % AT 199 2% 3T FBS Gibeo) HEBE, 285 K L, e S TR T 2 X 10° 41 e /
ml AL P R B AR 200 0 1, ST (LX10° 40 / L) IR G Bk (REAEE
WG, e 2R 0. 005-5 1 g/ml) W HNE 96 FLAR 3T 37°C F1E 5% CO, HiF & 2
20 434 HHIX A Ak 2 X 100 w1 FE S, IR ELER N3] 96— 1L transwel 1 #2 (HTS Transwel1-96
RG5O K ALAE Corning) [ EZ ) 2 fLrb. WA =LA Coa (Sigma) (I ZIKRE R
0. 1-100nM F&aLZE 7] (BIL 150 1) BEANFE. T 37C FE 5% CO, FIFHE ZMK 1 /)
I, I SRV MERS o X IR FL S A AW BUAR I 40 e, s Coa (22 P5f. Bl hCoaR/
L1. 2 40 /e Bt 22 b o RS2 R, MBI ] T CyQUANT @K IR EG i bnviE i 2k 78
Lhr 555 B IR AT, 54 1 2 2 H 4 (4L 0,150,450+ 13504050 12150) 12
(150w 1) EHAMB N E AL RN

[0477]  f# [ CyQUANT ®% =ik

[0478] W E )5, % transwell % HH LS ph ARG RS 1O 40 Mo 5 % 21 96 FLFJEE MR (Nunc)
HIETE 200X g (~ 1, 500rpm) B 5 380, H 1501 1 PBS ¥ BE4 Mo iuki, Mt R 254
WAL, YA AT CyQUANT %60 R385 B0 b RIS, /b0 & LVEITE -80CF
R G NI REA L. AE =3 T AZAR R, TR fE R MR R R 200 1 1
CyQUANTGR #¥k} (CyQUANT ®41 it 345 i 40X &5, Tnvitrogen) ¥ NEIEALH .

[0479]  XJFA£HH L1. 2/hChaR 4 Me ¥R 4% , 40 b IR 1) 15 5B 7E transwel | B _E#f 2 AwifE
4k, T8 %40 e 72 31 96— FLA R, LT CyQUANT BeBbbRic o X450 A b Mk 40 B ik 56
FE A CyQUANT JURHE 96— FLAR it T E R i ARvE IR K5 1 X 10° Hh H o 41 i i
FifE —80° CYA I AL, ARG A LRV, i LR T 1ml CyQUANT Heplrh, 2R 200 1w 1
[ 2X 10° 4R N EN &7 200 1 1 CyQUANT eRhig 96— FL B FL A 4L, 306 1 i
SEMREAE 2, AT o ARy 2 (—Xfr ), JE 5 100, 000 ~ 48. 8 4L / L.
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[0480] G BZEAERTAT (MR ASZOGHIF ) KHZRE=E NI T 2-5 708, A
G BEANRICH (FLUOstar Galaxy, BMG Labtechnologies) W, I 7Ef K&k (A1) X BAL
A85nm FRE &L~ MR e KRS (BL) BEEAE 520nm FTE D6 R 3R . A H] FLUOstar #2 Hil%f+
TSR PR BEANAL FREGH o A AR it Zofs 2 Dl ot FE A 8 e a0 W B, A 82 [m] )
2Vt 4- % 1og 72 (GraphPad Prism v4.0) 73Hr¥uk .

[o481] 453
[0482]  AHF5T T W FE Y Bl N 10 A J5AL 7R3 TR BH W Coa 75 5 19 Hh ks 41 i AT hChaR /L1, 2
G FIT BRI BE

[0483]  7F transwell IXE T, 7F 52523 10nM Cha 2 Jif, ¥k B 44 BE i AS 7] 2 S it 1k
Fity m P 40 R &R B BT —CBa B4R hAb—Q B 7R3 s[RI Ff B B Hi ik — & T . %
FE o X BT o A8 B3 53 B MARHE i S0 B 15 e o e e 2 Ja v S IE R 40 i
BH . WTEALE, bR 2 a5 o (5#> 0. 99,

[0484] T —Cha HIAFI HFIE RN KR WE N 101 g/ml [ hAb—Q 1 7F3 11 JEFELWT T
10nM Cha 75 [ A rh PR 40 BT 78 o IE B 4l M 90500 H Bifi 25 BT AR B 1)k i 34 OK o PR
A5 hAb—Q 51 7TF3 fEWREMK T 0. 1 v g/ml FHITUGE AEeA SPHIETER . [7 T A6 Bt
A BT Coa 753 1 b MR 40 AL 2 b /E T . 18] 17 - =k B hAb—Q T 7F3 ik
[ B AL G B AR S M RV 267 B 4 AN I I35 o AL HT —Coa Pk Ll 7F3 A
R BE T Coa 75 F I R4 IIT R, H. 1C,, 122D 6-8 1%,

[0485]  7F 5 &Pl K FE BT —ChaR Fifk hAb—Q. hAb—] BY 73 B8R [FFh B X BB A T & 2
Ja , WATFRIE N CoaR [ L4 k4T TIE R . & 18 /R HHAE 5 1 g/ml T, hChaR/L1. 2 %%
Yo T B N IEALT —CoaR Fifk J M1 Q, & TE3 WM. A AESERIA S S B & X
N7 (GraphPad Prsim software) BEATEHE 2281, 15 H TF3.J A1 Q [ 1C,, {55 W4 0. 5.
0.6 1 0.7 1 g/ml, W/nAE LSRR A R BRI Coa 531 hCbaR/L1. 2 4

MR o
[0486] C. fEZA A7 (receptor occupancy) KA, AJE4kPT ~CoaR Fiihk i
b AT b Al e A AN T R

[0487]  Lpil o APEALHL —ChaR FLik#NH] T Coa 75 FHIFRIE A CoaR A MKIT R (1L
FEAER) o A T JE— B RAEIX AN HH], #2200 R e T P00 AR R 4 B AR SN R BT A 1)
W NJEADT —ChaR P Coa 5244 7 A7 Z K-

[0488] 5V

[0489]  hAb—Q ] FITC #ric

[0490]  FEIFIRZGER FITC) HMEi G2 Lo 852, ¥~ 2. 2mghAb-Q IO “ i V.57
5”7 (160mM Na,C0,.340mM NaHCO,, pH 9.5) 1, FE44 [FI ) 1. 8mg ¥s N BIARLE DMSO
(K] 144 n gFITC( 7y 7 %], Cat. No. F1906) W, TSN (~ 21°C) AE2EKG P RN 1 /NS
{8 PD-10 HEBR £ AR ZA 1 FITC, H“fEA7 22 rh55)” (10mM Tris, 150mM NaCl, pH8. 2) Fii°F
T AIGE N R 256 11 FITC, A0 FTE B0k Fids YM-30 4% it JE4s (Amicon, Cat. No. 4208) ,
WRAGEE A1) hAb—Q-FITC, MITIEE] 5. Tmg/ml WM LK, 7T 4°C FE RIS P (7.

[0491] i hAb—Q &5& B A F ki 4 1 CoaR |

[0492]  Fég 4% I i) 2% (L JJC 21 1 440 i 2R At 25 3R %) N rb P R0 48 O AE 1, 200rpm | B0 5 43
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Bh, IR B B AL bR (49 % RPMI1640,49 % A i 199, 2% 3% #7 1f] FBS ;Gibco) ¥
2X 10" 40 M /ml . ERAALZE R OB B hAb-Q R RE B 2 X T R I &R g . BeHl T
0. 002.0. 006.0. 02.,0. 06.0. 2.0. 6.2.6.20.60.200 F1 600 1 g/ml FIIKE . VBEZRFRE40
Mo (1250 1) FPifk (1250 1) FFAE 3T°CFIFE 10 4080, I SLVF hAb—-Q 54 3 C5aR.
[0493] A FRPERLEN AL 2 AR 56

[0494]  fij & 2, 7EMS A P PRI 4T BRAT hAb-Q 2 Ji5 , RS 2X 10° 4 AT 0 ~ 100 1 g/
ml hAb—-Q FIVREWH 100 1 1 2540 BN (—XPit ) 24 £L transwell A% (6. 5mm 5 A, 3. 0
WOKZR BRI MR ;Corning Costar, Cat. No. 3415) oV, & HHAN Coa KAL) (i
F 6001 1) (HZIKRFEN 0.0, 1.1,10 B 100nM) E N R P, F 37°CFE5% CO, TIFH
B 30 73 8h, I SRVT4EMRIERE o X HAL B AW LR R0 L BAN T Cha [NZZ 1T 15 E 2
J5i, L AE FACSCalibur (BD Biscience) b HIVi=4lfaf, 25~ = A 140 -5

[0495]  £54 hAb—Q Il =

[0496] A FRPERIANMY b 456 1 hAb—Q ELE 2 DMFER P T U AL B ER Z /T
MR FHUARRIIR AR (FER A) Rk Afh i E - 2 5 transwel 1 AR & 41
M (FESG BL) o 3200 1 1 8 3T A% I 40 I IR0 52 4 o5 A7 262 15 AN AL, 83052 44 o A 2 AE AL
e AR s R 2 (R A s o B i & 40 J it —hTeG-FITC, il 454 [ hAb—Q.
2RI, 5Pk E A S =AU TINE - ok AL ER Z 511 transwell AR
L ER A BT ARRR AR (BU) o

[0497]  BFES: ACEALZ BT 10 1 gARATHTA ) s in®) 96 L U- BEMR LA (—X
W), =R N ES O Beckmann Coulter Allegra X-15R) HP7E 1, 200rpm |
Bb 2 40 Bhe fE¥ HE B AR 50 1 [P ~hIgG-FITC(1/300, 7F dPBS AR ) 2 i, H
200 1 1 PBS VB UEAHMRTRE 2 IR, H/EZIR FIFE 30 738, 78 2, 000rpm N EGLAE M 2 734D,
3 2% 1T VR 4t M SR R R 150 w1 FACS 20051 (PBS, 1% BCS) H, A LLE i i = 40 i
{% (FACSCalibur, BDBiosciences) 73T

[0498] 44 BL (R AL A EAE R 2 511 transwel 1 B N1 200 1 1 41 /g ) F1BU (R
HAL A E I Z 5 1 transwel 1 8% E2A0 50 w1 4008 + HLKIR&4) BT 96 L U- R
AL C—X P ) FHHHEOA R A HER 7V B

[0499]  “VFEGI’ Cha 2 AN &

[0500] A FRPERAN MY bR SRR AR 2 MRS P T U A AR 2 BT 4 e
PR FIRE IR (FEf: O Fisk B2 E R 2 )5 transwel 1 AR 1) = A0 (1 40 Mo b
i (FEM D) o BT A 40 HEAT FITC- bRic i hAb—Q (hAb—Q-FITC) il T % 55 52 1K

[0501] 4% C GEALZ AT 10w 1 ik ) A2l 96 £L U- BRI FLA (—=XM
), T EETAE 2, 000rpm T B0 2 438 R IHLERAE 50 1 1 [ hAb—Q-FITC(100 1 g/
ml, 7F dPBS 5% ) HHZ BT, H 2000 1 PBS iEVE4N MR 2 WK, IFAESE NIFE 30 8.
7E 2, 000rpm & B i 2 4089, B 25 BIE VI R 40 M UKL BB /R FACS 22151 (PBS, 1%
BCS) v, LA i v R 4l i (FACSCalibur, BD Biosciences) 43

[0502] A% D (R B4 EE 2 J5 1 transwell BCF = 2000 1 40/ ) & T 96
fL U= BRI AL (— P ) IR C HEIR I 71 Ab BE

[0503] Ak 4 Coa A2 fA A7 Z i 2 Al i o BT
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[0504]  FACSCalibur 40 Mo/ AT Al 8 FL-1 B (K AME S 5. 3RS AR B B HERRAE
MMLFIRE o 5T FSC A SSC %5 Mok i e o 380 b i s A o P AR PERE 40 B2 1Y FITC (FL-1)
(R385 e B (MFT) , B 2 254 1 hAb—Q (Pt ~h1gG-FITC) B & CoaR (hAb—Q-FITC) (7K
[0505]  HR#E T iy B, B A B A R B [ MFT (555 300 1 g/mlhAb—Q — & IFE 1)
FESI MET B9 E 20 b (ZEFNBRARRE PR 5 (NSB) 2 ) AR R 5 5t (NSB) &k hAb—Q
[RRE S I MET) , B4R 45411 hAb—Q T 735

[0506] % (5 47 ) 52 4k = [MFT (4 % )-MFI(NSB)1/[ % K MFI (300 1 g/ml hAb-Q #f
) -MFT (NSB) ] X 100

[0507]  #R¥E T 7 #%, Wik e B FE R C A D B MET (5 R 5 hAb—Q — 2 I & UFE ST
A MPT 20 b CHnBR AR e 5 (NSB) 2 5, AR S 52 5 300 1 g/ml R brid
) hAb—Q — I & HOFE R MFT) , B4R B A Cha 324K 73 HL

[0508] % Vi B§ 52 1A = MFI(F£ & ) -MFT(NSB) 1/[ & K MFI (& K #% i 1) hAb—Q ¥
i ) =MFT (NSB) ] X 100

[0509]  &5R

[0510] AT T 4 NSEE. A 5, MR G T3S IR it v b 23 25 R Al 1 A PR 4 il
SR ENEHE 2 0. 001 ~ 100ug/ml [f] hAb-Q TS E 10 8h. EEUN SR HIXFHR G, I
M E 456 AR PUAE (%2R, IRV EN transwel 1 #iRIF B, 3
Coa (10nM) BN FEH, JFF 30 7r-8h2 &, i H FACS i CAE B B N = M40 sk H . #
H FITC- #ric IPT ~h1gG Fagnt X 4 Mo, i T EIE B 48 s = A s v (g b ok 41
EiERPUAE. BRI AT S5 4% FITC- F5id 1) hAb—Q Tt 4i i — A i
BB el B2k (S ENPUE) KK,

[0511] Rk 40 B i A2 4% hAb—Q BHLIT

[0512] 19 7~ H4 hAb—Q ¥R & 53X PUAS S 56 (1) 41 & 50 7= £ R T B 40 e S 50 H LR
hAb—Q WK [ 51T 2 [AIAFAER R RNV K R W= 0. 11 g/ml (1) hAb—Q I FHET 10nM C5a
FFHN PR A ERE . R4S B B A BUARRE kD g oK. XA RS B
A AL (B 17) o

[0513] =244k (7 o7 6 B 25 Bt A e B Py 384 K 4K

[0514] £ &K PU AN S0 1 52 1R 5 A7 500 . AR AL 24 AR T AL 25 A E S 18
transwel | NEFES T, FERNIRZ ) hAb—Q ', Ak g i 45 & /PR (S ALRIA24K )
SEH RS ERARABER 20 B, K H transwel 1 N =L FEGACAEH BIFE S AT JGRE
it BAFAE 5 AL SZ AR IR 22 57 (ECoo {40524 0.3 F 1. 1w g/ml) o FEATATZE W 1)
hAb—Q, &5 & RIS A AE TG 40 Hu bb &5 6 B AL 22 A e FTRT IO 40 B I B iR 2D o X2 S
A] e A R U IE ST B 1 40 e LU AN IT RS B 40 B~ 35 BAG 5 /D B BELBT 52 7R 1Y) hAb—Qo X %2
S AR LY E T TS EH 600 1 251K transwel 1 B i, TR S K48
MOFAHTARES T (100 1 1) SE BB~ 7 %, BROAHUATT B s transwell 3um fiE,
BiRRE, 46 N TSR S o g

[0515]  {EARFRICHI hAb—Q 55 2 )5, fE— ALl b il & TS 2 A& . X AE0RE thidd
FIRAER 20 s e W BI7E A2 A A T RTRIAL S AR T S B RE o o 56 i 3 52
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R Z BAFAE R EER R

[0516] <2 (5o ARk AR AR I3 2 TR] B 96 &R

[0517] T RIXIT AL B ST 2A S HUAR AL 5 A i 10nMCha 1) 480 Jif 1) ~F- 354
HHE 73 b, F A B 19 mhoR B A R 4 T B AR o 3X AN 1 4 EUAR JE FBR 100 %, AT
PAFITADHIN G 73 b o BRI AETCHUAAFE i P B8 40 Mok 5 22 1% 0 %6 7l 0 3T A% 48 Bl ik
100 % #0ll o 4R )5 14 H GraphPad Prism, KA AELMEAIA (STEFIE RN (RIAEREER) L)
SN o AR5 B 20 152 0K 5 A7 2B 8 51X AN 40 W 2 S5 3RS it e B 26, A
A 21,

[o518] & 21 7 tH 5 ks 40 B AT B 0 ) 5 AN AHOC I 3R I 32 44 A 3 X THIHIE
[#) ECso A2 0. 03 1 g/ml, WA T 5244 dv 67 2, X Tk 2t A - AT B A2 0. 3 1 g/ml,
MXT T2k B transwel 1 T = AL ARG IOFES, B2 1. 1w g/ml ZBIER /RIEF K
(K152 4k A R ST B HIAE )G . 76 0. 03 1 g/ml hAb—Q I, 1 10% 524k 454 T Hifk,
ERXAFE BT T 50% . 20K (13~ 15-45% I, fEWZ 0 0. 31 g/ml A
RIS, FEARAKCT A2 4 5 A 2B, hAb—Q B3 2 BHIT Coa A S i A ks
AR SNTH o

[0519]  SEifis] 6— AJGALHLAABHNT C5a i S ()41 BT 1 A T Pk 24 it 88 i

[0520] 453 i% (calcium mobilization) s27E Cha 454 B E WKL G RAEM S —H4F
Z—o Cha Z55 SEUNP EAE TR I 40 i 2 Ca™ WSR3 (JLRPW ) , B @ Al
AN AN I IS O B REA B (LBl ) o UEE Ca® BRI K, VR A 1E Cha &5
A3l CoaR 2 J5 7 H PR ORI 3 1 5 Fh A4 S N I B AR A

[0521] 4 T i@ NUEAG TF3 PR 5 A S LI Coa 1753 1) Ca™ B W FUEAT T “45
" R 5, WX S50 8 I Mok g M O 32 a0 B IR aid . X TR
FE S F5 B 1X10° R PR 40 M. 850 H PR R 40 e O E PBS HE B, AR JE R 3L I B AR 4N
Mo B¢ okl (58 4> MGB[5mM KC1,140mM NaCl,300uM MgSO,, ImM MgCl,,220 uM K,HPO,,
1. ImM NaHPO,, 10mM HEPES, 5. 5mM %] % # 1) ' [ 1X 10" 40 e /ml H, % 4 K} H
250 b M fis§ it lid (sulfinpyrazone) A1 1.7 1M % 3-AM(Calbiochem, Cat. No. 343242) X %
4-AM(Invitrogen) , FF7EZ W NAE B IFE 40 4080, 2040 i A 58 42 MGB+250 1 M T
nEL MV W, AT B 25 2 i 4kl P Ok 0 FE 8 L P B AR 7 A 584 MGB+250 1 M ik itk Al 1)
2X 10° 4 /ml Ao K 4H B (0. 5ml) 2570 BN B R 28 K B () 3 38 FACS 5 h—H T LR ke
() — AN T—IF1E 1 /DI AS o 145 10 X ZEAS5E4 MGB 1 ) 2 UK B 1 &Rk 37 (C5a,
BT EZE, Dk ) . o7 FACSCalibur W40/ (Becton Dickinson), 348 H x— #ll [E |9
B, y— S0 e] 525 %2 1] (gating) » y— %0 FL-1 (FITC) g T &R g i /s NV . &
S B OCIHAE CellQuest SUAFAPIREFEAR o 25 Moty RO AR HARAE w2 AT AT - K
ZERLIR 40 B TR R4 . 4L (B0 n 1 (¥ 10nM LA C5a(Sigma) TN Coa :
AR Inl) , IR SN . WA PUATIAL B, 40 FA Th e W% 40 oS B4 hCa 4 H
RN s i R A AT RN, WA A GG, BFaER (AP RAWRE R 0. 1-1u g/ml) H
T A M 1 T ekt

[0522] & T #fE A4 TF3 PLiAE A 2 BHWT Coa 175 31 Ca® B, K du ke iy rh itk
Fidi i 590 CoaR Pidk (B8 7 m KA 0. 1-50 u g/ml) —&EIFE , FF4 10-25 70 8h. A
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J 40 MR P A IS AT 18 Xl A, AT BRI EE LR B, B NN InM hCha (S ZKE )
IR hCha LEDIEH A 7= A, MINNE 7 8 % (Sigma, 0. 1-1 1 g/ml ST ), M
AT BB SOV AN (P AEE ) o

[0523] W5 T JR 4G/ ELHL A hCha mAb 7R3 FHLWT Cha ¥ S Ca® BRI e ). WE N
101 g/ml 7F3 MR PHET Coa 175 T (1) Ca® &, 1 v g/ml A& B 43H 201, MEMKIKEE (0.01 Al
0. 11 g/ml) WA LK Ca> BEil. MM Coa Z i~ 30 N 1ug/ml B 78 2=h (5
RER) P FEHRE MFT) KA, RS 100 g/ml 7R3 —EIT 7 140 MOy e e Ca™'
[0524] PR T HAEMAN 1M Cha Z A5 PERI 4 i — i & 240 10 2P, AJ84k 7P3 $i
A (Fy Gy JWMA N FT0) FRAIR AN 10 1 g/ml AN PERIZE f T Coa i T A B TR e
SEAE SHUARTU A K6 FE A0 M L e, WOl i AR 1P 24 9 e (B AT 7R BTk N R O 14
JECBHIT Ca” i, MHLAR PG J FIM FA KT T Ca™ Blit. U FEHERMAR SHifk N 5k
O — & T & 1 4t B i, MET 7 RHS DK BH o PR 48 W A)5 48 T LAAE BELIT e 4 1R 15 O 1
Jif Ca” (B AR EAR ) .

