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LA AL HIC Lk B BT ik NI HLCLa Bk T R 45 & A B, Hodh Bk HiAA i i
AYURL G B

a) ELA4%E A AR, BT ik L n] AR I % [ SEQ 1D NOs: 1-4H R — TR &L/ 41 ; LA M

b) 4k AT AR, IR R W] AR 82 1% H SEQ ID NOs:5-8H A — T 2 R 7 41 o

2. BRI ZER TR R PR sl i a5 & v B, Horbr e

a) PR HEE P AR 9 SEQ 1D NO: 12 B/ 7 41, 7 H prid 4 v A2 38 9 SEQ ID NO:5
(R IR T A s B

b) Prid B A AR 9 SEQ ID NO: 2/ 28 E /R 7 41, 7 H prid 4 v] A2 38 9 SEQ ID NO: 6
(R IR T A s B

c) Ik S EE v AR M NSEQ ID NO: 3z E MR 741, 7 H Frid 4 n] A2 38 ySEQ ID NO: 7
(R IR T 5 s B

d) i EEE R AR 9 SEQ ID NO: 41 2 B /R 7 41, 7 H prid 4% v] A2 38y SEQ 1D NO:8
IR IER T 51

3. —Fh NJEALFUCL AR B T iR A VAL HCLqHiiER BB SR 45 & Fr B, Herb i A sl
AP LG B HE A v AR S AR T AR I, b Bk SRR T AR SEQ ID NO: 3HIE
BT, IF H I prid 2 8 v AR 4802 SEQ ID NO: THY 2 B2 IR 751 o

4 AR EE R 1 -3 AR — TR M ek sl pt Jm 456 Fr B, Horb B iR oA sl i ik i R &5
& P BAAERCIX, FHRFe X ANBE 1 S AMA TR 1 .

5. BUR] ZLR A B ik B PT R st R 45 & B, b TR F e X AN BE 175 3 P A4 4 05 4 i 55
4 (ADCC) .

6. AR ZLR 1 -3 AE — T IR I PR BT IR 45 & 1 B, o i P sl ol ih 3t JiR 45
a R B FEIgGHEFEEEX .

T ANBUREE R 6 Fr ik B B BT IR 45 6 B, Horh ik TG 2 TgGLIA] B A  TgG2[A] A A
TgG3[E A B TgGA R A

8. WAL EL R 1 - 3 AF — T IR I PR BT IR 45 & 1 B, o ik fi AR sl ol ik 3t JiR 45
HH BOFE NTgGAEHEHEX .

9. WBLRE R 8P IR W Bk i i R 45 & B, Hoh ik AN TgG4H #E 1 E [X & SEQ 1D
NO: 37H) 2 PR 741 o

10. AR ZL RO P IR W AR sk L I 45 & B, Hoh BT id N TgGA B S 1H € X L HEFclX
H HIH A FriRFe X ALHF—ANEE 2 ME M

L1 AR LR LO BT IR ) Bk sl T S5 45 A v B, Ho BT ik Fe X A3 — AN BUE 2 42 0k
iR B

12 AR ELR TR M PiiR sl 5 45 & B, Hod iridFe X 36 fE R HEKaba t 4 5 #
2484 554 1) 2 FE 1 L 46

13. AR EL R 12 T iR W PiAR sk 5 45 & B, Hob irifFe X 36 fE R P Kaba t 4 5 #
248K 55 A 1) 52 8 R B4 2R 1Y) 2 B TR L 4

14 AR ZER 1 280 R R 13 T iR B Bk sl i R 46 & v B, Hoh ik 7EAR $Kaba t
SR 24847 s A 1) 28 B PR B e A i iR Fe X 5FeZ AR AH B AEH o

15 WIACRIEL R 11 - 13H R — BT R I Pu AR st R 45 A v B Hob ik Fe X B FE AEAR $8

2
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Kabat % 5 M 24 147 psi Ab ) B LR B 46t

16 QAR ZE SR IS PR B Bk Bl LR 45 & v B, P BT iR Fe X A3 fE il i Kaba t 47 5
241457 5 AR 1 22 2R 21 il 2 R 1 = S TR B 3

17 QBRI SR 15 Bk I SR Bt S5 45 & v B, Hoh iR fE AR i Kaba t 4 5 W 24 167
R S R B e BH 1A BT iR LR BT IR PR 45 & v B 0 R e 4