[0525] G IEAE NN Coa FIIN &L Ca® BRI AT, # A A MRl e L5 & Pk B bt ok — e il
PFE S AT ISP GV I WMWN R Q B3R — VDG FR . WA 30 1 g/ml [IHLIR G MR FHWT Coa
P T Ca® B MAKIRE (0. 121,10 1 g/ml) A2 TR o X FHUM M, &5 R F . fEM
FiE LT 244E Coa 2 J5 90 PPN AL 1w g/ml 8 18 20, FI 30 u g/ml (BT B 40
HRATY AT LARE T Ca™, Wl [F] BT 7s () o 7 Y FIBLAA T ZEMRAE A 30 1 g/ml FH 10 1 g/m1 B AH) ek PELIBT
Ca” Vi fe, RUELEZ ATHISEE T, 10 1 g/ml BIHLIAR J 0GR R B WT Ca™ i . Bk N2
BH AP, 46 10 1 g/ml AT 1w g/ml BEAE 2 /4> 5 52 560 A A0 e BELIT Cha 75 3 1) Ca™" ¥t
Ho. EFTAMIT, X Coa KEESIE Ca® WER, I L g/ml (& FER, /£ WFT KiF
B0, Rz AT AR RO o WP Q, i 45 5 8K 50 1 g/ml FIPLIA Q —HE T
I I, Coa ¥ SR TP R4 ML 1Y Ca® RS AL, Wn N InM Cha 2 Ji5 5 e Hh e b i
FITR B o [ IXEERE S P N N B T8 22 IR ) 2 5, 98 6= A5 LRI K, RoniZrh vk
R T AEH N . 5 0.5 0 g/ml IHLMAR Q — I B 2 20, HAER 1nM Cha ¥s
INEIFE Sz FE W 30 5% 6 16 K 38K, AT U4 1M Coa (RIS IIHLAR ) AbFE4H fw
MR R —FE . XS RIS ER 7 .

[0526] & 7 S AR LR, 1% 45 TR U RUPH T Coa i85 T 1) Ca™ BRI BB IR IR
[0527]
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Sk A LT CSa-iF 549 Ca®'-ik vﬂvliiiéﬁ{_a;%ilvﬁ;}im%&
4 Ab JRE Ca™- A& Ab IRA
F” — 10 pg/ml
30 pg/ml 0.1,1 #= 10 pg/ml
J 10" #= 30 pg/ml 0.1 #= 1 pg/ml
M 30 pg/ml 1 A= 10 pg/ml
N 1 #= 10 pg/ml 0.01 #= .01 pg/ml
o 10 pg/ml -
Q 5 #= 50 pg/ml 0.5 pg/ml
7F3 1¥ #= 10 pg/ml 0.01 #= 0.1 pg/ml

[0528]  # IXPUKFEAE— A58 P2 04 R, AHAE 5 — A SE e TR R A R
[0529]  ~ RAROGIMNR 75— Ab WAL,
[0530] & 7 7 HOS AR AL TF3 FLiksme A R 2 P fAd N AT Qo BOGBRHAE , DLk N 2 [F]
P 1gGl, HEF45A R Mk gl B Fe vy 524k (Fe Y R), LA [ RS 1gG4 bk sE
AR N 1gGL Xf Fe v R KISEMITEE h1gG4 e A T g Bk N 800 4551 Fe YR 2
A BT Coa /10 Ca” BB B PUERE & 3-AM [ A AR ks 40 it 55 s b i B 44 0 sRBTiA N,
SCHUAR NN 50w 1 Fe BHIT [ A5 20 2 Aok 40 B AR (9] A6 My pe i i) 28 Ay 1, sifk o
hn Fe BET, sk B0 Fe BHIT—RTFE 10 7380, 2B 40 Mo i il & 2% Coa (A EE T
FETEHZR) MY Ca” KPS, Bk Nk o 1l Coa 175 T Ca™ BRI RE ) fEA7
ESAAFAE Fe WL N A 25 XL Mo REGE R Ca™', W [FIE i i 18 %
FTR IR A PR AH e 5 SR M) P BELBST— S 700 6 A PR Coa 5 T 11 Ca™ Bt X
SRR R PUR N R O 3@ ik 254 3] CoaR FIBHWT Coa (55 K E MR AR, WhAEd 5
Fec vy RAHEAER] .
[05311  Sjids] 7— A P54k HT —ChaR Bkt b b 40 o Ak 1K) 5 0
[0532]  A. AJEALHT —C5aR HLABH 1F Coa if5 § i A bk 41 A i 1 4134k
[0533]  Cha & A Ak 40 B Oy AE T AL 57, 5 SR I HT R CD11b MAC-1 BEERER A Y %,
NS EAE A S N R AR EAE R ) [ L3R, FORS B 2 7 CD62L (L- & F A ) 5
o 102 MIEAL RIS P HFST T AVEALT —CoaR FLARFH 1 Coa £ S (1) s 40 f i 4k [ B
[0534]  J5¥f:
[0535] KRR NG IEE (2 MK ) IR 8 315 Pk 45 770 IR 2y A T 6 1 2 b
(ACD) W ¥, FHAEEW T (23°C ), M 10 4380 HOs 20544 H,DCFDA ( 52 50 1 M) 1
LA, BBV IN0. 3-300 1 g/ml hAb—Q.0. 3-300 1 g/ml TG4 [FIRh AL HEZH , Bl i f¥) dPBS.
LRSI (23°C) TIFE 20 4340, % Coa (524 100nM) \PMA (0. 2-400ng/ml) 5% dPBS
MBS TR IRE IR (23°C) T HEIFE 20 8. H 15 43 8iHt —CD11b FIHi —CD62L
Prik (%0 1/400) B MBIFTAFEM T o AT H RBC RS2 iR 25 4040 e, JF44 2 4H i =
BAE dPBS+1% FCS /7,
[0536]  CD11b FH CD62L 7E A o 40 i b R 7K (0 & 4 » FACSCalibur 3t 2 4H g X
(BD Bioscience) A NIHE FL-2 Fl FL-4 i 7 AMESEL . SRAT AL S EEHERR ZL4H g fr
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R o Hh R A e 5 e o LA iRy FSC R SSC, 0 13X 841 ia 11y PE (FL-2) F1 APC (FL—4)
I A7 98G5 E (median fluorescence intensity) (MFI) .

[0537] A X, 4 CDL1b Fl CD62L FKIEK T MFI) KR A e KFRIEME L -

[0538]  Y%im AKIE= [(FEdh - SRk ) / (e KRIE - /RIS ) 1 X 100

[0539] VR . I KKIEZTLIUA (FHME dPBS)+CD11b [ 100nM Cha £ 4, FLHL A
(dPBS) +CD62L [f] OnM C5a (dPBS) £t (CD62L LEVEAL I HR PRI 4 i bk /b ) .

[0540]  {§ FH GraphPad Prism(v4.0) #fF, 14 C5a /1§11 CD11b F CD62L ik K2Rk 1)
hAb—Q THAI 1C (. MRS SEIFIZ A S50 1 T 308, A AE e MRS, LIRS G S
R RN (A[ARRER ) TR,

[0541] 48R

[0542]  FIH 2 ML, 784 MR 56 P PG T hAb—Q X Cha 75 S (1 H ks 40 F i 4 1) BELIB
R . 22 Coa WAL IARE R, ZEASTELE hAb—Q I CD11b F ik K88k . {H U1 R A74F hAb—Q,
) CD1 b K A R A G R DA & e B 7 A PR, HerA 1G5, B~ 10. 7 1 g/ml (]
22) o [FIFP AN EHUIR, LR AE> 100 1 g/ml (B AR H ) W #BRABH L Coa 1571 CD11b
KIEM LA,

[0543]  AJEALHL —ChaR HLiA hAb—Q LI EAKE /7 W FHIE T Cha 5 F 1) CD62L [ 3L IR
Horp IC, (AN~ 5. 4w g/ml (] 23) o [FIFHELA RBTIR, LRTE> 100 w g/ml I EREA FHAE
Cha 175 T 1 CD62L Mk (FdsRant ) o

[0544]  B. AJEALPT —ChaR HLARLE I A R b AN TE A A A ok 41

[0545] LA T ANPEALPT —ChaR PLiA Al Coa if5 T 1) Fh MR Al M A5 AL RE oo B R
(5256 v, LEANTEAE Cha I AVEAL T —ChaR Fifk S 4tk i A rh MR 40 i —i2 08 5 , i% Cha
WA SR R AR LA, CD1Lb Fil CD62L [{RIE, IXLeszIh R BHT —CoaR Hrik A i L%
EER o R AT

[0546] 51

[0547] A PERLGE M VS AL RS A CD1Lb AT CD62L % 1A il

[0548]  7EFRHISLEGH, ¥ A AN kA AT AR BT —hChaR HiiAk hAb—Q.hAb—] 8% bAb—G
FEMMAGE PR o a0 R TR R CD11b FT CD62L I8 7K, I8 A Pk 40 Vs 4k
CD62L 7K PR FRAIKER CD11b 7K - 1y 3G D2 Hh Mk 40 e ym AL i bR 12 42

[0549]  SEEG 1

[0550] 4] = 2, B BEAE A I BT 24k (heparinised) 4 I %5 0 % 1.10 8% 100 1 g/ml
hAb-J 8 hAb—Q.10 1 M fMLP ( Il Met-Leu—Phe fik ), B 85k ¥ dPBS . 7o 1/100 #
FErRas Nt —CD  11b-PE FAHT ~CD62L-APC Hiik 2 i, T 37°C N AE 5% CO, FHFH & 1 /)
I A RBC 2B G2l br 22 2140 i, P61 40 M B & AE dPBS+1 % FCS H1,

[0551]  FACSCalibur (BD) it x40 Mo A% 1A 4 M & FL-2 M1 FL-4 B S K AME 280 3R45
AR AL B HEBR A MO o PR 4N i % 5 o B /& FSC M SSCo A T I 26 41 g 76
FL-2 (CD11b-PE) FlFL-4 (CD62L-APC) i 1& 1 (1) 47 5O A (MFI) o BN ) CD11b (PE)
A1 CD62L (APC) # i 5& FF 227 A AHXT T+ dPBS X FRKI R A f5 4L

[0552]  SEG 2

[0553] K 4 g B A A4 9 I 3 Ak B0 I 205 A0 0. 1.1.10 B 100 1 g/ml [ hAb—G.
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hAb—J.10nM 5% 100nM A C5a B 5 Sl ff) dPBS {1 Fh. T 37C T K 6% i b (&
conc. 1% ) I INBIEFNE 1 IF RVEICE 30 2380, IWMTUTRRZL 4 M o K b 1B & A 240 )
M3 2R 2] 96 LA, 7E72 (1) dPBS B VEAI M. S0 J5, BR 25 bIE R4 4 i =8 A
EAPL-CD11b-PE (1/50) FIHt —-CD62L-APC (1/50) ) dPBS 1, 4R JGAEVK FIF & 30 20%8h.
UE VR4 M I B AE dPBS+1% FCS Ho CD11b T CD62L 75 Mk 4 i b IR R IE 7K~ 4%

W R I &
[0554]  SLZEG 3
[0555]  Bife R NEIEE (2 DMHEA ) B IMBCR B 258 U — 545 75 27 45 1R 6 4] 56 0

(ACD) HYE -, S tif] TA R AL, B 7 3 W FE i s N Cba. CD11b AT CDE2L
P MR 40 I K I FACS 42 SEitids) TA R i &

[0556] &5iH

[0557]  ZERH AN¥sfbPt —CoaR Prik a4 =, CD11b A1 CD62L 7E A PEAEN Y | 1%
AR

[0558] FEZRE—ANsEErh, T 37°C ¥ AAME 1,10 8 100 1 g/mlhAb—Q B¢ hAb—J. 10 M
fMLP 8% dPBS — &% & 1 /i, FF 38 b 7 X 40 He 0 & CD11b 1 CD62L K18, fE&H
1-100 1 g/ml FIAEART R BE 1#) hAb—Q 8K hAb—J HIFE i, CD11b FRIAE A HY KB CD62L K ik
KAV (B 244 F124B) o AHEG, CLANRTIE AR 40 BRI EMLP, {8 CD11b SRIK [ R ME 3G K,
CD62L /D .

[0550]  FEAE —ASEHH, T37TC FH 4 MR MAEM AR5 0. 1-100 w g/ml A ¥ ik
Pi —C5aR P4k hAb—G 5{ hAb—J, 10-100nM A C5a, B{ dPBS ¥ & 20 43%8h. AbFE2Z J5,CD11b Fil
CD62L 7E Hh R4 i b 1 XA XS dPBS % BR4H b1 43 7 7E 6] 25A F1 25B s th . 7E
AR 5 A AT — N, hAb—G B hAb—J RA 355 R4 i CD11b ¥ B CD62L
TR . AHELZ R, 10nM 11 100nM Cha 43 #IEUH CD11b FIEAHXT dPBS 38K 2.5 F113. 0
&, TMAE dPBS % BEZH Hh CD62L 43 I P31 0. 33 A1 0. 14 f7K . fifF £MLP, C.40 Cha H]
TR Y.

[0560] 7555 =S2ie B 2 MR AR AN ) 0. 3-300 1 g/m1hAb—Q B [7) 7Y Xt 1
Lok, 85 F 100nM Cha B dPBS W pnBIEE A4S o ki 48 i CD11b T CD62L K I iH
g o, B4 R HAE ] 26a 1 26b 1. 7E47F hAb—Q B PBS [ [F]H 2 % F Bt
G, CD11b RIEAKFEANUER (MK , RARAATHARWKE Btk 300 1w g/ml I ¥
Al (K 26) . 2R, 2% 100nM Cha s I3 A RPN BEBTARRIRE S P B, CD11b 3%
IR B K ACE, WAE & 100nM - Cha FIEHUARIAE IR, X Coa HIFE T
CD62L Kk %2 (WA ) « HAb—Q (KA IR B BEPUA LRI L Sk 300 u g/ml I 3%
A PR CD62L KL /K, BIEAWE P ki e i ([l 26b) o AHELZ TR, & R AR B0 B BT ik
1 100nMCha [FJFE i 22 T CD62L KA FFa I Kid 1L o

[0561] a2, %4 R R AJRALPT —ChaR PR A 1L A A Mk 4 B, e [a] A v A A
AN E 2 )5, CD62L F1 CD11b FIEK V£ R .

[0562]  C. 4%54 B A 4K i hAb—Q V& (oA S IE AL A T P4 4 o

[0563]  jEH ALK & L — il e B PR AR, B A A PR 40 I A 7 AT B e DR AR S
oo SN, B ALY AT LIS IR A RHA ARIFZ . 5T -ChaR HTAAAR L ] LU i oh Pk 41
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MO AL A BT Be It ST . NI SR ISR NI BT —ChaR i ik hAb—Q A Ml
N R PR 2 AR AR AL ) A S R R A el Cha BN RT DABHAS & B A
[0564] 5k

[0565] 0l ok 73 B 0 N A Pk A ML 7R AR 40 7= A R AR Ak

[0566]  JEEAEALA) (0,) & rh M 40 Bl 58 1tk A, 491 1 Cha v A I NADPH 48040 g™ A= 1)
F—MERNYT. ALCo, A AN . ANTBIER AL E C(Fe®™) HHlBE MY
R AL F C(Fe™) , e i3 C (Fe®) MT B 73 )t Y6 VA AE 550nm AbK: Hi o FEAHIF 5T
1, FJFH Wallac Victor®(Mayo and Curnutte, 1990), {8 H 96 FLER 43 3606 B V200 52 41 e 4
# C IR,

[0567] A H MR 40 i i il 2%

[0568] A APk A 4 g b SE 4 5B A Atk . A A & AR (Img/ml) AL HE
96 FLA B EBOE . LR 1000 1 48 2% C(150 u M) FIAE 500 1 RM( 2
H HBSS [ X N R &) (Cat#14175 Gibeo)) % 0.4mM MgS0,.0. 5mM MgCL,.0. 5mM CaCl,
F1 20mM HEPES A1 ] 200, 000 FH ki 4 M, pH %52 4E 7. 4. T 37 CHEiZAR I A LE Wal lac
Victor® (Perkin-Elmer) 1, H4E 4 43 8hHA A1 55 3 Bp Il S AR 0, o B N oRBHIMAA
E 15w 1 RM, FREF 2 408 E AL, #9482 10 798P, SIS AN Coa FE&F 2 43 Bl & 1A%,
PO 30 43 Bh, B B 10 BRI E— IR, FREE 60 Bl 1.5 ANET 2 JE IS I(E E S 3L
HATH YL

[0569]  45R

[0570]  IXAHFFIAHAETA T 2-6 M@ R AHA R R 4. 8] 27 RHAE 3TC TR 1.5
NN SRR . RNVIREY) (R FHAEXTIE (6 AMEAE ) o ) Coa 355N
BRI 0, A5 (6 MK ), Z AP P —ChaR PR hAb—Q NI (5 AMEK ) » ZEXAFFTH,
R FE PR F T DR A AT RSN AN A . B @ik, hAb—Q 7F 1000 1 g/m1 (4 A ) |
250 1 g/ml (3 /MEEFR ) A1 100 1 g/ml (2 LK) I, SRR AAE G 166, Bk HZATNP (2
AMER ) B RN, Horiz 16, Pk HZzATNP 2 BRIP4 A-TNP I’ SR TE .
[0571] B2, FiRg: BE I AJEALPT —CoaR Bk hAb—Q B H A A ML 4i g M iy 2 7
HHZE 0, » HHK, &0 LABHAG Coa 51 & HIAE ™,

[0572]  Sijids] 8—7F [l fAvZ b A4 iR 56 A Y4BT —CoaR A VA JiE#E i % 11 41 A
[05738] 24 T #fiiE hAb—Q 2215 ] URAG BRI FER 18 CoaR I Ath A 40 L, i ) 72 if 3 1 o
PRGN BT S RZ Al B, UEAT TR R ARTE R A i vE RS . A I VEFERF AR A T L - g
F), RIUC 52 (lepirudin) (Refludan ® ), R I /7 52 WA K AMABHLIA AT F (1 R AR HLH
(CDCAADCC) o RV F5 52 A2 e S P 1 BBt A BRI R0 o "B A MAZKHEE R B (1 P 5 45 70 7K e
HINELRL)

[0574]  J5¥Z:

[0575] MR REE

[0576] 4 B 7R S B A P bk M VBER BE BRI 1) 15ml G E 7, 8 7P d
AUPE N 50 B 500 1 g/ml [F2RIL /58 (Refludan ®, Pharmion £ FR A w], S5 /KA, 1
FIE )

[0577] SHith—RIFE

i
N
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[0578] K254y (501 1) [MPLEELS MK/ FLE) 96 FLAR 1, I — X P S7E dPBS H#BE I
AW A 100 1 g/ml [ 25 1 1 Hifh—ABLE 37°C R AE 5% CO, TIEE 3. 5 /NN o X HEFE A
H50u 1 ML 25 1 dPBS. ¥4 Ht -hCD66b—FITC (24 1/100) Hi ~hCD19-APC ( i
Z4 1/300) FHr —hCD14-PE (5% 24 1/300) HIFEIREGW (25 u 1) BB, 3
T 37T CHAE D% CO, PRSI 30 438 AR HGKEER (calibration bead) (50ul, 980
B /u 1 ;Flow—Count Fluorosphere ;Beckman Coulter, USA ;Cat. No. 7547053) s hn 2l &F
AFES . TR 1001 1 1 XFACS 2B (10xFACS B sBD Bioscience ;Cat.
No. 349202) LALLM, K BENFERL LR R 1. oml 1P, FEFFAN N 500 1 1 1 X FACS 2
W 76 4,000rpm N ELE T 3 /B IFRR 2 BIEW . BA R MBRERAE 1500 1 FACS 2%
5 (dPBS+1% BCS) 7,

[0579]  FACS 73#7

[0580] £ FACSalibur (Becton Dickinson) ViizC4H @A 43 Hrgh i, A58 R 1E [m) A4 a5
5T, IWITASLHE A 4 B, (R HERR T 1o 1 14 BATH4k CD66b-FITC (FL-1) B4l ( Ao itk
4L ) \CD19-APC (FL-4) BHPEANA (B WbRkE240 ) 5k CD14-PE (FL-2) FHES0M ( BiZ40H ) .
ME T & 5000 ZR A MELH

[0581]  RpZEF My H R 40 S A M g Bt T -

[0582]  # 4%k /ml = #5000 Bk 40 B2 x (50x 980) /5000x 1000/50

[0583] VHFEE ECHHEWT -

[0584] % VHFE= 100x (1—(# Z0MuEL /m] Ab AEIRIFES /# 40 M5 /m1PBS ALFH AL )
[o585]  &EIR

[0586] A5 SR AE 2543 R VL /- 8 GBS 1 T ) 3 AN [RIAd 5 75 S 5 1 4 o Jol e i I
AT =AM S5 . IR 5 A AT —ChaR Hifk hAb-Q.F)Z & (rituximab) ( FHHEXT
HRPHT —CD20 Fifh ) « hlgGa (BRI [FIFF AU BEHAA ) B PBS ( G2t B Jh 2k M I & 40 e v
FERRE ) —BRINE . ENE LS, [FHFRC TEXT CD66b. CD14 AT CD19 HIPTIAKITR G
W40 M g, I %S E i 40 (TP PRI 4E Y CD66b+ve) \ ELAZ Al L (CDB6b—ve. CD14+ve) Fil
B (CD19+ve) o Ay T U5 B Ah 40 M 2R AL (R 4 %5 B0 H B 050 I B8 16y [ AR AR K A HE RS
INBVEEAFE S BRI, wT CAI s R CAngiife /ml) AR PER g i CRigi e ) < Bpi%
S0 AT B g R A X5, DL BT TE 2 S5 R R 0 i S A A G AR, AR R
A5 PBS — &I E AR 4l S H B E A L.

[0587] 3 NIRRT T, 45 Bon AR 28 #1129 th. & 28 7nHi M 3 AR H A
SPEIAREH ( ARvERZE ) o« B 29 sR HARXE T PBS ARBEFRE S P 4l S B , FEAh 41 i 28
TUHFERI T3 E b (£sd) o 2B 7R HHAES hAb—Q —RCIR T 4 /NI Ji5 wh Mk 41 i B e
ZMM SR M2 R, R ZESEB MM (RIE CD20, FIZEE) K~ 70%
FE, (R BA PR K IE CD20 4 Mo Y, S 4 M s b Pk 40 B i 2 o

[o588]  Siziifs] 9— AJEAL BT —C5aR Hilk hAb—Q WA 4 it 4MAAN SRR R4 ChaR— Fik
i)

[0589]  FFRANFAN CoaR- KL ( i Hkign i A% A M sE ) BN BT —ChaR Hifk
SERRAER . BT DLIE b — 2L S 26 R SR HT R 40 L R . hAb—Q /BN 1G4 [
Pl B A, AT 38 B/ FARARC MR MR ) 40 B 2514 (CDC) FHL A (R 4t A 32 11 40 i 75t
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(ADCC) » MPUR - PUR R WL PUIAN Fe G4 A #MAER A Cla, MM 3 & /K fE
F1F (proteolytic event) WIZRIBIEALIT, AMAN SRR HOH T, iz AUK 35
Cha [PRIRE JHCFI LA 4 ) A MU I I W i 25 4) (membrane attack complex) [IJE .

[0590] 24 T iER] hAb-Q &A1 T CDC 5P, BEAT TR [HISE5

[0591]  Jjik

[0592]  FiAE /K ChaR [ Ramos E2 mal# =4

[0593]  AR4H il w1 (9 5 %2, MU BUfk T LEX 357 (Invitrogen) , I A C5aR ik ki
(pcDNA3. 1-C5aR ;4 b g DNA/3x10° 4l ) & % Yek ik CD20 (1A B bk 2 4 fu g e 52 (M5
By G5 (Burkitt’ s lymphoma—derived)),Ramos. #54% 40 /NG, B 2mg/ml i3 4% 2
# (GAI8 TR Eh, Gibeo) MIMBIAEKITFRES . 41 (EER ) AR AP AEK
i 3 A, LB A, A A BT —ChaR PriAid ot N4l R SGESE T CoaR RIAFNEL L1 H 7040
W40 M LA ~ 30-40 BT o lE /)25 R 468 21 384 FLAR . Bk AN v R VR IR
BT 96 LR H TP 1. AnEKZ)E, B EP CoaR 1RIAEFHPT ~CoaR Hi
R IE A A MO o PRIk I B R IA i R %, B2 44 Ramos E2 40 R 4E+F /1 RPMI,
10% FCS, 2mg/m1G418 1,

[0594]  F A tMALEAT I CDC 15

[0595]  A4HEAH i (Ramos E2 400 ) SHi ARSI/ BT (RPMI+10 % #4K 35 1] BCS) 1E
3T°CNAE D% CO, TFE 30 8he WE )5, ¥ABAE RPMI FP K44 (Cedarlane) ¥sN
BIFE S, AR 2R IE A 1% v/ve {8 3T°CTHAE 5% CO, T RE— LI E N 2 /NI,
[0596] [ RFMFE S TP JCIETE YL E) (fFluorescent viability dye), To—Pro-3 (4371
PRER ), 2 a7 2 4 i 0 B 5 UK To—Pro—3 MM AT /2% 1 (non—viable) #E4H
J, FF DA PR EE A0 B B 2 LE R OR

[0597]  IE L MAHRY “SEFIRMA" (B) AP R AT AEER AU () B P %, tHE
TR PR R I CDCo ARG MBEANFE S ok 2e BEFIRMAT (O “SUA BT IR IR, A
45 H s S CDC R A

[0598] ¢ 5ME CDC(%3f# ) = (B-A)—C

[0599] R AXWARRUIT

[0600] Stk CDC (%6 %f# ) = (T+CS—T+CMO) — (TOS—=TOMO) »

[0601]  Hrp :T+CS /AR + H7 A PUAAR BIRMARE T P AN ] A735 (R 40 M 1) ~F 22 %%

[0602]  T+CMO JE4E + A *MAN BT (T Ab) FANH A7 35 I 4 ML ik~ 34 %

[0603]  TOS 25 A LA A A FEIFE 5 A A T AZ 38 40 f 135 %

[0604]  TOMO 2N ASEAAH N (T Ab) FRANH A7 I 4 MU ik~ 14 %

[o605]  HH AIMIELEAT I CDC 146

[0606]  f% NSt 10 R HEAMY, £ A M EBEAT ADCC iRE . Bt M EH AIMER 4L
AL+ PUA IR (B) FrosZs PCAEE / DA BT IFESL (A) AT A7E3E 40 B i~ F 35 %
B PUARR) CDC 3G PE. ARGk Z: UL + HUik” FESL (O SRR B4R RN A A
HEL/ ACANT IR (D) BIATAEIEI % 2 22, 15 H e 7% CDC [ B 244

[0607]  H55FHE CDC(%f# ) = (B-A)—(C-D)

[o608]  Z5R
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[0609] i /{] Ramos E2 #E4Hi/f4T CDC 14

[0610]  IEILAERAMALELERT R A Mok 40 i S Pifk— & &, W25 T hAb—Q 155 F 4k
A A e B (CDC) ImTREME . AEIX MRS (B RoR ) o, A% A ki gn
R S A (<< 0. 5% 4R HIAETS ) .

[0611]  JFR T HikmAKFHIA C5aR & CD20 f] Ramos E2 4l 522 & , T I hAb—Q /&
B r] LA S CDC [ )@, {87 Ramos E2 48 R AE AL, AT T RAINISELR . 5— RS
1% Mg, Hrh R 28 I ERR X . 28— RAIEE T 5 10% A s — 2 E ke
a4 B AE TR S RS B AR Y — AR I RRE S TR 4 R e

[0612]  FEAFEAE 1% BN HLK hAb—Q %A %S Ramos E2 4HJHI (K] CDC.

[0613]  HEAT T =AML, 2B — D BB B4R BN 100 g/ml BIPLIA hAb-Q FI| Z
(Roche) 1 h1gG4 [FIFh X HE (Sigma) 5 Ramo E2 40 fu Al 1 % SAMA—RIFE. £ -1
FEE = AR A8 IR EE A 100 v g/ml I HTAREAT (1) 0048 53 S RPN R — e 2 oa [ 1Y
PL —C5aR (US Biological) .

[0614]  FESRE— NS, 5 100 g/ml hAb-Q F)ZE N h1gG4 —HL I F AL, RE =k
CDC AIZKT- 9333020 0%6 96 %6 R0 % o FE 5% —AFNH = A58, 5100 1 g/ml hAb-Q FZ &
FhIgCd —BIFE 2 5 B 1 CDC 4354 1. 5% .98 % Fl1 1% o 44 Ramo E2 5 20 1 g/ml
Z o A L% AME—RIFE AT 82% Kt CDC (K] 30) o HRIRiE, 2 &R i@ ¢DC
FARFRIE CD20 41 M. 2 e DU ZRMATEAL TN CDC A RO S IX L8 1 X 7R
i CDC B A2 FIAT K I B A JEAL BT —CBaR Hiik hAb—Q ¥ i CDC 2345 41 ..

[0615]  ZEA7AE 10% AMLIE KT PLA hAb—Q ¥ 5T Ramos E2 i i [ CDC

[0616] i FH A ALY P 43 55 (% S 40 i (PBMC) , 41 17] 55 A US4k T —CHaR B B HT A —i
55 1Y Ramos E2 40 g, BEAT— F 41 ADCC 1A% (WL F I 1y SE 9] 10) o LAPAT 7 XadkAT 17—
YN R N5 12 R NS S AEAFAE BRI I AR 35 B 10 % Ay 5 300 R 5 & Ramos B2 4
M “PUCAAR ) KB, % 10% A S 445 PBMC >k AR F 454

[0617] &3 AL X HE s N A AR EE CDC 3RS, IR S AT T B3k CDC RS, % T
FE NG, ARG 2 4h o AR, — 25 REA + K5 A E— &% T MHuss
fhe PRI, ZEA8 A A M3 B8, B I R + 5SS B IPTARAES  «RE A
AIAEWE % 7 AR + SRCKIE R M3 — R0 E BIPu R <8R40 M AT A7 % 7, TR
S Cne,

[o618]  {FH AMIEHAT T-BMRE . EAFAE 10% PUKTE A MiE sk 10% A Mg, 1,10
8% 100 1 g/ml [¥] Ramos E2 4 e 5 hAb—Q . FI|Z B B hT1gG4 [RIFH AU FEHT A —I2IF 5 - Ramos
B2 4 MUTEIF 5 2 BUECA 44kl PKH-26, FFEI 5 < S5 80A WS ekl ToPro3, i 15 AN ] 7
TR ARG AT LA 75 o 40 ERER I, RIS B i 25 1 s A N Bt &
S5 CDCo X FHAEFAIKTE 194 LA O 14 2 1 R S P A T B N LY T A
Wb, ANFTAEVE IHE (Ramos E2) 4l M [#)°F-35 % 5e 5k CDC AHSE, 45 3 B 31 .
[o619]  [&] 31 R EHLES A hAb—Q IFE S 7, 2 R &2 1RG22 5 ()R e 1 CDC KPR
fik (~1-2%) - Ramos E2 /K15 T # K IE B4R M35 FH &4 hAb—Q F N LI A b A2 AH AL
(1o 765 [RIFh R0 BB AR — AR I B IRE St ORI 2 AR B AT e 1 CDC(~ 0-4% ) o T
FM, 5 hAb-Q —EIFE M 5 h1gG4 [RIFPBIGTAR— I 5 HIAFE bt UL I 2 ) 2R 1 38 = A
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giitie LA REES (p>0.05) o XNHERN 7R hAb—Q WA fr /3 CDC. MHELZ T,
B S5 CDC, 28 A2 E (RE S A, R S CDC 2 R AR iy, HHE A 1w g/ml
FIZE ) 72% BN 100 1 g/ml FJZE 1) 91 % o LEAFAEN LG IS UL T 5 Xk A2 5 00 5]
(1) R AP A0 3R B RSS2 PTAT 1, PR 18 HE hAb—Q WA e = 1t/ 3 CDCo #5 hAb—Q %
ST CDC, e Ramos  E2 Sl R AR UK =7k~ () CD20 i hChaR, 7] LLAFIHAF) 2 &
ALK () 345

[0620]  SZjfifsl] 10— AJEAL BT ~ChaR Fi A S BT PR 1) 40 o 5 M 40 gt T o [ o 74
[0621]  FFRARAGRIE CoaR M4 (P PERIZ0 MY SR AZ AL %5 ) I A UR4LHT —ChaR Bt
PORTRARR . HriAT] DUE I — 2oL H R sh R S8 A B i R~ . FH TG4 [RIFp Y A=
T A\ AL BT —ChaR Fifk (440, hAb—Q. hAb—J. hAb—G) , MM HE# / FRARAMAM I I 48
MuEE Pk (CDC) FIHTAAMEI AN Mo T i 40 e sgtE (ADCC) » H TGl [FIAP YAz = T Hifth AJ54L
Pt —ChaR Pk ({5141, hAb-N, hAb-0) , %N TgG1 [FEFP IR LAZs & Clg F Fe v R FF BRI BE W]
REE S CDC FIADCC. M54 RIPUR FIFUARR Fe g5#88 — Fl B4 i Eisz k7 - 548
ML E P RETE Al ( “RON ML) b Fe S2ARAZBERT, ADCC #5545 A 4 e 8 vl Be 19
MRS ARG (BK) 408 40 i 5% 40 i A ks 40 B R R R R 4

[0622] & T I AJEALHT —CoaR HLA RSN T 19 ADCC i MK, 3T T R S5
[0623]  J5¥Z:

[0624]  ADCC iXL& 7 %

[0625] i) 5 &, JH kA F BB BERE BK Percoll (Heal theare) % FEHF & 70 &5, MR BE {443
B AN B AZ 40 . (PBMC) i 45 R 41 B 2 7 o AR Je i ik B 080 (1hr, 37°C, 5% C0,)
FE3 7 PBMC A4 () SRAZ A0 M, 8 4% I AR RN B PR 4R (5 NK 4 ) /554 100ng/ml
AN IL-2 (Peprotech) FIABTHAE 37°CRAE 5% CO, PIFE IR . 28 =K, HZ G40 i
Yukl, PKH26 (Sigma) Z54B4 ML ( 214 hChaR f#) Ramos E2 40— W, b1 ) defa, 306 5 X 10°
L / FES SPUARBCER A R —AE 37°CRLE 5% CO, FIFHE 30 08h. WH )G, B3k
N4z 50 ¢ 1 [IELH], B A A In 2R 40 f h HEAE 37T°CHE 5% CO, hift— iR E 3
NI o BT TEGLRL, To—Pro=3 ( 73 FHRER ) IS INBIREAN S, 2 f5 T8 e I =X 4 A )
8 XN To—Pro—3 BHIERI AT 773 FI A0 MY, HR 7= R4 i (PHK-26 FHMEZ0 ) 11
Hote N TEA 10% NG, 86 10 % AORKE FI4E E , HdiZ 10% N iE 5 78 i
PDMC “Z( N 48 =k 1 AH R 1

[0626] 18 ik MAHRZFE S BBFARERY. 77 (B) w25 738 % AR AZ3E I A4 (A) 5 1F
SERRANFE SRR S PR ADCCo R JE WA R 2 “BERION 7 (O) 1 “IA iU
i TS HE KR S M ADCC 1 B 444H -

[0627] RSPk ADCC(%24# ) = (B-A)—C

[0628] LA RRUIT -

[0620]  RFSiE ADCC (%% ) = (T+CS—T+EMO) — (TOS—-TOMO) -

[0630]  JLrP (THES JEAE + 7 A PUAA BIRNYFFE i AT A7 15 B4 ML K~ 25 %

[0631]  T+EMO 248 + AR 71 5 (JC Ab) F AR AEIE K40 Ja ik~ 35 %

[0632]  TOS & A PUARIACA RE AL o oh AN R A7 (R 48 M Fer -1 0% %%

[0633]  TOMO Z{NATHEAA NI (TG Ab) FHANTH A7 B4 MU i~ 33 %
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[0634] 45R

[0635]  7E R AL Pl H Ramos E2 4l fufE M4, & T N UEALHL -CoaR Hifk hAb—Q i
i ADCC ML S 40 o 545 T RgME . Ramos E2 AJKIA CD20 Fl CHaR, M VFHE [ CD20 Flf
ADCC 743 IR Z- 85 FVEBH % BE o CHaR £F Ramos E2 bR L AE A kg i b il e ik
i~ T AR CHGEAEAN MR b AR R 52 AR KPR sE Bk g5 S 1K ADCC AT CDC 7%
& (Preithener Z£ A, 2006 ;van Meerten 2§ A, 2006 ;Lowenstein 2 A, 2006) .