18. QAR EE SR 1 - 3 AT — T AT R I U AR B P R 45 6 1 B, Ho Frid bk B pr ik it J 45
GBS ACLgRINR Clq —E s R s &

19 GoACFIZE SR 1 -3 AR — TUAT R I AR B P R 45 6 B, o Frid Bk B pr ik it J5 45
H R B S KRCIgE: ks & .

20 WAL RN EL SR 1 - 3FRAE — T T iR B Ak Bl i 46 6 v B, b BT I A4 B i i e i &4
& B 5 ANCla, /MR CLaEE H AR R Clafe R e & o

21 WBLRNEE SR 1 - 3FRAE — T T iR B Ak Bl i 46 6 v B, b BT il 44 BB i e i &4
G R B A SR B HIC1 o5 A Fr BARF IC1aZR AL, FriR BriRML A2 B A ATCCE %5
PTA- 1203991 283 &8 A i & 7 AL 1) o

22 WBLRNEE SR 1 - 3FRAE — T BT i B ek Bl i 46 6 v B, b BT i (A4 Bl i i e i 4
& BOm s B e B HUAAML 5 N CLla =i/ CLa i 45 &, JIT i B8 5 [ BT AAM 1 /2 HATCCE sk
PTA- 1203991 283 & A i 5 7 AL 1) o

23 WTBLRNEE R 1 - 3FAE — T B i B ARk BB i 45 6 v B, P BT IR 44 2 URE S vt
(NS

24 WA EE R 1 - 3FP AT — T BT iR B Ak Bl i 46 6 v B, b BT il 44 B i i e i &4

A R B TR DR i o & 1

25 WIBLRNEL SR 1 - 3FRAE — T BT il B Ak Bl i 46 6 v B, b BT il 44 B i i e i 4
A P B RN BB — P R B B S SRR S A

26 WL ZER 25 Fr ik P B AR BT IR 45 6 B, R iR 88— du i B Cla B 1, FTid 56
PR AFE RIS HE i v R PR R

27 QAR B R 25 B ik M e AR Bt iR 4 A v B Fe b ik 28 — e e B 3% Bk ER 1 2 Ak
(TR) JR B =324k (HIR) J 5 W FF A K IR 752 4k (IGFR) K% B i A 2 ARk A G B 1 1 A2
(LPR-1FILPR-2) - [ M# £ 252 4K LCRM197 . SEPNTE B3 HTAA L TMEM 30A &% [ % T 48\ TAT.
Syn-B. ZE K EAG R IK angiopep Ik FIANG1005.

28 . WL RNEE R 1 - 3FRAE — T BT i B Ak Bl i 46 6 v B, b BT il (A4 Bl i ik e i &4
& Fr BoFab  BULF (b)) 7 BLeliFab” FrBe.

29 . AR R 28 BT iR (M fi Ak sl I 45 & Fr B, Herh BT ik Fab Jr B ITIRE (ab’ ), Fr B Ek
FridFab’ A BUE 2 T AR K Bk B 58 4 (1) o 28 5 1

30. ANAUF SR 28 BT iR [ fi Ak sl I 45 & Fr B, Herh BT ik Fab fr B ITIRE (ab’ ), Fr B Ek
fiidFab Fr B 2 F AN Kbk BAA 5 A e .

31 BRI EE SR L - 3T — BB R ZE SR 2 BT iR I B AR Bt SR 45 & v B, o il fi 44
BTIAPUR S & A B 5Lk bl &, I h FIC Lo A s 1

32 WA ZER 31T IR B B AR BT IR 45 6 B, R Frid AE s 2 (D Cla 5 B &4t
Haifr, (2) Cla5CIrgi &, (3) Cla5ClsEifr, (4) Cla 5Bt 2 A4 &, (5) Cla 5 5%
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3454, (6) Clq5C- N A (CRP) 454, (7) Clq 5BRIECLq%Z2 14k (gClaR) 454, (8) Clq 5
FMAESZARL (CRD) 456, (9) Cla SB-TEMFF R AL G, 80 (10) Cla 58 ME R4 & .