[0636] 450N 41 i A A fA 5 76 J 35 1 i i Il A 24k HE N PBMC, AR 5 FE vl SR AZ 4l i, IR 5
TL-2 & A0 AN ( “PE (prime) ”)NK 4l RINIX AR A e RALZON 41 i
BT LT

[0637] ALk} PKH-26 Fric 440, PRI AE S Xl e AR B AT ] AAS R F20 4 i o X6
THRAEE + PUEFES, WO 2 NMEF (DA ) o —DEAIRA AN T T
AL 50 & 1 BIRN FRIEE . 7RG TR AR, OB RSN T L SR ERAE LB 50 11
AP R AR FEFTE N E SR G S A Gkl To-Pro-3 (TP3) Il &3 /)
(viability) , Hil by 40 A AT o #E4H MRS FERAER RS Sz o (CEPuiReEs ) , Anl
AFEIEA e H (TP3+ve/PKH+ve) HAAMIANM (PKH+ve) H 7L,

[0638] [ Ramos E2 1E 4 #E4H i, Lb# hAb—Q AT hAb—N 75 S /) ADCC 75 14

[0639]  FEZE—RFIFISEL A, L T AJRAPT —CoaR Ptk hAb-Q ( FEHE [FFF 1Y h1gG4) Fl
hAb-N(h1gG1) ‘3 Ramos E2 4 fid ADCC [ nJ B Mk 5 R 2 5 (h1gG1l) F [R] A L X% HE i 14
(hTgG4) ¥5FHIADCC. A T1gGl b h1gG4 Xt Fe v RIFGIZEFN o &, I FUH v] 88 @il i 5 ADCC.
[0640]  {EAFAE 10 % HURIERIMGAIMIE (FCS) MG ML, B 4E41 5 100 1 g/ml ¥ hAb—Q.
hAb-N,FJ*Z & (Roche) . h1gG4 Fifk (Sigma) B HPhA R (RPMI) —HIHH . 30 H4h2 )G,
TL-2 3 PBMC ( Lufgl 28 50 & L(E © 1)), B ¥ Sl Ay TS I B0 FE 4 e rh R4k L5 F 3 /)
N o T8 e 3 2R 4 ASCIN A5 AN BT A7 05 B 4l M H 387 ADCC 3G P o NN St A R AT
AR TS S AT FE TS 5, A 2 R S ADCC Ve BEAT T 3 AN se AR I SES . 45
R (AR AGEYE £sd) RHETER 32 .

[0641]  TgGl Hufk HZHFIHL —CoaR hAb-NFH ST Ramos E2 4 (1) mi A /4 (>
65% ) o FHELZ T, hAb—Q(1gG4) FEFpALNT HE h1gGa /T HIHF 5 1t ADCC FRZK 1 BH 2 FRAIC,
7E5 PBMC Fl hAb—Q — &5 H 2 J5, X 23% ) Ramos B2 4H AT (736 . 5 [FFH AL R BTk
— & E ) Ramos E2 40 MR A LT . XL FG =P [P B2 ADCC 3 P (1) 2 vk e A
K, FERE 7R W AS T5 P PRI ) 40 R 4%, W) hTgGA [R] R BY 1) A J5AL T —ChaR Pt AL I%E A
TN B,

[0642] ] Ramos B2 & Utk M4, ELE AL XF hAb—Q A~ 5 ADCC 35 7% ) 5% i

[0643] M & AN ADCC iR Fctn FibAT, Horp— 2040/ B % & (1A 0 &7 A\ PBMC 2%
I 40 Ji o A R 2 B 1) 10 %6 NI, 25 40 AR S 3 10 %6 ORG24 03 o 1y 0K
TR SR AMATE PE . RISE T CDC 35 T 8 5 N IME — i I & AR S ORI 2. M
DA BRI IE CDC Ko BASE, 7R S A RIZE ) S BFE S, ANATAEE )
(TP3+ve) ML rI%L HIE 5 > 90% o PRI, ASBETE S A A MLIE BFE S AR D 1) 2 555 5 1R
S ADCC W& M. ARTT, TE A 10 % ARG AR ME R 100 w g/ml FZ 5 FPATHE S, F
¥ 60% 14 (Ramos E2) 4 MO R4y 40 ke e e R/ dh . X5 B 32 Hhos HE I 45 SRARL, FF3k
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7NN 40 R ADCC 3R 36 2 P AT 1 o

[0644] 1 H., 41 1Bl 31 A AT, AJEALHT —ChaR (hAb-Q) Fil h1gG4 [FIFh AL FE BT A fEA
SEEG TR T CDC WP o BRI T3 IS IR i 5 ER1 hAb—Q R [R]85 HE BT 44 5 | g
(R S ADCC Rl 30 F PT84 Fon HAE K] 33 W hAb—Q i[RI B0 BETEA FE A
1-100 1 g/ml W #EA @ ADCC W M5 | A MIFET . KT hAb—Q, IX A5 L 575 #4
KA M FIRE S AN 3 K ADCC ¥H PEFZ ot EE (1 32) .

[0645]  SEJfafsl] 11—/)N FRAEST

[o646] KRN #ILRI/NERRSA T 40 M52 14, %40 Mo <2 fRm] iR %1 C57BL/6 1 5t LI H & 5L
Ji 6 1 R i 28 B S A (GPT) o HiX 28/ i 5 NOD /N FRAS L (cross) I, 5 5L BRI BH M F1
TR K/BxN) H & BT GPT IEMHLA N S0 H & f % (autoimmune—1ike) FEHi
(Kouskoff 2% A, 1996) » TR 28 K/BxN /MR MG H A BI L P A PR g & 59
AT R AR A S R (strain) W, G TH AL CBaR Al Fe v RITT /3 (1) 4H i Al
A= R AR T (J1 SR, 2002) o H Pk 40 D AR K 20 T 0 200 A 3K e A Y 9 i 1)
e R ¥EE EEVEH (Wipke M1 Allen, 2001 ;Lee 28 A, 2002 ;Solomon 28 A, 2005) o ML)
B 28 11 2 B CLALHE O Al R PR 18 PR R AT MR 3 0 Y BN RGP DG RV 2 65 5 8
fit (Kyburz #1 Corr, 2003) »

[0647] A fER MR R I/ AR A, ChaR J#E 9 NE 1) AL BLAA

[o648] 777

[0649]1 Y

[0650]  7E C57BL/6 155t L (Lee 25 A, 2006) ~ 6-12 JEIRS I N ChaR [ FE Kl /N L, ok
JRT&JEN Garvan Institute WIETEFEE. SEIG AR IERENE /N S, (E AR mT A FH B/ B o
[0651]  #H]4% K/BxN Iy

[0652] A T AR H TSI I VG, Al KRN HEE 5 NOD MEPEAZEC . AR FEA5HY A J iR R K%
T KRN F L) FL 74X, B O R E M. 72 37T°CRIFE 2 /hIZ 503
1A, IHAE 4000rpm T B0 10 4380 X2 AN/ WU MG AT 85 B3 0 I A7 42 80°C o
[0653] SIS OCTT 2 15 A &

[0654]  JEILAFREIELE 2558 0 R 2 RyEST 100-150 v 1 I3, £32 4 /) B AP i S 526 6Ty
9o T ITAE AR RN B B /N B AR AL RTI PRAS 23, B H s b e . i385 I
(rear paw) MIEFNEREL, 1 E B H B /NS B Sk DY HUREIA5 45, oA /N U I
RIS 53 <0, B8 K0T 51, BEEESL / SRR / sli— Nk (digit) BiBE 2, BRAM AR 85
ANECZ AR 53, IV Fra J7 A e 5 N EEE I . s/ BRI oTN x &
SUNR OB Z A B2 AN INIE T .

[0655]  Ab3H

[0656]  FEAEMEZE 255 5 K (VAT ALIE T ) ST Ak Pt CoaR siF M A FHTiA (PBS
W 1-10mg/kg) » FE—LESZIG A, X HRZH £ 52 PBS, 1My AN A2 [RI AP AU BT Ak

[0657]  ZiitorHr

[o658] ¥ ] = 15 75 /K £ % (Mann—Kendall test) sl ¥ H v & 7 gl — Ik H i & 46
(Kruskal-Wallis test) FHHHXSRBH 2 EEH A E (Dunn’ s Multiple Comparison Test)
SERRER G 73 M (post hoc analysis) , fiff 72 A7 BEFTK/BxN AR Y Hh A FL 21 2 [R) 22 S5 ) 42
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2.

[0659] 45

[0660]  FF5T T 7E K/BxN BRI Ay AJ5AL TF3 HUARTHF i O RAE R BE ), 45 RHHARLE T .
# 8 H AR XA B tp R B ANES T 155 R . IR K/BxN MiEEH SRR R )G
TEMEIS ST V0T WER 5 K, 4 T APk,

[o661] 3R 8 A HUIARIL T 15 &=

[0662]
1 N (5 i =l A NS R EA 2 467

G 10mg/kg| 6 34
M 10mg/kg| 6 34
N 10mg/kg| 6 34
J Img/kg | 4 35
J 3mg/kg 5 35
J 10mg/kg| 5 35
C 3mg/kg 5 35
C 10mg/kg| 4 35

[0663]

[0664]  [&] 34 A1 35 HH R 45 R B LA F SRR TR GBS 5 KRG T
10mg/kg B, NIRAPUIAF RO T RAEMIIRIRIZES . ik T F1 G B DFIE L 10mg/kg )
AN ABLE G 3 T O T AT LABH b 58 RE (AT ik — 2D ik 2, e BR 4 AP W R B
(457 PBS [/, SN TGA— £S5 ASAH I I A BT R 1 [RI Rl 6 R BT ) o
[0665]  B. AJEALHT ~CoaR P AR RIEIE 261 28 [ /D BUASRY i 565 98 RE [ iR S ALEIR:
PLARTR BT T8 IR A2 A A R RN Th R 2 A 9K 2R o
[06661  TEiAYT 4 T NIEAPL —CoaR PLAAZ |, fE/N P R T R o 5L T HLAAHH
B MY BRI E BT CoaR (47 ZE KPR /N R AR 1 RAEThRLZ A &R
[0667]  J5¥Z
[o668] B4y
[0669] 7 C57BL/6 155 I (Lee 25 A\, 2006) ~ 8-16 JEIKY (S~ 12) [t FE i A
N ChaR (AL FE R/ R, SRR T B IR, 1 B PHFEZRJE ) Garvan Tnstitute, BY Perth
] Animal Resource Centre,
[0670]  #il#% K/BxN IfliF
(06711  AHFFTH I /N BUARESS T [l —HUr % bR &4 1 K/BxN 135 .
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[0672]  hAb—Q ff) FITC Fric

[0673]  FAiEIRZ¢IEE (FITC) 41 F A 4si &3 hAb—Q Jifk. 52, %~ 1. 5bmg hAb—Q
TN “ e S22 57 ((160mM Na,CO,, 340mMNatCO,, pH 9. 5)) 1, FE5E LR N RIS /F DMSO
) 1200 g FITC( 20 7885 ) W, B mg Piik. T A (23°C) T AERBKE AT % RN
1 /NI A PD-10 AR 22 R 45 410 FITC, H “f A7 2 m3)” (10mM Tris, 150mM NaCl,
pH8. 2) TV H FIPE AR 255 16 FITC. A MG B Ok g as (YN-30) BERL I dEas ke 45 &
[¥) hAb—Q-FITC, MIMIAZE] 1. 036mg/ml [ LKL, FF T 4°C FAE RIS A7

[0674]  SEEGOCTT 2 (15 TR

[0675] 4 LRk, I AESE 0 KA 2 RAEHSESS 150 u 1 K/BxN, £E52 #F /N Hh ik 5 s
KWKo EH 5K, Wb IRRS > Fe LI 0 FAZTR ST IAE4L (mm) , T80 H /N B “RA
357, HA RAF > 0.5 /MR A NIRRT B . ~ 90 % [ HENE /)N BRI 50 %
[RIEPE /S BB B ST R

[0676]  WFT I —REIRFIAL R~

[0677]  iZWF5T et T I & AE BT —ChaR FFARAL T2 B A1 5 AN R I B 980, (RN %2
A4 b5 67 2N K/BxN P08 B2 A VS TR B o T A ~ 3 JE N i ki A R R R . R
iE MG FREARAE A K/BxN /N UL S (1 — KRB R P2 B 21 . 7E 10-14 R IE, RI%E
RN, FREZ 128 il .

[0678] 7% [ BITXLEAE L, SRIUCT [ i R) R AT 20 47

[0679]  Z&UE AEHE 0 K (B —MIFES 28 )« d2 (58 ZIMyEE S 2 /1 ) b (FFaf b B2
W), 4RJ5 d6.d7.d8.d9.d10.d11.d12.d14 F1 d16 & TR SFRIEIRTR 75« ERAZE D 10
SUNER A 5 A

[0680]  MIEPUIRWEE A5 5 K (LI Z S5 30 708 F 12 /N ) < d6 (AbFEZ Ji5 24 /N1 ) |
d7 (48 /NS ) L d8 (72 /NI ) L d9 (96 /NI ), 10 d10 (120 /8B ) L d11 (144 /M) o d12 (168 /)
I ) <d14 (192 /NN ) i d16 (264 /N ) SHECIAERE & o A IO ZFRIFESS 5.5 K (4bHE
ZJ5 12 /N ) (6811012 FT 16 FAME P M7 il 25 M35, TR 5 R (AP J5 30 7380 )
AU 7,911 F1 14 K F R DKL 46 M3 o 2—4 20 /) BZE A I 1) kg A5 A B BRHE 1ML, (B
SRR/ B A B 3 k. B2 100 1 1 MECSRESR] L. sml & F (EHUEEEH) T,
FHAE 3TCTIIFE 30 238k, M {EukEt, #357E 13, 000rpm T &L 10 738 Kz Mig 4k
FFE (fresh tube) ¥ (BpA/DEFES 2 4 ) FFMEAFAE -80°C, 2 J5 48 FH ELTSA Wl 2 Hi
R .

[0681]  AZARTELFN AE5S 5. 5 (AFEZ J5 12 /i, )6.8.10,12 Fll 16 RAMSEPN R = (41 n
= 4), FEIE O F AR EUM . FH FITC bR1C 1 hAb—Q 25 (140 f Y €4, M T I 52 7 25 Cha
Z AR g, UM FITCHRIC MBI TeG 45 40 M (5, MM E 5 PBS X B LA K1 455 hAb—Q
(¥)&. F CD11b 1 Ly6G [R5 4t Mo e €, AT IX 43 rh Mok 4 o Fn A% 40 i L R T Ak —
[0682] Ab¥

[o683] A4 Hkit HI T-1E A ZBH ST/ BRRE NS> A4 5 21, ATTAE SR 5 RS2 5 AL F A K —
Ao

[0684]  1.PBS 4474

68



CN 101970494 A WO B 64/72 T

[0685] 2. hulgG X HEPTIKNIEIEES 2 @8mg/ ke

[0686] 3. hAb—Q JEfE25 2y @lmg/kg

[0687] 4. hAb—Q 2524 @3mg/kg

[0688] 5. hAb—Q JIEfE4: 24 @10mg/kg

[0689] K HLAARSAALE PBS Hb, DU VE G I S AR A B H/N R~ 100 1 1o B30/ LRI 5
N GARHE N B S2 Ab P R AT ) B BV BAR BCSE RN 3 M 2 S A R A A, B T %
& 52 A 5T 2 PBS (314 .

[0690]  KAPUARKLIEGLL 1 (PBS XFHE ) FH T 752 AR WRT iS40 R PK AT I0dk 2k 41 2
JE ARG TG FrARALFE B X R AL, 2] 3-5 52 H1 —ChaR kb

[0691] Sl 4rHT

[0692] 4% |- [ IA A0 5 Bk N7 6t FEZEL RN AR PR 40 2 TR) 22 SR (R B vl 3 ko

[0693] Ul & 454 1) hAb—Q

[0694] Ay H AN W R FE ¥ A7 A H hAb—Q(200 1 g/ml, [ & % 1) 5{ dPBS WM. 4 k
H AN R 25 0 1 BT 240 M0 0 205 hAb—Q F dPBS fLH, F7E 3TC FIFE 1.5
/NI FH dPBS V5 SR 4 M 3 IR, AT R 2 R 45 A 1) hAb—Q, HFEER TR K EBESH
BT ~h1gG-FITC(1/50) « BT ~Ly—6G-PE FlHi -CD11b-PerCP/Cy5. 5 P& (1/400) [¥] dPBS 1,
FL 45 438h. TN N BD FACS RAEWS (BD, 349202) LM, 7E 2, 000rpm T B
FERIAR 3 2381, B 2 LB PR O 4 O B fE BD FACS S, I LB b i 204l e R
(BD FACSanto) Z3#7.

[0695] i ‘Ui Cha SZfk

[0696] AL A hAb—Q(200 1 g/ml, [ HZ 1, X T 5 /D37 25 C5aR) 5k dPBS (X T %
(R3S ChaR AT A AAE ) IR 2k B A /N 25 w1 FZR 4k M yds in B AH R £L
e CHI, ¥ AR 1 dPBS 73569 ()78 B, Wy I3 & hAb—Q T dPBS L (X T bR %
(R 25 C5aR) o ¥ BT A7 HAt Ry L3S i iAs I 215 A1 A0 19 dPBS 4L, JRLE 37°C R
B L5 /M. A dPBS iEVRAIE 3 ¢k, ATBR 21 £ 19 hAb-Q, I+ F 37°C M E 4l RS
A 251 g/mlhAb-Q-FITC.$i ~Ly—-6G-PE F1Hi —CD1 1b-PerCP/Cy5. 5 Fifk (1,/400) f¥j dPBS H,
AL 45 4rBP. TN BD FACS BV (BD, 349202) BrALLANML. 7E 2, 000rpm T B
FERBAR 3 2381, B 25 BB A O 4 B B E BD FACS 24ty b, I LB R R4l i R
(BD FACSanto) Z3#7.

[06971 L4t MO A S T Pt R 48 . Cha 2 A4 M

[0698]  BD FACSCalibur yii=\A M/ A Al T8 FL-1.FL-2 F1 FL-3 #f L (A ME S50 3k A5
(I B HE R PR AN B RN A o P PR T B 7 %5 52 4 Ly —6G—PE {5 CD11b—PerCP/C5. 5 i — /&1
BG4 B %5 58 4 Ly—6G-PE M1 .CD1 1b—PerCP/C5. 5 i o 3B L Il AN FE S FITC (F1-1)
(PR32 T (MFT) , I 5E 454 ) hAb—Q (a—T1gG-FITC) FIiHE & i C5aR (hAb—Q-FITC) .
[0699]  HR#E T 1 /7 4, ML i 7F dPBS i & (MBI MFT, (5 5 200 1 g/ml hAb-Q
— I E A FRE & MET 195 2 B, B4 S A 10 hAb—-Q I E 240 (FEHIRRE 2 5, %7 5t
2 MZE PBS AL I IR/ BURE ST HERLIR, 1%/ B 5 PBS —IRIFE L 285 5 FITC- $1 —h1gG §i%
BN -

[0700]  [[MFI ( B£ /i +dPBS)-MFT ( 1 5%, B, PBS X f& /N i +dPBS) 1/ [Max_MFT ( B£ /i + ¥4
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hAb—-Q) -MFI ( 7§ 5 )11 X 100

[0701] @ ILIEAE dPBS i & I ERANE 5L B MPT, 5 22 IR0 128 52 AR i, BRI 48 700
dPBS /)8 U 0 B B4R B ) ChaR S2ARI T 7380, 20 B I ChaR, BIFERAiEH 5
i E (1) hAb—Q — I & RS, R HAEXAS V&, T T LR E 1.

[0702] I EPUARIMIFA

[0703]  FHAIESEAIASIN /s BRI IS A hAb—Q ) ELTSA J7¥2:, #% 18 GLP, 43 M hAb—Q Y L5 IR & .
IR EALPR (lowest limit of quantification) (LLOQ) & 4ng/ml . Xf TSN KBTS, &=
AN ARG, F RN EDTA I 32 A i) hAb—Qo 4% 560 B FHAE 3% Hh A, LLOQ /& 10ng/
ml.

[0704] &3

[0705]  #f5e—4L 200hC5aR KO/KT /NE K, HIZR B K/BxN /M RIFIMIE 5> 2 K (5 0 KA
92 R) HHAT, UMEFE S R R, LR R A BRI S /S U I A G Ak
HKo £E 5 RETIHE, 29 70 % /L (~ 85 HEPERI~ 60 MM ) [1)—2 A E PRk AR 4T,
W “RATF537 > 0.5 [/ BRBEAL 20 5 5 A FRAL, B4 11-12 HUMR. AR T 5 Mk
B P ) —~—PBS "1 [#) hAb—Q, FJ &4 1.3 Fl 10mg/kg, PBS F X AHTMAR (TR XPUR A
1gG) , 1l &4 8mg/kg A K PBS. 2 Tk 11 K, e IR /N B, 25 52 I R4S 23 F Rl 2 1C
FoT CBRm/NERE ) o MR T R F K e E o O 28 7258 5. 5.6.7.8.9.10.12, 14
116 TR, T8 2 A4 5 A 2 NPT AR ML TE W

[0706]  AVEALHT —ChaR Hifh LAFH)E AR T7 20 5 58 1 57 R I K/BxN A58 88 o (1] 28
[0707] & 36 o Y AN O K2 J B A B P 38 i IR A 20 FHTURT IR A o 2803 Ko
hAb—Q 7E A& N S i% T RAE RS AR . 10mg/kg 775 B & b 3mg/kg A1 1mg/kg A
B WIS N R R 5 2 DXTEZAALE, 10mg/kg hAb—Q WFEH-#5 ] T RAEFNZE 25—
Ja2Z )5 GRS 53 3mg/ kg hAb—Q BHAE T S SE T 1E— Dk R4y 5 K, (2 A Rk Az O
AFAERIRAE, 1 Img/kg hAb—Q JoRl. FE&JG I 3-5 K, 10mg/kg F1 3mg/kg ZH 1f) 4 FETT 70 &
ST 7R 5 K, HG T HRUGHER hAb-Q. W N R, EFRESCF R (%
A L) 5 &S AR AR S BRI ARG, IR R, RIER K.

[0708]  JHIE NIEALDT —ChaR HUAR Coa 5244 dy Ar Z& 1) 7K - FHRE BT 2 71 & AR 1)

[0700]  HHPHFRASIE 77 I B2 AR 54723 . H hAb—Q-FITC 25 40 o ge &, Tl 2 Ui
B 2 AR E, sHP hIgG-FITC 45 A 40 Mgy o, AT & 14 N 255 1 hAb-Q( “ A2 52
&) &, FIA CD11b A1 Ly6G e [A] 25 F i B gy €, T IX 23 rh PMERE 40 Rl B A% 40 . 455 31
rh ORI i b ChaR FIHLIA SRR B (R AR AN YIFER SR Ui 4
A HIPUARR, BRIE T 245 8 /R SRR 5o 08 T B 2 AR WA AT AL E . 4
R TR 37 i1 38 1,

[0710] K& 37 7 H 45 7 B HUAART & A0 b PRk 40 e &5 & 1P —ChaR Btk IS &R 1E
T 10mg/ kg I, &5 & BTARTRAL TR, B2 25T~ 120 /pif 2 )5 (10°K) 48
Jatid 264 /N (16 K ) T REEI~ 20% B S f7 3. 1F 3mg/keg I, G5G IPUIARES: 24 /M
A FHIAKT, RG240t 72 /N R BEE) 50% , 2608 120 /NS R FEF] 15% . 1mg/kg FE AL
CAP= AR IR 255, 45 24 24 /NI 5 3248 5 1 360k 75 % o 31 72 /NN, SEEfr B
S5 B PRI ML hAb—Qo 7 FRAZ AL AW 2] TARBIR &5 R (RaRH ) o

70



CN 101970494 A WO B 66/72 T

[0711] & 38 FRBH “UF S 1) ” 2K 5 “ AL 5248 (18 37 RIS &9tk ) B4
BRI LR FR . 7EH 10mg/kg hAb—Q AbFR /N B A, AR i i b il 29 2 kAl 2>, B
Rendi— R, 1E 3mg/kg AT, B2 kD, B2 72 /M2 5, 7E Img/keg 477, 7E45 24 24
NI Z GBS AR R 2 o AT B A MO R T AR ZE R (CRoR ) o

[0712] MMy AYEALHT —CoaR PR FE (17K 1 FUE 5 A2 771) 2 At 1)

[07138] 25252 )5, BERE 30 38R 3 11 KA [ 1A) [5 , I 52 A i i - N IR4e Bt —CoaR Hiik
. S5 HIRHAERE 39 Wb A 252 )5, MiEH hAb-Q IR EIREIE K, 4252 5, WK
B KR PEAE 30 73BT 12 /B 2 A B, HiZ e KIREE TR KB . 25T 1mg/kg Z )5 »
M35 PRI BELE 30 2082 JEIRFIEAE 1. 91 g/ml, FF4E 12 /NBFR4REEE 1. 50 g/ml, 4R
JETESE TR (BT 48 /M2 J5) FHFN<0. 1 v g/ml. 7F 3mg/kg 41, MIEHLAAWEAY W R
JELE T 12 /M2 JE ) 13,3 1w g/ml. 7E 10mg/kg 40, MIGHUAIK EEAEL T 12 /M2 f5 3
IRUE(H 69. 51 g/ml, B TR 7 REHT FFER] 5. 50 g/ml, AR5 F 14 KETFFER] 0. 10 g/
ml.

[0714]  RAEMIIRILEALE 5 w2 A8 7 A7 2800 5 IR S B AR B AH O

[0715]  E (&l 36a (I R1S 43 ) 37 (hAb—Q (4711 hC5aR% ) F1 39 ( MyEH hAb—Q ¥ )
(& e DA S e R 4041 FT 42, TTE B BTSSRI L 52 0 o A7 3RS B AR IR FE 2 [A] )
[0716] 4 ik 78 /> B A v 5 K/BxN I3 15 52 58 D& 1 48 i 504 R0 TU M ik R A% 21 35 14
b, # BTEREGREAE T R IRED AL ER I (KR NIRRT ) . JIRIT A T AL
Pt —ChaR Hrik hAb—Q I, RIAE RAE AR/ R TP i Ja 156 5 %, FAP RS 0 F 2 K& 1%
/INBRK/BxN MLV, 52 Fe i) (10mg/ke) 1Y /)> B ZH P 28 0E R B2 R 2L AR . 1] 40 SR IIAE
ARG (>40% ) IR, 4655 5 f1 12 K218, 40 BAEKFE (KRS ) TR,
% hAb—Q [P 7K (> 5w g/ml) ZTEMIEH AT H . 2RI K% T 3mg/kghAb—Q [
/NRAERE TR = RNFHSCA BTk /b, 81 2500 4 REFF I 20 ETHEH. K 41 RPES T
3mg/kg hAb—Q [/, MIEPUARWE > 51 g/ml W [FIIN SZ24K A7 3= 50% . 8 KZJa, Il
TH DA E R 52 A4 o A7 Z8 #F 0 T B, X M T RAE T 46 FRR S E TSR . 425
/INREE T B AT R Img/kg hAb—Q I, SER E SRR 2 1 RGBT, W RAR 7 B
KR (B 42) o RN, R 52 5 MG P HiA K 1.8 1 g/ml RIS~ %, FFAE 12
/NI RIIE 1.5 0 g/ml o AXTEIRGE TP 1 KAT, CoaR (H47 H 4188 > 50% .

[0717]  SCHF I 52 A o5 A7 224K T E P iy 1 Ab R EE, R AE 40 23 7] v o S () A aE
Sk ORS8N DA ) 28715 v 3 40 M2, I PR AS 20 R T 52 4 o 457 FR 1 K F (AR “ Ui
B 528 B IURIR LA . fERA TR A RO, Coa ARe4iA ChaR MM 5|
T AT 40 i AT 21 28 hE AL IR IE B A 2R P MATE AL o

[0718]  C. {F K/BxN /) A A b hAb—Q f] PK/PD % &

[0719]  FEXXANSEHtM o, JAEEME 7RI SL 253 1% / 25745 (PK/PD) #5215
BURGIR T 1 -CoaR mAb 254950 J) 2 AESZ A4 by A7 38, R 2 MR OC1 211) K/BxN /)y BRABE 2 A 2
RZ A EAKRTR . BB AT A BT (RIRTE B s 118 ) i
BRI GT o IR IR B T R AR 1K 70, AR FE s N ok 28, FFmT FH T35 Bk N
()24 Ja s .
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[0720]  J5¥%
[0721]  Z4PERFST
[0722]  EyfisEiifs] 11B th2h tH T 5B R E IR TER . 5 2, AR5 B K28
T, 1 EH AP —CoaR PR hAb—Q FI¥A T Ab FE S 15 A R i K/BxN A o 58 4 5¢
TR BVIEZFGRE sFILK, A T4 EFIPLR PR 24 5 A7 2K (LU hChaR Al
SEA ) hAb—Q I 5 ) A MR 40 VS AR S FE A S PUARIR B OCHE . AERREL A /D 10 /b
Bl 2. 4L 4 RN, BT 4T PBS [T BRALALFE 2 FUNR, 52/ T 2 AR AR
Fio 224 (1.3.10mg/ke, JEISZG 245, FIXTHEEIH ) .
[0723]  EFEAFSY
[0724]  J@ ik AL BRI B R AIERIK N (ALFRI ) 457 hAb—Q HEAT R BRARF 5T, Hoh i) & 2
b H ST 10, FRELE) ) 28R 318 T PUAS hab—Q 452540 (5.50.500mg/kg, i. v. , 1 100mg/
kg B2 T (s.c.)) FEFAA ) 18-21 HEMEFT 18-21 MEM:.
[0725]  Z5¥)5)) J12F
[0726] 4% b IHIHEAR T, 43 B hAb—Q [FIMIE AL .
[0727] Ak G473
[0728]  $&hn bR, P2 124 T (1) hAb—Q mAb, TP 40 o Fr B k% 40 i b hChaR (145
Ho AT, S EHEITR,
[0729]
MF1,, . — MFly,.
5/1-’1§—‘=é’é'{5\%=100% MF]

BA&ESE MF]WA%%

[0730]  F1BR T Tl (pre) {H, AL U AP (E T 5 5t MFL,

[0731]  AEAYEEST

[0732] Wi H — K 4&AFT (first order conditional estimation) (FOCE) F¢J NONMEM
VICAEZ MR & 20 R B A, non—linear mixed effects modelling software) F
T B, S-PLUS ® 8. 0 (Insigthful) A T il B A& Pm b BE. o ()42 280 2 [R) 14 V7 0 0 A
AL H A R BRI A 1S B R PE A v o SRRl . 6 T AR BB A A AR E A
x2 (chi-squared) 34T (A THAERIAL, nested model) , T4 5K ASE B FrpvHE D) 4 R & JF:
P AT

[0733] &5t

[0734]  JHT 5473 PK/PD K5

[0735] 4550k B E LD/ R AP 25 BB ST K 245 BB 0 A7 Rk B 25 A 5T1F) PK/PD 04, A
M VFE 25930 15 T AL 3R 2 TR S R FHEEN AR — X = PK BIAY 588 H 7R X
YEXROHE, W] 43 TR TR . X TRENA 25, PK FT S A R AR AR AR HAE I 44 0, T S 5UE
ER 9 her . R BT, 51 500mg/ ke 41 HG BRI & AKCF 124 178 B 2
(clearance) fayo X5 AW 57— 2, =) SO B4 =7 175 B 26, 31X S HH FeRN 52 AR [1) 1
1% %) (Hansen il Balthasar, 2002) .

[0736] 3k 9O AEERHBFFCMIZGBERN ST P, B ZL AT TP hAb-Q R 250030 )1 54
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43 poE:d £ %]

Vi1 mL/kg |74.3 74.3
CL mL/h/kg [0.182 1.37-2.52*
ka.sc 1/h - 0.0935
ka.ip 1/h 4.26 -

(0737] F.sc 1 - 0.438
F.ip 1 0.411 -
Kd ng/mL |175 175
koff 1/h 0.1 0.1
lgBmax.Tar ng’kg 196 196
Sk h 14.2 14.2

[0738] "SR AEMERFFIH I KO/KI hChaR /M, £F 500mg/ kg 21 R ILEL BTG BR R . V1
=R, CL =TE R, ka. sc/ka. ip 2 T s. c. BLi. p. FEFAIIWRIBCR HE 4L F. sc/F. ip
e T s.c. Bli.p. HEAIRAEMRHE, Kd =R S HER) . kof f =fif B H R
40 Bmax. Targ =H 1 hAb—Q 5 KELLE A R8Ty [Fl4% (turnover) =SP4 FNIR 245 61
BUAFT BRI (koff [f 524 0. 11/h)
[0739] X J%ES= A REMA K PK/PD K&
[0740] %57 T PK/PD BEAY, MR 7S T H BE DR /N BRL 2 BRAHF 5T (K/BxN BE8 ) ity 2 1
WV )5, 2730 7 2 FTORST 2R TR 26 3R o K/ BN ALY (1) [ SRR A (R S50 G 1T 275
A P TR BTG K, R4 12 R 2S5, IR Bl 5 8 1] 28 0E W 2K (wane of £) [ IEHTC
RSFBHIKE (return) o B 45 FoR K PK/PD BERUREAR T hAb—Q M i iM% S /I JORE R
OB o B KA TT 20 H Bk A A5 7 1) PK/PD AR FRA5 ) 5 7 3K F o n7E K 46 T L,
DA AR R 0 TOR ST 22 ) P 3 — 350 ]l ol 3 AN i AR 3RS, %08 A2 A Mkl
M Cha— B2 ARFINT J&IEF M 2 [R] () 3B B3 9K R o
[0741]  {# KO/KI hChaR /N, (n = 10/ BRI/ 20 ) 7E50 0 REERZLK X RINE S, I
FES 5 RH 1.3.10 58 Omg/kg BT —ChaR (hAb—Q) X HiE . 764 12 K2 )G, IR SF G
/NS R SR RRE %o [FIREML, 76 AL R BT 100% R0 T, 155 5 20E I FE gl 3 il
HXF T 10mg/kg 2, W] WLEBTORSE (9o AEZAAY Hp, 3 e b R 2 AHOC 1, #4534 o 3
o] IE TR B SE
[0742] W T hAb—Q SZMA [ 3= B4 (BT RUAE S — IR KRS, SEUEH R 4 iy B2
W 5e4 AT, £F Img/ke I, AU T4 25 5 1-2 Kb Ar e, HIbE TR SHTIEHE R K,
DL 46, FHABIHE, 3mg/kg £ FF 72 /NI Y& A, PR VRS AR R RIG K2 G . 1E
10mg/kg B, FRAFL 10 KA by 7.2, BN 52 5E 19 L0AH 1R B 170 8] B5 o
[0743] A FH 7~ HA AR ARL T S R ABE 280, BT DO 21) 224 oy 7 2k b 50 % B, JTORST B 38 A
ek, H24 by 67 2 B3 50% LLR I, 46040, 75 3mg/kg A 7E 8 K2 i, TR i R ab 4 0k
ORAF R . R AR (845 50 % (9461 5 50 % 1 A 22 G BE R, BRIFRLA 4 BALIE
S2 1) ALFRFIRE JAE S 2 BB E A, T 2) AE 50 % I A o5 A7 3R PN 48 90E (1) 5% 1
/o
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[0744] &t

[0745] XA SR BHLE mAb MRS L Ay (67 3, FIXS SIE 5200, Jo R4 — 350tk 2 1) e IR &2 F 0
PO TR R B 28 % Fr o AR T 28508 T e R AIE < 1) /N BUTEOR I — 0
PRI FER B SA R . 2) FEA T 00 B AR S AT bR 4L 55, Ho iz B/ R AL E W]
SEH T KT R T B R EKCE, #13) SN SZ AR SRS 4, XA R 5 —
WM AAHIC, Z M S A ] S BURT B g Y AR

[0746] 3K/ MAEEARY ARG A BB R 1) — 5 10— 30 23 o RO 2R DL I A % AT I PR 2L
P A FEA, MTTAE N BTG Hh 2k 822 42 Ja B3 &

[0747]  SCjffsl] 12— A% BT (1) PK/PD A7

[0748] {2545 125 H1 CoaR v 7 R E03 , A hAb—Q B IEAEHAT MR R IR 2 T
YIF S AN ST S 11 PR IR AP AR ) PR/PD A, 3 /MR () s sm] T AR 38 ) K
SEIREIR PK/PD 4 0 TG o 3K B A6 A RE OC TR S 58 A R /KPR 97 7
FIEFE (regimen selection) [H-BH R SRIE IR ) i

[0749]  J5¥:

[0750] Il PRELH

[0751]  NN8209-1940 2 R LA [ 8UE 119 25 % HE R B AN S bk & 24 R0 23 I 7E 8 F1 7 571l i
AP BITAT B R 28 257 B B A . X A B AL 2 AT B BT —ChaR (hAb—Q) [ AH ik
R TR 2GR . MR LL3 L1 LIRS A, A 3 AN SOk Bl 4 IR BIAE R
BACEM 22 NS R, B a2 Ax M enE ., DRI EKCr, 447
Pt —ChaR (hAb—Q) , 5| E A TR & K P SEBr G K T 3 8 3. 3 £ ALHEAE PK/PD BB A1) 24
HT R 7K T 56 387 2 5k 48 25 50 8 7K SF £0.003,0. 01,0. 03,0. 1,0. 2.0. 6mg/kg ; 7 F 4524
F1)&7KF 0. 01,0. 03.0. 1.0. 3mg/kg.

[0752] V&AL HE AR BRAR L R 4 A0 50 e b B, B A8 oF RN & /K <2 R Tmg/ kg i
[k 250 1 F1 3mg/kg R824,

[0753]  HXUAEI[A)

[0754]  7E 0 /N (5252 Ri % 60 435 ) FIAE 5 380 (FENFRIKG 252 )5 ), 15 %
(FEANERIKEE 252 5 ) 5 71 30 4380, MAEZEE 75 1.2.4.6.8.12.24 F1 48 /NI 3.7, 14,
21.28.42.56F1 70 K, tHRIH Tl EHT —C5aR (hAb—Q) 1¥) PK BUFE. B IA) S S2 HE4E 0 380 T
BVE ST BT ARSI . AT T BEATL 7 IR BIFRAKZE 25 B0 4, Sy TR) 2 15 23 8h, PRt 15 23 B
N [R) 52 TR AR 2% Ao

[0755]  Xof - M 40 B R SR A% 40 i B[ ChaR v A7 R I EURE, 76 0 /NI (425 RT 5 % 60
IrEN) RLELYYZE TG 4,24 AU A8 /YA 3.7.14.21.42 F1 70 RFAT -

[0756] A7 IFHE

[0757]  Ad ] = A ASIE 792, I 2 S8 L 45 T 1) hAb—Q 5 APk 40 M f 2R 4% 41 B I hChaR
Gty o 1B FACS 32 ), X Sel & rp A7 AR IE B AL 9 6B (MEF) o« =iy

g 1) BRI ATH FITC brid Pt — A TeG4 55 —Hifk, Wi vFE CLA N 454 hAbQ [
AL SR (MEF wp) 52) [RIBETTV, U0 B FH A4 Y hAb-Q 25 24, B8 (Al A3 P s I hAb—Q-FITC

P A hCha 24K (MEF g ) 50 3) & S 52 A% H , AL 5 1 &1 hAb—Q 7 B M
AT A, RIS NP —PifE MEF gppe) o HALZRBESS 40 F PTAS
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[0758]
MEF,, . MEFuq,..
%2k A5=100% e Gt
MEFgyys — MEFypys
[0759]
MEF.,, . — MEF.
Yoid B =100% i ﬁ%
fiibi - - ME WEYER
[0760]

7ZEE%
o R = 0 -
B AL F=100% gy o 2oy

[0761]  fEAIFE AT

[0762] W —F&MHPifL (first order conditional estimation) (FOCE) [ NONMEM VI
AT #8E, S-PLUS ® 8. 0 (Insigthful) FHTHlEFIZE AT . rh [RIB . [8) i PE0 F0 50 51
L E b BR B A bR AE ) B SR DPAN 732 B itle % T B AR BRI, 248 AR AR 2 b x2 0 A
(R FH R ), FH T4 oRoA 28 v D) 47 B2 e 40 At A o

[0763]  MELHRAGTEFUHARAY . AR, M ETEERE AL O A S5 v XA O
T ¥ B SR e O LY TG 24N 4.

[o764] 45R

[0765]1  FI T A PK AT 7 A7 2 13 24 {7 5B B B 108 70 B 47 b SRk U, R AR 2R T
5 2 H AT A (kA8 S5 O B 2 Bh e s AR R SRR — . 457
Pt —ChaR (hAb—Q) Z Ji7 PK/PD [Fax LA Y Pl % T # ik 4 29 7E 1] 48 rhh X T e F R 2
FERE 49 g . ERIX LTI VT RE RS TR BB 5 R .