33 WIAURI SR 31 FTIR M SR BB iR 4 & B B, Sorp BT iR AR s 1 2 () AR A MATE ik
T RIS 5 (2) PO R RIMAR (4 56 200 it 25 P4 () B0, (3) CHBO0 1ML, (4) i 5 2%, (5) B- 4 A
Prkr=E, (6) M IRRAMML R, (7) T- i3G5 , (8) AHA A T r=2E s (9) /MK i 4r e » (10)
B A G RN 5 (11) A ER A 28 A 1 AW /R FH 5 B (12) FIMARSZ A4 3338 200 R P 350

34 WIAUR B R 33FTIR M LAk st S5 45 & B B, oA CHB 03 If AL 46 N /N B AN/ 350K R
CH507 1L

35. WIAUR] #E 3K 33 - 34 v AR — T Tk (M e AR B BT IR 245 v B, b Frid BiAk sl o ik i 5
GE4 FrBRE LL/N T 150ng /N T-100ng « /N T-50ng 8% /N F-20ng i 751 & o A 28 250 % A CH 0%
.

36 . WIAUR] #E 3K 33 - 34 v AR — T Fr ik (M e AR B BT IR 256 v B, b Frid BiAk sl i ik i 5

GG R BUIN20: 12 1.0: IFEHE/NT1.0: I E St &4 5 Clg.

37— P oy B Z AR, BTk 70 B 10 22 1 1 R B0 46 S B SR 23R 1 - 3 AT — T FT IR
PR R S & BE AL IR 17 51

38. Mo B 15 SEAUA, BTid 43 25 1) 15 —E 4 A LS AUR) R 3T Bk A% R 17 471

39. — MG GV, BTk 2594 A W) B G W AUR B2 3R 1 - 3H T — T IR 1) B sl
gha B UL R 2y BT I A

40 GIAURIZER 1 - 39 AT — AT IR I BT AR BT SR 45 & B B AE il T8 97 5 A MATE L
FHIR IR0 (1) 25 0 v 1T 2 FH

A1 QBRI ZE SR AO TR 16 B2 FH , FLHp BT I 5 R MATE A0 A S IR 995 2 AR 2 1R AT PR T

A2 UORURIEE R A1 il () B, oA BT IR SR 22 1R AT PR RE 5 SR Al 5 R B R 20
AR

A3 GIBUR BE SR 41 SRR ZE =R 42 B i (1) 8 F A BT I 0 22 3R AT 14 9 E -5 08 T MR
52443 (CR3) /CIBLAMASZAARCRL ) T fih T2 A %

44 OAURE SR A1 - 42 AR — T IR () B Herh BT i b 22 3R AT PR hE 5 OB T B VS

PER FRAMAZ BT A K
A5 WA ZER AL - 427 A — TR IR IR 2 5 HL v B A 3B AT PR 0 5 /0 JB S 4 it xe
S i R A AR A %

46 . WA ZER A1 - 427 A — T IR IR 2 5 H v i i 4 3R AT P ik e B Bl 7Rk I TR
T~ LS G Ve R B ALRE 2 R MR AL S O IR LS ELIE S R AN R AR AR - R R 2R A Ik
(GBS) EAEALIC 7 KIGNESEREIE A BEPEWLZE A L R S B0 0E S I < AR 0 A3 S W

AT WA ZER A0 BT (1 B , B mp i 55 A A AR AR SR (K 150 A& RAE R B 5 B
PRI BACH R 1 o

A8 WA ZERAT R (1 L B rp i A0 « B B S e o ml A 2 TR ik 0 AR
I JEFRE S RGRIE R 28 (RA)  SPERPIR A B 255 AE (ARDS) =) & SR afiL AN 3 2 I 1Y
s AR5  BLR RIS IRIE R B R S 3 B B /INER TR B A MK R ARSI L
FEASE400 5  ) Te AR B EK A B D RE R b  TT Y R A 1 B /N BREF 8  T AW 0 Sk W 3
2 B EMAE BB IR SR GORE VB PETT A OCIR Bk A OGHR L BB AR R L M B

4
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BEARPE (AMD) AMD - 82 14 b LR S5 408 L Ik 24 S I 457 387 A (CNV) 7881 6 52 48 i PR 9 8L IO 075
A G I P A R P AR R P 98 IR PR IO ST A S B R 9 B BRI L T A /N i AR
Do) I 765 R IR 2 2B S T 3 ML A B B8 46 (NMO) LI s e 55 i BEL € (CRVO) £ B i 5
TR I AT A S R P B P A A 2 55 AR AR 2 | 1 E A ) R A8 R A A
PR AL IR B L 2 7 A P 4 B PR R 1 A A T 4% 5 R S A X S A%\ BT B A
A FHIRE 1 AMD &5 1995 B sh ik 98« 45 715 M 2 R e sl ik 9%« 2 R REARE Vi SR HE R R
IS ML 325 AT 02 1 BH ZE 14 il 5 (COPD) 18 Hiy RIS N A il 48