[0766]  iZARAY 2 i P ARG 1tk 1), IXAYAT L S 1t 25900 8)) 0 2 T S5 IR s o 26 T4 AT, X
B/ BA B T8 R0 /K T B 9 B 2 3 3, WS 7R B 24 2% 18— SR s P, UL 7
MEFN K o X T BT 2524, A R4S 25980 ) 2480 e s AR AL IR, X B s =%
A A BT AR R B AL

[0767]  &fiit

[0768] S [ISR UL, A BN B (4 F0 TGN i PK A (54 262 [ A7 AE AP — B0k« A PR ET
B P P 2 S A AR e S P I 3] o 3 S O, R v R B 420, 3K T RE A
AN AE AR R B I AR R v 1) o o 6 B

[0769]  H AR 52NV Y BEAE, W AEAS T B MRG0 1 A e BHRS AR A O R, W B
ST R, R AR R BHAE VT 2 AR AN/ BB . BRI, AR SS9 1 25 7 T AR Y. 2
i Ay A P T HE BRI

[0770]  ANHIIE LR T 2008 4F 2 H4EAZ US 61/066, 539 MILIEAL, 1% Hil se #Hh & FF7E
A3, LMES%

[07711 BT BT A S e B & HAE AR S .

[0772]  ASHEAEA UL B4 o ISR SO AR & SCE SR TR AR AT 18, H H BIAUY
N T REA R BRI 5o RN RS 7E AR HE BN BCR) B SR L SE A H B 2 7 D447
E TR 55T IR IR 26 P 25 KT 70 B4 0 AL R IRAT 2 AR SE Al ) — 0 73 IR AN R WA 9% 44 1)
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[0001]
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<120>  AJPEALPI-CoaRBLi%
<130> P35420FRAC2
<140> PCT/AU2009/000184
<141> 2009-02-19
<150> US 61/066, 539
<151> 2008-02-20
<160> 59
<170> PatentIn version 3.5
210> 1
<211> 112
<212> PRT
213> PR
<400> 1
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15
Asn Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Ser
20 25 30
Asn Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45
Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Ser Leu Lys Ile
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gln Ser
85 90 95 )
Thr Leu Val Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105 110
Q2100 2
211> 121
<212> PRT
213> PR
<400> 2
Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Asn Ser
20 25 30
Trp Met Asn Trp Val Lys Gln Arg Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45
Gly Arg Ile Tyr Pro Gly Asp Gly Asp Thr Lys Tyr Asn Gly Lys Phe
50 55 60
[0002]
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[0003]

Lys Gly Lys
65

Met Gln Leu

Ala Arg Phe

Gln Gly Thr
115

<210> 3

211> 336
<212> DNA
Q213> /PR

<400> 3
gatgttgtga

atctcttgca
tacctgcaga
tctggggtcee
agcagagtgg
ctcacgttcg
210> 4

<211> 363
<212> DNA
213> PR

<400> 4
caggttcagc

tcctgecaagg
cctggaaagg
aatgggaagt
atgcaactca
cttattagta
tca

<210> 5
211> 112
<212> PRT
213> FHA
<400> 5

Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
70 75

80

Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys
90

85

95

Leu Leu Ile Ser Thr Val Thr Ala Val Asp Tyr Trp Gly
110

100

105

Thr Leu Thr Val Ser Ser

tgacccaatc
gatctagtca
agccaggcca
cagacaggtt
aggctgagga

gtgectgggac

tgcagcagtc
cttctggeta
gtcttgagtg
tcaagggcaa
gcagcctgac

cggtaacagc

120

tccactetec
gagccttgta,
gtctccaaag
cagtggcagt
tctgggagtt

caagctggaa

tggacctgag
cgcattcagt
gattggacegg
ggccacactg
atctgaggac

cgtigactac

ctgectgtea
cacagtaatg
ctcetgatet
ggatcaggga
tatttctget

ctgaaa

ctggtgaagce
aactcctgga
atttatcctg
actgcagaca
tctgeggtet

tgggeccaag

gtcttggaaa
gaaacaccta
acaaagtttc
cagatttctc

ctcaaagtac

ctggggectce
tgaactgggt
gagatggaga
aatcctccag
atttctgtge

gcaccactct

tcaagcctce
tttacattgg
caaccgattt
actcaagatc

acttgttccg

agtgaagatt
gaagcagagg
tactaagtac
cacagcctac
aagattccta

cacagtctcce

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly

1

5

10

15

Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val Tyr Ser
25 30

Asp Gly Asn Thr Tyr Leu Asn Trp Phe Gln Gln Arg P
35 40

20

79

45

ro Gly Gln Ser

60
120
180
240
300
336

60

120
180
240
300
360
363
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[0004]

Pro Arg Arg
50

Asp Arg Phe
65

Ser Arg Val
Thr His Trp

210> 6
211> 112
<212> PRT
213> ZHA
<400> 6

Asp Ile Val
1
Glu Pro Ala

Asn Gly Tyr
35

Pro Gln Leu
50

Asp Arg Phe
65

Ser Arg Val
Leu GIn Thr

210> 7
211> 112
<212> PRT
Q213> HA
<400> 7

Asp Ile Val
1
Glu Pro Ala

Asp Gly Phe
35

Pro Glx Leu
50

Leu

Ser

Glu

Ser
100

Met

Ser

20

Asn

Leu

Ser

Glu

Pro
100

Met

Ser

20

Asp

Leu

Ile

Gly

Ala

85

Trp

Thr

Ile

Tyr

Ile

Gly

Ala

85

Gln

Thr

Ile

Tyr

Ile

Tyr

Ser

70

Glu

Thr

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Gln

Ser

Leu

Tyr

Lys

55

Gly

Asp

Phe

Ser

Cys

Asp

Leu

55

Gly

Asp

Phe

Ser

Cys

Asn

Ala
55

Val

Ser

Val

Gly

Pro

Arg

Trp

40

Gly

Ser

Val

Gly

Pro

Arg

Trp

40

Leu

Ser

Gly

Gly

Gln
105

Leu

Ser
25

Tyr

Ser

Gly

Gly

Gln
105

Leu

Ser

25

Tyr

Ser

80

Asn

Thr

Val

90

Gly

Ser

10

Ser

Leu

Asn

Thr

Val

90

Gly

Ser

10

Ser

Leu

Asn

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

60

Phe

Tyr

Lys

Pro

Ser

Lys

Ala

60

Phe

Tyr

Lys

Pro

Ser

Lys

Ala
60

Ser

Thr

Cys

Val

Val

Leu

Pro

45

Ser

Thr

Cys

Val

Val

Leu

Pro
45

Gly

Leu

Met

Glu
110

Thr

Leu

30

Gln

Gly

Leu

Met

Glu
110

Thr

Leu

30

Gly

Gly

Val

Lys

Gln

95

Ile

Pro

15

His

Gln

Val

Lys

Gln

95

Ile

Pro

15

His

Gln

Val

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro
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[0005]

Asp Arg Phe
65

Ser Arg Val

Leu Gln Ala

<210> 8
Q1> 112
<212> PRT
Q13> A

<400> 8
Asp Val Val
1

Glu Pro Ala

Asx Gly Asx

35

Pro Glu
50

Leu

Asp Arg Phe

65

Thr Arg Val

Thr Glx Ser

210> 9
211> 113
<212> PRT
Q213> BHA
<400> 9

Asp Ile Val

1

Glu Pro Ala

Gly Asp Gly
35

Ser Pro Gln
50

Pro Asp Arg
65

Ile Ser Arg

Ser

Glu

Pro
100

Met

Ser

20

Thr

Leu

Ser

Gln

Pro
100

Met

Ser

20

Asn

Leu

Phe

Val

Gly
Ala

85

Ile

Thr

Ile

Tyr

Ile

Asp

Ala

85

Tyr

Thr

Ile

Thr

Leu

Ser

Gln

Ser Gly
70

Glu Asp

Thr Phe

Gln Ser

Gln Cys
Asx

Leu

Leu
55

Tyr

Ser Gly

70

Glu Asp

Thr Phe

Gln Thr

Ser Cys

Tyr Leu

Ile Tyr

55

Gly
70

Ser

Ala Glu

Ser Gly Thr

Val Val

90

Gly

Gly Gln

105

Gly

Phe
10

Pro Leu

Ser Ser

25

Arg

Trp Tyr Leu

40

Ser Ser Tyr

Ser Gly Thr

Val Val

90

Gly

Gln
105

Gly Gly

Ser

10

Pro Leu

Ser Ser

25

Arg

Asn
40

Trp Tyr

Thr Leu Ser

Gly Ser Gly

Asp Val Gly

81

Asp Phe

75

Tyr Tyr

Thr Arg

Leu Pro

Gln Ser

Gln

Lys

Asp
60

Arg

Asp Phe

75

Tyr Tyr

Thr Lys

Leu Pro

Gln Ser

Gln

Leu

Arg
60

Tyr

Thr
75

Val Tyr

Thr

Cys

Leu

Val

Leu

Pro

45

Ser

Thr

Cys

Leu

Val

Leu

Lys

45

Ala

Phe

Tyr

Leu

Met

Glu
110

Thr

Val

30

Gly

Gly

Leu

Met

Glx
110

Thr

Leu

30

Ala

Ser

Thr

Cys

Lys
Glx

95

Ile

Leu

15

Tyr

Gln

Val

Lys

Gln

95

Ile

Pro

15

Asp

Gly

Gly

Leu

Met

Ile
80
Ala

Lys

Gly

Arg

Ser

Pro

Ile

80

Ala

Lys

Gly

Ser

Gln

Val

Lys

80

Gln
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[0006]

85

90

95

Arg Leu Glu Ile Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105 110

Arg

210> 10
211> 100
212> PRT
Q213> FA
<400> 10
Asp Ile Val
1

Glu Pro Ala

Asn Gly Tyr
35

Pro Gln Leu
50

Asp Arg Phe
65

Ser Arg Val
Leu Gln Thr

210> 11
<211> 100
<212> PRT
Q213> A
<400> 11

Asp Ile Val

1

Gln Pro Ala

Asp Gly Lys
35

Pro Gln Leu
50

Asp Arg Phe
65

Ser Arg Val

Met Thr
5
Ser Ile
20
Asn Tyr
Leu Ile
Ser Gly
Glu Ala
85

Pro
100

Met Thr
5

Ser Ile

20

Thr Tyr

Leu Ile

Ser Gly

Glu Ala
85

Gln

Ser

Leu

Tyr

Ser

70

Glu

Gln

Ser

Leu

Tyr

Ser
70

Glu

Ser

Cys

Asp

Leu

55

Gly

Asp

Thr

Cys

Tyr

Glu

55

Gly

Pro

Arg

Trp

40

Gly

Ser

Val

Pro

Lys

Trp

40

Val

Ser

Val

82

Leu

Ser

25

Tyr

Ser

Gly

Gly

Leu

Ser

25

Tyr

Ser

Gly

Gly

Ser

10

Ser

Leu

Asn

Thr

Val
90

Ser

10

Ser

Leu

Ser

Thr

Val
90

Leu

Gln

Gln

Arg

Asp

75

Tyr

Leu

Gln

Gln

Arg

Asp
75

Pro

Ser

Lys

Ala

60

Phe

Tyr

Ser

Ser

Lys

Phe

60

Phe

Tyr

Val

Leu

Pro

45

Ser

Thr

Cys

Val

Leu

Pro

45

Ser

Thr

Cys

Thr

Leu

30

Gly

Gly

Leu

Met

Thr

Leu

30

Gly

Gly

Leu

Met

Pro

15

His

Gln

Val

Lys

Gln
95

Pro

15

His

Gln

Val

Lys

Gln
95

Gly

Ser

Ser

Pro

Ile

80

Ala

Gly

Ser

Ser

Pro

Ile

80

Gly



CN 101970494 A F 3 *x 6/29 T

Ile His Leu Pro
100

210> 12

<211> 100
<212> PRT
213> BA

<400> 12
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser Val Thr Pro Gly
1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu His Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Tyr Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Leu Leu Ile Tyr Glu Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Ser
85 90 95

Ile Gln Leu Pro
100

210> 13
211> 100
<212> PRT
Q13> BA

<400> 13
Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Ser Val Thr Pro Gly
1

Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu His Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Tyr Trp Tyr Leu Gln Lys Pro Gly Gln Pro
35 40 45

Pro Gln Leu Leu Ile Tyr Glu Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Ser
85 90 95

Ile Gln Leu Pro
100

[0007]
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Q210> 14
<211> 83
<212> PRT
213> ANTF%)
<220>
223> ANBREEARFIIMILEHFS
220>
<221> MISC_FEATURE
<222> (24).. (24) ]
<223> Xaa = XN FASFCDRMA REEE T E
220>
<221> MISC_FEATURE
222> (40)..(40) L o )
<223> Xaa = XN FAFECORMAFIR R THEE
<220>
<221> MISC_FEATURE
<222> (73)..(73)
<223> Xaa = N T AFCDRIMA FIE LB E
<400> 14
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Xaa Trp Tyr Leu Gln Lys Pro Gly Gln
20 25 30
Ser Pro Gln Leu Leu Ile Tyr Xaa Gly Val Pro Asp Arg Phe Ser Gly
35 40 45
Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala
50 55 60
Glu Asp Val Gly Val Tyr Tyr Cys Xaa Phe Gly Gln Gly Thr Lys Leu
65 70 75 80
Glu Ile Lys
<210> 15
211> 98
<212> PRT
213> FA
<400> 15
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Arg Ser
20 25 30
Ala Ile Ile Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Gly Ile Val Pro Met Phe Gly Pro Pro Asn Tyr Ala Gln Lys Phe
50 55 60

[0008]
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[0009]

65

70

75

Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Asn Thr Ala Tyr
80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Phe Tyr gge Cys
90

Ala Gly

<210> 16
<211> 98
<212> PRT
213> HA
<400> 16
Gln Val Gln
1

Ser Val Lys

Tyr Met His
35

Gly Ile Ile
50

Gln Gly Arg
65

Met Glu Leu

Ala Arg

210> 17
211> 98

-<212>- PRT

213> BA
400> 17

Gln Thr Gln
1

Ser Val Arg

Tyr Ile His
35

Gly Trp Ile
50

Gln Gly Arg
65

Met Asp Leu

Leu

Val

20

Trp

Asn

Val

Ser

Leu

Val

20

Trp

Asn

Val

Arg

85

Val

Ser

Val

Pro

Thr

Ser
85

Val

Ser

Ile

Pro

Thr

Ser

Gln

Cys

Arg

Ser

Met

70

Leu

Gln

Cys

Arg

Asn

Met

70

Leu

Ser

Lys

Gln

Gly

55

Thr

Arg

Ser

Lys

Gln

Ser

55

Thr

Arg

Gly

Ala

Ala

40

Gly

Arg

Ser

Gly

Ala

Ala

40

Gly

Arg

Ser

85

Ala

Ser

29

Pro

Ser

Asp

Glu

Ala

Ser

25

Pro

Gly

Asp

Asp

Glu

10

Gly

Gly

Thr

Thr

Asp
90

Glu

10

Gly

Gly

Thr

Ala

Asp

Val

Tyr

Gln

Ser

Ser

75

Thr

Val

Tyr

His

Asn

Ser

75

Ser

Lys Lys

Thr Phe

Gly Leu
45

Tyr Ala
60

Thr Ser

Ala Val

Arg Lys

Thr Phe

Gly Leu
45

Tyr Ala
60

Phe Ser

Ala Val

Pro

Asn

30

Glu

Gln

Thr

Tyr

Pro

Ile

30

Glu

Pro

Thr

Phe

Gly

15

Ser

Trp

Lys

Val

Tyr
95

Gly

15

Asp

Trp

Arg

Ala

Tyr

Ala

Tyr

Met

Phe

Tyr

80

Cys

Ala

Ser

Val

Phe

Tyr

80

Cys
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[0010]

Ala Lys

<210> 18
<211> 98
<212> PRT
213> A
<400> 18
Gln Val Gln
1

Ser Val Lys

Tyr Met His
35

Gly Arg Ile
50

Gln Gly Arg
65

Met Glu Leu

Ala Arg

<210> 19
<211> 98
<212> PRT
213> HEA
<400> 19
Gln Val Gln
1

Ser Val Lys

Gly Ile Ser
35

Gly Trp Ile
50

Gln Gly Arg
65

Met Glu Leu

Ala Arg

Leu

Val

20

Trp

Asn

Val

Ser

Leu

Val

20

Trp

Ser

Val

Arg

85

Val

Ser

Val

Pro

Thr

Arg
85

Val

Ser

Val

Ala

Thr

Ser

85

Gln

Cys

Arg

Asn

Ser

70

Leu

Gln

Cys

Arg

Tyr

Met

70

Leu

Ser

Lys

Gln

Ser

55

Thr

Arg

Ser

Lys

Gln

Asn

55

Thr

Arg

Gly

Ala

Ala

40

Gly

Arg

Ser

Gly

Ala

Ala

40

Gly

Thr

Ser

Ala

Ser

25

Pro

Gly

Asp

Asp

Ala

Ser

25

Pro

Asn

Asp

Asp

86

90

Glu

10

Gly

Gly

Thr

Thr

Asp
90

Glu

10

Gly

Gly

Thr

Thr

Asp
90

Val

Tyr

Gln

Asn

Ser

75

Thr

Val

Tyr

GlIn

Asn

Ser

75

Thr

Lys

Thr

Gly

Tyr

60

Ile

Val

Lys

Thr

Gly

Tyr

60

Thr

Ala

Lys

Phe

Leu

45

Ala

Ser

Val

Lys

Phe

Leu

45

Ala

Ser

Val

Pro

Thr

30

Glu

Gln

Thr

Tyr

Pro

Thr

30

Glu

Gln

Thr

Tyr

95

Gly

15

Gly

Trp

Lys

Ala

Tyr
95

Gly

15

Ser

Trp

Lys

Ala

Tyr
95

Ala

Tyr

Met

Phe

Tyr

80

Cys

Ala

Tyr

Met

Leu

Tyr
80
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<210> 20
211> 98
<212> PRT
Q213> /A
<400> 20

GIn Val GIn Leu
1

Ser Val Lys Val
20

Ser Met His Trp
35

Gly Gly Phe Asp
50

Gln Gly Arg Val
65

Met Glu Leu Ser
Ala Thr

210> 21
211> 98
<212> PRT
213> BA

400> 21
Gln Val GIn Leu
1

Ser Val Lys Val
: : 20

Ala Met His Trp
35

Gly Trp Ile Asn
50

Gln Gly Arg Val
65

Met Glu Leu Ser
Ala Arg

210> 22
<211> 98
<212> PRT

[0011]

Val

Ser

Val

Pro

Thr

Ser
85

Val

Ser

Val

Ala

Thr

Ser
85

Gln Ser

Cys Lys

Arg Gln

Glu Asp
55

Met Thr
70

Leu Arg

Gln Ser

Cys Lys

Arg Gln

Gly Asn
55

Ile Thr
70

Leu Arg

Gly Ala
Val Ser

25

Ala Pro

40

Gly Glu

Glu Asp

Ser Glu

Gly Ala
Ala Ser

25.

Ala Pro

40

Gly Asn

Arg Asp

Ser Glu

87

Glu
10

Gly
Gly
Thr

Thr

Asp
90

Glu
10

Gly
Gly
Thr

Thr

Asp
90

Val

Tyr

Lys

Ile

Ser

75

Thr

Val

Tyr

Gln

Lys

Ser

75

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Lys

Thr

Arg

Tyr

60

Ala

Ala

Lys

Leu

Leu

45

Ala

Asp

Val

Lys

Phe

Leu

45

Ser

Ser

Val

Pro

Thr

30

Glu

Gln

Thr

Tyr

Pro

Thr

30

Glu

Gln

Thr

Tyr

Gly

15

Glu

Trp

Lys

Ala

Tyr
95

Gly

15

Ser

Trp

Lys

Ala

Tyr
95

Ala

Leu

Met

Phe

Tyr

80

Cys

Ala

Tyr

Met

Phe

Tyr

80

Cys
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[0012]

Q13> BA
<400> 22

Gln Val Gln Leu
1

Ser Val Lys Val
20

Tyr Met His Trp
35

Gly Ile Ile Asn
50

Gln Gly Arg Val
65

Met Glu Leu Ser

Ala Arg

210> 23
211> 98

<212> PRT
213> BA

<400> 23
Glu Val Gln Leu
1

Thr Val Lys Ile
20

Tyr Met His Trp
35

Gly Leu Val Asp
50

Gin Gly Arg Val
65

Met Glu Leu Ser

Ala Thr

<210> 24

21 71

<212> PRT
213> ANTF%

<220>

Val

Ser

Val

Pro

Thr

Ser
85

Val

Ser

Val

Pro

Thr

Ser
85

Gln

Cys

Arg

Ser

Met

70

Leu

Gln

Cys

Gln

Glu

Ile

70

Leu

Ser

Lys

Gln

Gly

55

Thr

Arg

Ser

Lys

Gln

Asp

55

Thr

Arg

Gly

Ala

Ala

40

Gly

Arg

Ser

Gly

Val

Ala

40

Gly

Ala

Ser

223> ANEHEWEFFINIEHEFH

Ala

Ser

25

Pro

Ser

Asp

Glu

Ala

Ser

25

Pro

Glu

Asp

Glu

88

Glu

10

Gly

Gly

Thr

Thr

Asp
90

Glu

10

Gly

Gly

Thr

Thr

Asp
90

Val

Tyr

Gln

Ser

Ser

75

Thr

Val

Tyr

Lys

Ile

Ser

75

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Lys

Thr

Gly

Tyr

60

Thr

Ala

Lys

Phe

Leu

45

Ala

Ser

Val

Lys

Phe

Leu

45

Ala

Asp

Val

Pro

Thr

30

Glu

Gln

Thr

Tyr

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gly

15

Ser

Trp

Lys

Val

Tyr
95

Gly

15

Asp

Trp

Lys

Ala

Tyr
95

Ala

Tyr

Met

Phe

Tyr

80

Cys

Ala

Tyr

Met

Phe

Tyr

80

Cys
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<220>

<221> MISC_FEATURE

222> (26).. (26)

<223> Xaa = XN TFAFECOREIAFEERBRIETHLE

<220>

<221> MISC_FEATURE

<222> (41).. (41)

<223> Xaa = XN FAFCDRMIAREEBHENEE

<220>

<221> MISC_FEATURE

<222>  (70)..(70)

<223> Xaa = NN FARFCORMARBRZEBHELEE

<400> 24
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Xaa Trp Val Arg Gln Ala Pro
20 25 30

Gly Gln Gly Leu Glu Trp Met Gly Xaa Arg Val Thr Met Thr Arg Asp
35 40 45

Thr Ser Thr Ser Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu
50 55 60

Asp Thr Ala Val Tyr Tyr Cys
65 70

210> 25
211> 13
<212> PRT
213> #HA

400> 25
Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
1 10

210> 26
211> 13
<212> PRT
213> HA

400> 26
Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
1 5 10

210> 27
211> 13

<212> PRT
213> HA

400> 27
Asp Tyr Trp Gly Glx Gly Thr Leu Val Thr Ile Ser Ser
1 5 10

<210> 28
211> 13

[0013]
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[0014]

212>
213>

<400>

PRT
BA

28

Asp Tyr Trp Gly Gln Gly Thr Pro Val
1 5

<21,
211>
212>
213>

<400>

29
13
PRT
BA

29

Thr Val Ser Ser
10

Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Thr
1

210>
<2l
Q212>
213>

<220>
223>
<400>

5

30
11

PRT
AT

%i%%%%ﬂ%ﬁﬁf

51

Trp Gly GlIn Gly Thr Thr Val Thr Val
1 5

<210>
211>
<212>
<213>

<220>
223>

<400>

Asp Val

1

Glu Pro

Asn Gly

Pro Gln
50

Asp Arg

65

Ser Arg

Thr Leu

<210>
QI
212>
213>

31

112

PRT
ATLF3

AR HUE B
31
Val Met

Thr Gln Ser
5

Ala Ser
20

Ile Ser Cys

Asn Thr Tyr
35

Leu His

Ile Lys

85

Leu Leu Tyr

Phe Ser

70

Ser Gly Gly

Val Glu Ala

85

Glu Asp

Val Pro Leu Thr Phe

100

32
112
PRT
AT F5

Pro

Arg

Trp

40

Val

Ser

Val

Gly

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gln
105

90

10

Ser Ser
10

Ser Leu Pro Val

10

Ser Gln Ser Leu

Gln Pro

45

Leu Lys

Arg Phe
60

Asn Ser

Thr Asp Phe Thr

75

Val
90

Tyr Phe Cys

Gly Thr Lys Leu

Thr

Val

30

Gly

Gly

Leu

Ser

Glu
110

Leu
15

His

Gln

Val

Lys

Gln

95

Ile

Gly

Ser

Ser

Pro

Ile

80

Ser

Lys
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[0015]

<220>
223> ANEFEHPERFE

<400> 32
Asp Val Val Met Thr Gln
1 5

Gln Pro Ala Ser Ile Ser
20

Asn Gly Asn Thr Tyr Leu
35

Pro GIn Leu Leu Ile Tyr
50

Asp Arg Phe Ser Gly Ser
65 70

Ser Arg Val Glu Ala Glu
85

Thr Leu Val Pro Leu Thr
100

<210> 33

211> 112
<212> PRT
213> ANTFF%)

220>
223> ANBEWHAERB

<400> 33
Asp Val Val Met Thr Gln
1 5

Gln Pro Ala Ser Ile Ser
20 -

Asn Gly Asn Thr Tyr Leu
35

Pro Arg Leu Leu Ile Tyr
50

Asp Arg Phe Ser Gly Ser
65 70

Ser Arg Val Glu Ala Glu
85

Thr Leu Val Pro Leu Thr
100

210> 34
211> 121
<212> PRT

Thr

Cys

His

Lys

55

Gly

Asp

Phe

Ser

Cys

His

Lys

55

Gly

Asp

Phe

Pro

Arg

Trp

40

Val

Ser

Val

Gly

Pro

Arg

Trp

40

Val

Ser

Val

Gly

Leu

Ser

25

Cys

Ser

Gly

Gly

Gln
105

Leu

Ser

25

Phe

Ser

Gly

Gly

Gly
105

91

Ser
10

Ser

Leu

Asn

Thr

Val

90

Gly

Ser
10

Ser

Gln

Asn

Thr

Val

90

Gly

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Arg

Phe

60

Phe

Tyr

Lys

Val

Leu

Pro

45

Ser

Thr

Cys

Leu

Val

Leu

Pro

45

Ser

Thr

Cys

Leu

Thr

Val

30

Gly

Gly

Leu

Ser

Glu
110

Thr

Val

30

Gly

Gly

Leu

Ser

Glu
110

Leu

15

His

Gln

Val

Lys

Gln

95

Ile

Leu

15

His

Gln

Val

Lys

Gln

95

Ile

Gly

Ser

Ser

Pro

Ile

80

Ser

Lys

Gly

Ser

Ser

Pro

Ile

80

Ser

Lys
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[0016]

213> ATF3Y

<220>

223> AR HER B

<400> 34
Gln Val Gln
1

Ser Val Lys

Trp Met Asn
35

Gly Arg Ile
50

Lys Gly Arg
65

Met Glu Leu

Ala Arg Phe

Gln Gly Thr
115

210> 35
211> 121
<212> PRT

Leu

Ile

20

Trp

Tyr

Val

Ser

Leu

100

Thr

213> ANTF%F

220>

Val
5
Ser
Val
Pro
Thr
Ser
85

Leu

Val

Gln

Cys

Arg

Gly

Ile

70

Leu

Ile

Thr

223> AFEHFUER B

<400> 35

Gln Val Gln Leu Val Gln

1

Ser Val Lys

Trp Met Asn
35

Gly Arg 1le
50

Lys Gly Lys

65

Met Glu Leu

Ala Arg Phe

Val
20
Trp

Tyr

Ser

Leu
100

5

Ser

Val

Pro

Thr

Ser

85

Leu

Cys

Lys

Gly

Met

70

Leu

1le

Ser

Lys

Gln

Asp

55

Thr

Arg

Ser

Val

Ser

Lys

Gln

Asp

55

Thr

Arg

Ser

Gly Ala

Ala Ser
25

Ala Pro
40

Gly Asp

Ala Asp

Ser Glu

Thr Val

105

Ser Ser
120

Gly Ala
Ala Ser

25

Ala Pro

40

Gly Asp

Ala Asp

Ser Glu

Thr Val

105

92

Glu

10

Gly

Gly

Thr

Glu

Asp

90

Thr

Glu

10

Gly

Gly

Thr

Thr

Asp

90

Thr

Val

Tyr

Lys

Lys

Ser

75

Ser

Ala

Val

Tyr

Gln

Lys

Ser

75

Thr

Ala

Lys

Ala

Gly

Tyr

60

Thr

Ala

Val

Lys

Ala

Gly

Tyr

60

Thr

Ala

Val

Lys Pro Gly
15

Phe

Leu

45

Asn

Ser

Val

Asp

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Ser

30

Glu

Gly

Thr

Tyr

Tyr
110

Pro

Ser

30

Glu

Gly

Thr

Tyr

Tyr
110

Asn

Trp

Lys

Ala

Phe

95

Trp

Gly

15

Asn

Trp

Lys

Ala

Tyr

95

Trp

Ala

Ser

Met

Phe

Tyr

80

Cys

Gly

Ala

Ser

Ile

Phe

Tyr

80

Cys

Gly
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GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 36
211> 121
<212> PRT
213> ANIFE%)

<220>
223> ANEAIHEAE

<400> 36
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Asn Ser
20 25 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Arg Ile Tyr Pro Gly Asp Gly Asp Thr Lys Tyr Asn Gly Lys Phe
50 55 60

Lys Gly Arg Val Thr Met Thr Ala Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Phe Leu Leu Ile Ser Thr Val Thr Ala Val Asp Tyr Trp Gly
100 105 110

GIln Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 37
211> 350
<212> PRT
213> BA

<400> 37
Met Asn Ser Phe Asn Tyr Thr Thr Pro Asp Tyr Gly His Tyr Asp Asp
1 5 10 15

Lys Asp Thr Leu Asp Leu Asn Thr Pro Val Asp Lys Thr Ser Asn Thr
20 25 30

Leu Arg Val Pro Asp Ile Leu Ala Leu Val Ile Phe Ala Val Val Phe
35 40 45

Leu Val Gly Val Leu Gly Asn Ala Leu Val Val Trp Val Thr Ala Phe
50 55 60

Glu Ala Lys Arg Thr Ile Asn Ala Ile Trp Phe Leu Asn Leu Ala Val
65 70 75 80

[0017]
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[0018]

Ala

Val

Pro

Thr

Gln

145

Trp

Val

Ser

Leu

Ile

225

Leu

Pro

Pro

Ala

Gln

305

Asn

Arg

Asp

Gln

Ser

Ile

130

Asn

Gly

Arg

His

Gly

210

Leu

Lys

Tyr

Thr

Tyr

290

Gly

Val

Ser

<210>
211>
<212>
213>

<220>
223>

Phe

His

Leu

115

Ser

Phe

Leu

Glu

Asp

195

Phe

Leu

Val

Gln

Phe

275

Ile

Phe

Leu

Thr

38
6
PRT

Leu

His

100

Ile

Ala

Arg

Ala

Glu

180

Lys

Leu

Arg

Val

Val

260

Leu

Asn

Gln

Thr

Val
340

ANILFF

Ser

85

His

Leu

Asp

Gly

Leu

165

Tyr

Arg

Trp

Thr

Val

245

Thr

Leu

Cys

Gly

Glu

325

Asp

Cys

Trp

Leu

Arg

Ala

150

Leu

Phe

Arg

Pro

Trp

230

Ala

Gly

Leu

Cys

Arg

310

Glu

Thr

Leu

Pro

Asn

Phe

135

Gly

Leu

Pro

Glu

Leu

215

Ser

Val

Ile

Asn

Ile

295

Leu

Ser

Met

Ala

Phe

Met

120

Leu

Leu

Thr

Pro

Arg

200

Leu

Arg

Val

Met

Lys

280

Asn

Arg

Val

Ala

Leu

Gly

105

Tyr

Leu

Ala

Ile

Lys

185

Ala

Thr

Arg

Ala

Met

265

Leu

Pro

Lys

Val

Gln
345

AR PR LA BICoaRF AL

94

Pro

90

Gly

Ala

Val

Trp

Pro

170

Val

Val

Leu

Ala

Ser

250

Ser

Asp

Ile

Ser

Arg
330

Tle

Ala

Ser

Phe

Ile

155

Ser

Leu

Ala

Thr

Thr

235

Phe

Phe

Ser

Ile

Leu

315

Glu

Thr

Leu

Ala

Ile

Lys

140

Ala

Phe

Cys

Ile

Ile

220

Arg

Phe

Leu

Leu

Tyr

300

Pro

Ser

Gln

Phe

Cys

Leu

125

Pro

Cys

Leu

Gly

Val

205

Cys

Ser

Ile

Glu

Cys

285

Val

Ser

Lys

Ala

Thr

Ser

110

Leu

Ile

Ala

Tyr

Val

190

Arg

Tyr

Thr

Phe

Pro

270

Val

Val

Leu

Ser

Val
350

Ser

95

Ile

Leu

Trp

Val

Arg

175

Asp

Leu

Thr

Lys

Trp

255

Ser

Ser

Ala

Leu

Phe
335

Ile

Leu

Ala

Cys

Ala

160

Val

Tyr

Val

Phe

Thr

240

Leu

Ser

Phe

Gly

Arg

320

Thr
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[0019]

<400> 38

Glu Glu Tyr Phe
1

<210>
Q1>
212>
213>

<220>
223>

<400>

39
121
PRT

ANIF3Y

Pro
5

Pro

RN EGE AT X LA RS

39

Gln Val Gln

1

Ser

Trp

Gly

Lys

65

Met

Ala

Gln

Val

Met

Arg

50

Gly

Glu

Arg

Gly

210>
211>
212>
213>

<400>

Lys

Asn
35

Ile

Arg

Leu

Phe

Thr
115

40
106
PRT
BA

40

Thr Val Ala

1

Leu Lys Ser

Pro Arg Glu
35

Gly Asn Ser
50

Tyr Ser Leu

65

Leu Val Gln Ser Gly Ala

Val

20

Trp

Tyr

Val

Ser

Leu

100

Leu

Ala

Gly

20

Ala

Gln

Ser

5

Ser

Val

Pro

Thr

Ser

85

Leu

Val

Pro

Thr

Lys

Glu

Ser

Cys

Arg

Gly

Met

70

Leu

Ile

Thr

Ser

Ala

Val

Ser

Thr
70

Lys

Gln

Asp

55

Thr

Arg

Ser

Val

Val

Ser

Gln

Val

55

Leu

Ala

Ala

40

Gly

Ala

Ser

Thr

Ser
120

Phe

Val

Trp

40

Thr

Thr

Ser

25

Pro

Asp

Asp

Glu

Val

105

Ser

Ile

Val

25

Lys

Glu

Leu

95

Glu

10

Gly

Gly

Thr

Thr

Asp

90

Thr

Phe

10

Cys

Val

Gln

Ser

Val

Tyr

Gln

Lys

Ser

75

Thr

Ala

Pro

Leu

Asp

Asp

Lys
75

Lys

Ala

Gly

Tyr

60

Thr

Ala

Val

Pro

Leu

Asn

Ser

60

Ala

Lys

Phe

Leu

45

Asn

Ser

Val

Asp

Ser

Asn

Ala

45

Lys

Pro

Ser

30

Glu

Gly

Thr

Tyr

Tyr
110

Asp

Asn

30

Leu

Asp

Tyr

Gly

15

Asn

Trp

Lys

Ala

Tyr

95

Trp

Glu

15

Phe

Gln

Ser

Glu

Ala

Ser

Met

Phe

Tyr

80

Cys

Gly

Gln

Tyr

Ser

Thr

Lys
80
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[0020]

His Lys Val

Val Thr Lys

210>
211>
212>
213>

<400>

41
107
PRT
BA

41

Arg Thr Val
1

Gln Leu Lys

Tyr Pro Arg

35

Ser Gly Asn

50

Thr Tyr Ser

65

Lys His Lys

Pro Val Thr

<210>
211>
212>
213>

<400>

42
327
PRT
A
42

Ala Ser Thr
1

Ser Thr

Ser

Phe Pro Glu

Gly Val
50

Leu Ser

65

Tyr Thr

35

His

Ser

Cys

Tyr

Ser
100

Ala

Ser

20

Glu

Ser

Leu

Val

Lys
100

Lys

Glu

20

Pro

Thr

Val

Asn

Ala
85

Phe

Ala
Gly
Ala
Gln
Ser
Tyr

85

Ser

Gly
5

Ser
Val
Phe
Val

Val
85

Cys

Asn

Pro

Thr

Lys

Glu

Ser

70

Ala

Phe

Pro

Thr

Thr

Pro

Thr

70

Asp

Glu

Arg

Ser

Ala

Val

Ser

55

Thr

Cys

Asn

Ser

Ala

Val

Ala

55

Val

His

Val Thr His Gln Gly Leu Ser Ser Pro

Gly

Val

Ser

Gln

40

Val

Leu

Glu

Arg

Val

Ala

Ser

40

Val

Pro

Lys

Glu
105

Phe

Val

25

Trp

Thr

Thr

Val

Gly
105

Phe

Leu

25

Trp

Leu

Ser

Pro

90

Cys

Ile

10

Val

Lys

Glu

Leu

Thr

90

Glu

Pro

10

Gly

Asn

Gln

Ser

Ser
90

96

Phe

Cys

Val

Gln

Ser

75

His

Cys

Leu

Cys

Ser

Ser

Ser

75

Asn

Pro

Leu

Asp

Asp

60

Lys

Gln

Ala

Leu

Gly

Ser

60

Leu

Thr

Pro

Leu

Asn

45

Ser

Ala

Gly

Pro

Val

Ala

45

Gly

Gly

Lys

Ser

Asn

30

Ala

Lys

Asp

Leu

Cys

Lys

30

Leu

Leu

Thr

Val

95

Asp

15

Asn

Leu

Asp

Tyr

Ser
95

Ser

15

Asp

Thr

Tyr

Lys

Asp
95

Glu

Phe

Gln

Ser

Glu

80

Ser

Arg

Tyr

Ser

Ser

Thr
80
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[0021]

Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Ile

Thr

Arg

Cys

305

Leu

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

290

Ser

Ser

<210>
211>
212>
<213>

<400>

Glu

Leu

115

Leu

Ser

Glu

Thr

Asn

195

Ser

Gln

Val

Val

Pro

275

Thr

Val

Leu

43
327
PRT
BA

43

Ala Ser Thr

1

Ser Thr Ser

Ser

100

Gly

Met

Gln

Val

Tyr

180

Gly

Ile

Val

Ser

Glu

260

Pro

Val

Met

Ser

Lys

Glu
20

Lys

Gly

Ile

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

245

Trp

Val

Asp

His

Leu
325

Gly

Ser

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Glu

Leu

Lys

Glu

310

Gly

Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
10

Thr

Gly

Ser

Arg

135

Pro

Ala

Val

Tyr

Thr

215

Leu

Cys

Ser

Asp

Ser

295

Ala

Lys

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
25

Pro Pro Cys

Val

120

Thr

Glu

Lys

Ser

Lys

200

Ile

Pro

Leu

Asn

Ser

280

Arg

Leu

105

Phe

Pro

Val

Thr

Val

185

Cys

Ser

Pro

Val

Gly

265

Asp

Trp

His

97

Leu

Glu

GIn

Lys

170

Leu

Lys

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Pro

Phe

Val

Phe

155

Pro

Thr

Val

Ala

Gln

235

Gly

Pro

Ser

Glu

His
315

Ser

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Glu

Phe

Glu

Phe

Gly

300

Tyr

Cys

Pro

125

Cys

Trp

Glu

Leu

Asn

205

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

Pro

110

Lys

Val

Tyr

Glu

His

190

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

30

Ala

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Ser

255

Tyr

Tyr

Phe

Lys

15

Pro

Lys

Val

Asp

160

Phe

Asp

Leu

Arg

Lys

240

Asp

Lys

Ser

Ser

Ser
320
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[0022]