49 WAL B SR AT IR B B Hod 5 % MATE A AH S B A2 B & S B0, Frid 5 &
T B PRI F ERENLTC /7 1RIBE PRIPT e AR EG FFPR MR 48 Bl AR AR P95« FLBE TS « 7 2 RELEG e
M BT I A8 M R R R S G P I B ) PR £ A AE KT 98 5 K b
P HIRE 52 IR 92 1 IS 46 (HUV) « IR 22 ULIREE < B ik 46 RN =F A% 4 A 28 i

50 —Flal 7 &, BT 77 S B 4 a0 BOR) SR 1 - 3HR T — T AT IR I LA BB s 45
B UL R 25 i B 1, BT 6 10 B AL EE Frd Bk s R Ak &5 & v B AE 7 B BT
[N A LR Y6 T BT 5 M T A AH D PR 5 T3 A 1 2 FH ) U B

51. WA ZE SR 50 BT BRI &, FHp BT I 5 A MR A0 A DG R 5 095 A2 A2 IR AT PR T

52. WL EE R 51 BT IR B A &, Fo o BT # B AT VT RE 5 R A ) R R B R
EHA K.

53. WAL RN EL SR 51 - 52 AT — T i i 1) 5, e AR BT ol A 22 3R AT 14k o i 15 44K T M
2443 (CR3) /CIBLAMASZAARCRL ) T fih T2 A 5%

54 . WAL RN B3R 51 - 52 AT — T A 4 7)1, JH AR BT o e 22 AR AT 1k o i L5 4 T 2
T T B R AAE BT K

55. WIALRNEL SR 51 - 525 AT — T B i 4 71) 5, JH A BT o e 22 AR AT 1 o i L5 /08 e Joia 4
Xof S (1) A WA A %

56 . WAL RN EL SR 51 - 525 AT — T i i 71 5, e A i A 22 3R AT 14 o i 328 1 Rl 7R K 1
B LZE G R BEAIE 2 R MEAEAL IR R B E R AR VE IR E N & 4%
o R SR o

57 . WIAUREE SR 50 BT idk i 7 6, T Hp 55 R IMAR R A A DG 1) 098 A 6 PR « B B e g8
P AR R

58. WL FNEL SR ST BT I B3R 6, F o B 28 M2 « B B S e 2 g B A i 2% TRk B B
PRI BEFEAE S KGR AE G 2 (RA) 2 VERRI 238 25AE (ARDS) SR I AN P E v 2 J5 1 i
Uit A ZR A5 B 98 R IEIE BT 6 I S BB ANERTE T 2 FIRKE 28 VARG IR L O i
(SIS I T AR SR A B D ek i  TTRY B AR 1 1 /N ERYE 28 L T A i SVt 1S 2 v 1%
BREE (A IME Ui IR 4 AORE VB T M5 IR 2k ] A ORI S BEAR TR L 2 R R
514 (AMD)  AMD - #2E  H PR 28 4 | ik 265 0 857 38 A (CNV) ] 267 B 4% 5 R 8L o) 9 2%
it L AL DX PSP 72 L HIR P 8 BIR P I AE8° 39 2 2 0 R DR Bk 7K e 9 2P A R /) i R PR
11798 HR 2H 2003 2 T8 95 AR 2 A B 28 (NMO) A0 194 Jis b ol 5 K FFL 2 (CRVO) £ i 1L % 35
A LR IS S0 A A E T 2 A 2055 A0 AR A 6 | P 2 AR IO 5 A8 Gl o 1k AR A
I3 A% PRI B I 8 e P PR 4 B B S 1 AR A LA 8 A R SRR I AR | BT R AR AR T
ARLE T PEAMD 45 15995 BB K 98 45 719 1t 22 R M Bk 98« 2 R REALRE B S 1k HE e B R If
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VBT A2 MERH ZEME 995 (COPD) B2 Rty R N A4 il 4%