Phe

Gly

Leu

65

Tyr

Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Ile

Thr

Arg

Cys

305

Leu

Pro

Val

50

Ser

Thr

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

290

Ser

Ser

Glu

35

His

Ser

Cys

Glu

Glu

115

Leu

Ser

Glu

Thr

Asn

195

Ser

Gln

Val

Val

Pro

275

Thr

Val

Leu

Pro

Thr

Val

Asn

Ser

100

Gly

Met

Gln

Val

Tyr

180

Gly

Ile

Val

Ser

Glu

260

Pro

Val

Met

Ser

Val

Phe

Val

Val

85

Lys

Gly

Ile

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

245

Trp

Val

Asp

His

Leu
325

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Glu

Leu

Lys

Glu

310

Gly

Val

Ala

55

Val

His

Gly

Ser

Arg

135

Pro

Ala

Val

Tyr

Thr

215

Leu

Cys

Ser

Asp

Ser

295

Ala

Lys

Ser

40

Val

Pro

Lys

Pro

Val

120

Thr

Glu

Lys

Ser

Lys

200

Ile

Pro

Leu

Asn

Ser

280

Arg

Leu

Trp

Leu

Ser

Pro

Pro

105

Phe

Pro

Val

Thr

Val

185

Cys

Ser

Pro

Val

Gly

265

Asp

Trp

His

98

Asn

Gln

Ser

Ser

90

Cys

Leu

Glu

Gln

Lys

170

Leu

Lys

Lys

Ser

Lys

250

Gin

Gly

Gln

Asn

Ser

Ser

Ser

75

Asn

Pro

Phe

Val

Phe

155

Pro

Thr

Val

Ala

Gln

236

Gly

Pro

Ser

Glu

His
315

Gly

Ser

60

Leu

Thr

Pro

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Glu

Phe

Glu

Phe

Gly

300

Tyr

Ala

45

Gly

Gly

Lys

Cys

Pro

125

Cys

Trp

Glu

Leu

Asn

205

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

Leu

Leu

Thr

Val

Pro

110

Lys

Val

Tyr

Glu

His

190

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Thr

Tyr

Lys

Asp

95

Ala

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Ser

255

Tyr

Tyr

Phe

Lys

Ser

Ser

Thr

80

Lys

Pro

Lys

Val

Asp

160

Phe

Asp

Leu

Arg

Lys

240

Asp

Lys

Ser

Ser

Ser
320



CN 101970494 A

T

¢l

22/29 1

[0023]

<210>
211>
212>
<213>

<400>

44
330
PRT
BA

44

Ala Ser Thr

1

Ser

Phe

Gly

Leu

65

Tyr

Lys

Pro

Lys

Val

145

Tyr

Glu

Lys

Gln

225

Leu

Pro

Thr

Pro

Val

50

Ser

Ile

Val

Ala

Pro

130

Val

Val

Gln

Gln

Ala

210

Pro

Thr

Ser

Ser

Glu

35

His

Ser

Cys

Glu

Pro

115

Lys

Val

Asp

Tyr

Asp

195

Leu

Arg

Lys

Asp

Lys

Gly

20

Pro

Thr

Val

Asn

Pro

100

Glu

Asp

Asp

Gly

Asn

180

Trp

Pro

Glu

Asn

Ile
260

Gly
5
Gly
Val
Phe
Val
Val
85
Lys
Leu
Thr
Val
Val
165
Ser
Leu
Ala
Pro
Gln

245

Ala

Pro

Thr

Thr

Pro

Thr

70

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr

Asn

Pro

Gln

230

Val

Val

Ser

Ala

Val

Ala

55

Val

His

Cys

Gly

Met

135

His

Val

Tyr

Gly

Ile

215

Val

Ser

Glu

Val

Ala

Ser

40

Val

Pro

Lys

Asp

Gly

120

Ile

Glu

His

Arg

Lys

200

Glu

Tyr

Leu

Trp

Phe

Leu

25

Trp

Leu

Ser

Pro

Lys

105

Pro

Ser

Asp

Asn

Val

185

Glu

Lys

Thr

Thr

Glu
265

Pro

10

Gly

Asn

Gln

Ser

Ser

90

Thr

Ser

Arg

Pro

Ala

170

Val

Tyr

Thr

Leu

Cys

250

Ser

99

Leu

Cys

Ser

Ser

Ser

75

Asn

His

Val

Thr

Glu

155

Lys

Ser

Lys

Ile

Pro

235

Leu

Asn

Ala

Leu

Gly

Ser

60

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

Val

Cys

Ser

220

Pro

Val

Gly

Pro

Val

Ala

45

Gly

Gly

Lys

Cys

Leu

125

Glu

Lys

Lys

Leu

Lys

205

Lys

Ser

Lys

Gln

Ser

Lys

30

Leu

Leu

Thr

Val

Pro

110

Phe

Val

Phe

Pro

Thr

190

Val

Ala

Arg

Gly

Pro
270

Ser

15

Asp

Thr

Tyr

Gln

Asp

95

Pro

Pro

Thr

Asn

Arg

175

Val

Ser

Lys

Asp

Phe

255

Glu

Lys

Tyr

Ser

Ser

Thr

80

Lys

Cys

Pro

Cys

Trp

160

Glu

Leu

Asn

Gly

Glu

240

Tyr

Asn
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[0024]

Asn Tyr Lys

275

Leu Tyr Ser

290

Val Phe Ser

305

Gln Lys Ser

Q21
211>
212>
213>

<400>

45
327
PRT
BA

45

Ala Ser Thr

1

Ser

Phe

Gly

Leu

65

Tyr

Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

Thr

Pro

Val

50

Ser

Thr

Val

Phe

Thr

Ser

Glu

35

His

Ser

Cys

Glu

Leu
115

Leu

130

Val

Val

Ser

Leu

Ser

Glu

Thr

Asn
195

Thr

Lys

Cys

Leu

Lys

Glu

20

Pro

Thr

Val

Asn

Ser

100

Gly

Met

Gln

Val

Tyr

180

Gly

Thr
Leu
Ser

Ser
325

Gly
5
Ser
Val
Phe
Val
Val
85
Lys
Gly
Ile
Glu
His
165

Arg

Lys

Pro

Thr

Val

310

Leu

Pro

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Val

Glu

Pro

Val

295

Met

Ser

Ser

Ala

Val

Ala

55

Val

His

Gly

Ser

Arg

135

Pro

Ala

Val

Tyr

Val

280

Asp

His

Pro

Val

Ala

Ser

40

Val

Pro

Lys

Pro

Val

120

Thr

Glu

Lys

Ser

Lys
200

Leu

Lys

Glu

Gly

Phe

Leu

25

Trp

Leu

Ser

Pro

Pro

105

Phe

Pro

Val

Thr

Val

185

Cys

Asp Ser

Ser Arg

Ala Leu
315

Lys
330

Pro Leu
10

Gly Cys

Asn Ser

Gln Ser

Ser Ser
75

Ser Asn
90

Cys Pro

Leu Phe

Glu Val

Gln Phe

155

Lys Pro
170

Leu Thr

Lys Val

100

Asp
Trp

300

His

Ala

Leu

Gly

Ser

60

Leu

Thr

Pro

Pro

Thr

140

Asn

Arg

Val

Ser

Gly Ser Phe Phe

285

Gln

Asn

Pro

Val

Ala

45

Gly

Gly

Lys

Cys

Pro

125

Cys

Trp

Glu

Leu

Asn
205

Gln Gly Asn

His Tyr Thr

Cys

Lys

30

Leu

Leu

Thr

Val

Pro

110

Lys

Val

Tyr

Glu

His

190

Lys

Ser

15

Asp

Thr

Tyr

Lys

Asp

95

Ala

Pro

Val

Val

Gln

175

Gln

Gly

320

Arg

Tyr

Ser

Ser

Thr

80

Lys

Pro

Lys

Val

Asp

160

Phe

Asp

Leu
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[0025]

Pro

Glu

225

Asn

Ile

Thr

Arg

Cys

305

Leu

Ser Ser
210

Pro Gln

Gln Val

Ala Val

Thr Pro

275

Leu Thr
290

Ser Val

Ser Leu

<210> 46
211> 112
<212> PRT

213>

<220>

<223>

<400> 46

1

Gln

Pro Ala

Ile

Val

Ser

Glu

260

Pro

Val

Met

Ser

ANIFF3

Ser
20

Asp Gly Phe Thr

Pro

Asp

65

Ser

Asn

35

Gln Leu
50

Arg Phe
Arg Val

Tyr Leu

210> 47
211> 112
<212> PRT

<213>

Leu

Ser

Glu

Pro
100

ANIFF)

Glu Lys

Tyr Thr
230

Leu Thr
245

Trp Glu

Val Leu

Asp Lys

His Glu

310

Leu Gly
325

Asp Val Val Met Thr Gln
5

Ile Ser

Tyr Leu

Ile Tyr

Gly Ser
70

Ala Glu
85

Leu Thr

Thr Ile Ser

215

Leu

Cys

Ser

Asp

Ser

295

Ala

Lys

AN IFEALRNOK203VLF 3

Thr

Cys

Gly

Leu

55

Gly

Asp

Phe

Pro

Leu

Asn

Ser

280

Arg

Leu

Pro

Lys

Trp

40

Val

Ser

Val

Gly

Pro

Val

Gly

265

Asp

Trp

His

Leu

Ser

25

Cys

Ser

Gly

Gly

GIn
105

101

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Ser

10

Thr

Leu

Asn

Thr

Val

90

Gly

Ala

Gln

235

Gly

Pro

Ser

Glu

His
315

Leu

Lys

Gln

Arg

Asp

75

Tyr

Thr

Lys

220

Glu

Phe

Glu

Phe

Gly

300

Tyr

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

Val

Leu

Pro

45

Ser

Thr

Cys

Leu

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Thr

Leu

30

Gly

Gly

Leu

Phe

Glu
110

Pro Arg

Thr Lys
240

Ser Asp
255

Tyr Lys

Tyr Ser

Phe Ser

Lys Ser
320

Leu Gly
15

Asn Ser

Gln Ser

Val Pro

Lys Ile
80

Gln Ser
95

Ile Lys
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<220 :
<223> KV2F- AR AIVLCD18-QFF)

<400> 47

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly
1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Arg Leu Val His Thr
20 25 30

Asn Gly Asn Thr Tyr Phe His Trp Phe Gln Gln Arg Pro Gly Gln Ser
35 40 45

Pro Arg Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Phe Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Ser Gln Ser
85 90 95

Thr His Val Pro Arg Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 48
211> 112
<212> PRT
213> AL

<220> ]
<223> FHHEFHIhTF3VkCons

220>

<221> MISC_FEATURE

<222> (41).. (4D

<223> Xaa = Tyr, Cys B{ Phe
<400> 48

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly
1 5 10 15

Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Ser
20 25 30

Asn Gly Asn Thr Tyr Leu His Trp Xaa Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Ser Gln Ser
85 90 95

Thr Leu Val Pro Leu Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
[0026]
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[0027]

<210>
211>
212>
Q213>

220>
<223>

<220>
221>
222>
<223>

<220>
221>
<222>
223>

<220>
221>
222>
223>

<400>

100 105 110

49
83

PRT
AT 3

hVhFW FEHAELEF

ts
26)..
Xaa = Xf N ¥ A FICDRM) A [F) B AL 132k K

%IS?_F%AT?RE
41).. (41
Xaa = XFRFARICDRMA B ZERII LTI E

MISC_FEATURE

(72)..(72)
Xaa = ¥ N FAFRCORMAREERIENTE
49

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Xaa Trp Val Arg Gln Ala Pro
20

25 30

Gly Gln Gly Leu Glu Trp Met Gly Xaa Arg Val Thr Met Thr Arg Asp
35

40 45

Thr Ser Thr Ser Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu

Asp Thr Ala Val Tyr Tyr Cys Xaa Trp Gly Gln Gly Thr Thr Val Thr
65 70 75

55 60

80

Val Ser Ser

210>
21>
212>
213>

220>
<223>

<400>

50
120
PRT
ATF5I

ASGI-VHF%)
50

Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala Ser

1

5 10 15

Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Ser His Trp

20 25 30

Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Val Gly

35 40 45
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[0028]

Glu Phe
50

Ser Arg
65

Glu Leu
Ser Arg
Gly Thr

210>
211>
212>
<213>

220>
223>

<400>
Gln Val
1

Ser Val
Tyr Met

Gly Ile
50

Gln Gly
65

Met Glu
Ala Arg
Ser

<210>
21
212>
<213>

<220>
<223>

<400>

gatgttgtga tgacccaatc tccactctce ctgectgtca ctcttggaga gecagectee

atctcttgca gatctagtca gagccttgtc cacagtaatg gaaacaccta tttgcatigg

Asn Pro

Val Thr

Ser Ser

Asp Tyr
100

Leu Val
115

51
113
PRT
A T3

Ser Asn Gly
55

Met Thr Leu
70

Leu Arg Ser
85

Asp Tyr Asp

Thr Val Ser

N AT A RHG3 751

51
Gln Leu

Lys Val
20

His Trp
35

Ile Asn
Arg Val

Leu Ser

Tyr Phe
100

52
336

DNA
AT

Val Gln Ser
5

Ser Cys Lys

Val Arg Gln

Pro Ser Gly
55

Thr Met Thr
70

Ser Leu Arg
85

Asp Tyr Trp

Arg Thr Asn

Asp Thr Ser

Glu Asp Thr
90

Gly Arg Tyr
105

Ser
120

Gly Ala Glu
10

Ala Ser Gly
25

Ala Pro Gly
40

Gly Ser Thr

Arg Asp Thr

Ser Glu Asp
90

Gly Gln Gly
105

B AVRAL HLAE BRI IR

52

104

Tyr Asn Glu
60

Thr Asn Thr
75
Ala Val Tyr

Phe Asp Tyr

Val Lys Lys
Tyr Thr Phe
GIn Gly Leu
45
Ser Tyr Ala
60

Ser Thr Ser
75

Thr Ala Val

Thr Leu Val

Lys Phe

Ala Tyr

Tyr Cys
95

Trp Gly
110

Pro Gly
15

Asn Ser
30

Glu Trp

Gln Lys

Thr Val

Tyr Tyr

95

Thr Val
110

Lys

Met

80

Ala

Gln

Ala

Tyr

Met

Phe

Tyr

80

Cys

Ser
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[0029]

tacctgcaga agccaggeca gtctccacag

tctggggtee cagacaggtt cagtggcagt

agcagagtgg aggctgagga tgtgggagtt

ctcaccttcg gtcaggggac caagctggaa

<210> 53
211> 336
<212> DNA

213> AT

220>

F73)

<223>  gwhd NIRATLIE T BE AR IR

<400> 53
gatgttgtga

atctcttgea
tgeectgeaga
tctggggtce
agcagagtgg
ctcacctteg
<210> 54

211> 336
<212> DNA

tgacccaaac
gatctagtca
agccaggeca
cagacaggtt
aggctgagga

gtcaggggac

213> ATF3

220>

tccactetee
gagcettgte
gtctccacag
cagtggcagt
tgigggagtt

caagctggaa

223> RIS AVRALBUA B BRI AZ R

<400> 54
gatgttgtga

atctcttgca
ttccagcage
tctggggtee
agcagagtgg
ctcaccttcg
<210> 55

211> 363
<212> DNA

tgacccaatc
gatctagtca
ggccaggecea
cagacaggtt
aggctgagga

gtggagggac

213> ATFRR31

<220>

tecactctee
gageettgte
gtctccacgg
cagtggcagt
tgtgggagtt

caagctggaa

<223> RIS ANFRILTUE A BARER

<400> 55
caggttcagc

tcctgcaagg
cctggaaagsg
aatgggaagt
atggaactca
cttattagta

tca

tggtgcagte
cttctggeta
gtctagagtg
tcaagggcag
gcagcctgag

ctgtgacagc

tggagctgag
cgcattcagt
gatgggacgg
ggtcacaatc
atctgaggac

cgtcgactac

ctcctgatect acaaagtttc caaccgettt

ggatcaggega cagatttcac actcaagatc

tatttctget ctcaaagtac acttgttccet

atcaaa

ctgeetgtea
cacagtaatg
ctcetgatcet
ggatcaggga
tattactgcet

atcaaa

ctgeetgtea
cacagtaatg
ctcctgatct
ggatcaggga
tattactgct

atcaaa

gtgaagaagc
aactcctgga
atttatcctg
actgcagacg
tctgeegtet

tggggccaag

105

ctettggaca
gaaacaccta
acaaagtttc
cagatttcac

ctcaaagtac

ctcttggaca
gaaacaccta
acaaagtttc
cagatttcac

ctcaaagtac

ctggggecte
tgaactgggt
gagatggaga
aatccaccag
atttctgtge

gcaccactgt

gceageetec
tttgcattgg
caaccgcttit
actcaagatc

acttgttecct

gcecagectece
tttgcattgg
caaccgettt
actcaagatc

acttgttccet

agtgaagatt
gaggcaggct
tactaagtac
cacagcctac
aagattcctg

cacagtctcee

180
240
300
336

60
120
180
240
300
336

60
120
180
240
300
336

60
120
180
240
300
360
363
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[0030]

<210>
21
212>
213>

<220>
223>
<400>

56
363
DNA
ANTF3

Sﬁﬂkﬁ%ﬁ%ﬁ&%&@

caggttcage tggtgcagtc tggagetgag

tcctgcaagg cttctggeta cgecattecagt

cctggacagg gtctagagtg gataggacgg

aatgggaagt tcaagggcaa ggccacaatg

atggaactca gcagcctgag atctgaggac

cttattagta ctgtgacagc cgtcgactac

tca

<210>
211>
212>
213>

<220>
<223>

<400>

57

363
DNA
ANTF5

IS NEA TR BRI
57

caggttcage tggtgcagtc tggagectgag

tcctgecaagg cttetggeta cgecatticagt

cctggacagg gtctagagtg gatgggacgs

aatgggaagt tcaagggcag ggtcacaatg

atggaactca gcagcctgag atctgaggac

cttattagta ctgtgacagec cgtcgactac

tca

<210>
<2115
212>
213>

<220>
223>

<400>

58
12

PRT
ANTF3

C5aRMI 28 A MR AP 3R
58

gtgaagaagc ctggggectce
aactcctgga tgaactgggt
atttatcctg gagatggaga
actgcagaca catccaccag
actgccgtct attactgtge

tggggccaag gecaccettgt

gtgaagaagc ctggggccte
aactcctgga tgaactgggt
atttatcctg gagatggaga
actgcagaca catccaccag
actgcecgtcet attactgtge

tggggecaag gecacecettgt

Val Arg Glu Glu Tyr Phe Pro Pro Lys Val Leu Cys

1

210>
21>
212>
<2135

<220>

5

59
21

PRT
ANTF5Y

<223> AC5aRMIN-3i 854y

<400>

59

10

agtgaaggtt
gaagcaggct
tactaagtac
cacagcctac
aagattcctg

cacagtctcc

agtgaaggtt
gaggcaggct
tactaagtac
cacagtctac
aagattcctg

cacagtctcee

Pro Asp Tyr Gly His Tyr Asp Asp Lys Asp Thr Leu Asp Leu Asn Thr
1 5 10

Pro Val Asp Lys Thr
20

106

15

60
120
180
240
300
360
363

60
120
180
240
300
360
363
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