59 . UNAREE R 5T Frads (1) i) &, o b S5 AMA TR A A SR B 2 B & S e Wi, Bk H
By G B o ide H FAELIE 7+ LASRE PRIPE M AR B H PR i 28 Bo] 2k AR DS s AL BE VS o & RELIK
T3~ PRI PR R YR IR B S e PR I MR B ) PR 2R A AIE KR 28 500 1K
MR ILE S5 BRI PE I AE 98 (HUV) RGN 22 WLIREAE 3 30 ik 28 A =F 4 2 PR 28 i

60 . NBCFIE R 1 - 3 AR — T pr iR B Pe ik st B 4 & B A il & T 78 A b ok I 2
fib (1) KR B R A R

61. WIALRIE K601 N, Hrh Brid 5 R 2 & PR el bt i 45 6 7 Boe @il sug 4
ARAT L] ik BUR B IE B I 7 RS Z 32 R (PET) (X- I etk H AL Z T AR L5
TR EALE Z 85 A (SPECT) (iHEHLW Z 552 AR (CT) Al m] v H ALY JZ T AR
(CAT) .

62. WAL R E SR 60 BT iR 1) B , e v o6 5 5% fh 45 A i e AR BPT IR 45 & R B R R 2 it
TR PR AN A S fi £ B ) B

63 . WA ZE K60 Fr iR 1 B F  He b Bk ANk B PR IR AT P 5 B ) B A 95 o

64 . GNACRIEE R 60 Frads (19 B FH 5 e o B R A A v 1) 5 A 5 8 AE — By 1) N i AR &
F H s A A 5 i 25 % Bl B TR A U

65 . UNBUFEE SR 64 Frads 1 82, 9% fisk 58 ][] 1) 25 % 2 0 i 42 0B AT 14 96 5 B 5 B e
TR ST 2T &
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NiBH-#MEEFC108n i B E N A

[0001]  AHZK HH

[0002]  AHITEZLR 20144511 H5H $2& 521 56 [ i H1i%62/075, 793 AR, il 1 51 F 4%
HAERNBEIFAARL.

[0003] i

[0004]  1.45idk

[0005]  AAFPE K PiCLabifk LA J AT I 772

[0006] 2. AHOGH AR FA

[0007] 3 2 HAMAIVE AL 5 VF 2 BFIRDUAE 5%, B35 2 Mh R AL AT B S e o 0K, #MA
RGO AR WP IRAT PSR ) R B2 DTk « BT &, AMA R T, 1 40Cl g , & 2R
W LE #2270 R i b 20k, 9F HoAR B iR RALKIE R - 2 W, B0, 36 B & R A JF SR
Nos.2012/0195880/112012/328601 « i 7R 146 5 1 5 fiph 5 5% S 1 ibi & & w0 (1) J 1T (P2
A BT”)  AE I 2 00 SR ik 25 2K, e Sl A AE A AR R i e, S BORR 2 3B AR RTA SN R
FEIE 5 1 28 AR R R 22 3B AT PR 1 2 Je v, T s 1) 5 i A R 3 A i JIORT R ) 25
SR TTHR o AH I, B AP 22 TeAMA IR R IR A A OR3P F o B TR S8 R 3, v R kM
DRI 481 an C 1 q F1R) 35 PEE A W 9 2 A T S5 B 7 1B SR A 2 2k I el i 20 AR AT 1 5 T 1 3 g A B O
W2 A FE T A RIRGR B VR T T S o

[0008] 3 Iz R fiph 25 O AN 9 2 W BAREAT LA AR MA R 7B anClq oy H B B IR IT B AR
AR AT M58 0 FE R 2R I BRI UL 40 1 R AL E | 2 R AL T OGIR VLR Bt 7R
AR HIREEERE WS RRA 7 L WREE .

(00091 | H A 9 tEAH A PR & i aMA b At A4 oE 2 21 (B W, Bl Klos A.et al.,
Mol Immunol.2009,46 (14) ,2753-2766;Carroll S.&Georgiou G., Immunobiology 2013,
218(8) ,1041-1048;Tuzun et al.,J.Neuroimmunol.2007,182,167-176;Nelson et al.,
J.Clin.Invest.2006,116:2892-2900;Heinz et al.,J.Immunol.1984,133,400-404;
Jiang et al.,J.Immunol.1991,146,2324-2330;Trinder et al.,
Scand.]J.Immunol.1999,50,635-641;Hwang et al.,Mol.Immunol.2008,45,2570-2580) »
FIH ATy, HACsH MgiAAEcul izumab (— P RAMATE IR A 017 K45 7 M e
#:Eculizumab® 8485 LA T-96 77 B PR BEAR P 10 21 25 (1 JRAE (PNH;Hillmen et al. N
Engl J Med.2006,355 (12) :1233-43) .

[0010] PRI, 75 R SAMAE R 1 4nCl oy P 255 I A A s Ve ) e i
[0011] AL 51 - BT 275 STk, A48 L R 18 A JF SO, # i 51 F H 4506 9
NN

[0012]  f&jiA

[0013]  ASCHEft 1 NIEAHICT aft i As I AL ACL Bt iR i) 7 92

[0014]  FERLLETTI , AN IR AL 1 5C1adE A Rt as & NIRAL ST, Fod prid Hidi
55 BB P AR XA N B BEAE E X, b il S P AR X B4 FabIX, I H B iR 41 i X 45
FelX , o fridFablX 5ClaiE AR tEgs &, I B pridFe X ARESE S ClaiEH .
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[0015]  7F— L& n] 54T & Ak S 77 RAHL A 1 S2htE 77 B, BTk Fe X AN RE 7 5 4TS
PE o 7E— 2] 5L R AT IR St 7 AL G 1) St 5 2, BT IR Fe X AN B 15 5 Bt A 4 it 4t
B (ADCC) o 7E — S8 ] 54T 5 /i A 5t 77 AR A st 77 S, Biridk N LB 1 2 X 2 A
[gGAE 18 E X  fE— L8 n] 5T R TR St 5 ARG 0 SLiti g 2 rh, it N 1G4 E BE1H
SE X AFESEQ ID NO: 37T AR 7 41, 5l HAA 5SEQ ID NO: 37 iR 2 B R 7 31 2 /0 4
90 % [A) 5P ) & LR 7 51 o 7F — S8 ] 54T 5w S it 77 RAHA & 1St 77 b, Frid A
TeGAE FE1H T X A dEFelX , 3 HH ik Fe X A 3E — AN a8 2 MBI . 76— S8 i) 54 &R
ARSI T RAHE A ST =, TR Fe XA G — AN el E 2 AN Z R B e . 78— 2] 54T
AT S AN A I S T R, TR e X A5 AEAR P Kabat 4 5 0 U 24847 s AR &

BLIR B e o AE L] SAE RATIR 5L it 7 AL A B Se it 7 S, Pk Fe X A AE R fEKabat
G5 LI 24807 53 AL S S IR B4 S BRI B o 45— L2 W] AR AT IR 5L it /7 SR AR & 5K

i 7, TR Fe X ZE MR i Kabat 45 #0248 47 55 b 1) 2 8 B e 4T 1] BT ik Fe [X 5 Fe 32 44
() ) AH EL A FH o E — S8 m] 54T 250 Fi R S it 7 8 AR & 1 St 7 R, Bk Fe XA 46 7R AR 4
Kabat 45 #0124 167 25 A 1 G FE R B 45 o 78— L 0] 54 75 5l iR S it 5 S8 AR 4L 45 1K) S it 7
H, FTR Fe X A 5 7E R i Kaba t 45 5 M T 24 1457 pii Ab ) 22 20 BR 3) Fi EUR 1) B 46 o A — ] 5
TR AT St 7 AR G St 5 o, BT IR TEAR i Kaba t 25 F1 I 24 117 st Ak 1) 2 56 1
PP 157 BT oA o 0 B e 4 o AE — S8 AT 54T B AT IR St 7 AL A SL i s R, Arid
PUARELEE, FTiAFc X BFESEQ 1D NO:37TMEERRIT ], 838 B 5SEQ 1D NO: 37 ATk &
FBRFEHEADLIT0% /D LIT5% B /BZI80% & /#4185 % L F /D #4190 % B % /#4190 % [
PR T IR 7 51 o 7E — S8 ] ST R AT IR St 77 A A SL i 7 b, frid ik Fs &
e ] AR S R AR B AT AR g, FLHh TR B AT AR S AL HR I FISEQ 1D NOs: 1-4F R ER T, 5L
HHEAHEHESEQ 1D NOs: 1-41 FriR IR 7 51 22 /0 2990 % [ Y5 P 2 L 1R 7 41 75—k
A ST B AT IR St 7 AR G 1) St 7 S BT e ] AR S 45 %6 F SEQ 1D NOs:5-8f1
REMTH), iFH BA 5% ESEQ 1D NOs:5- 8 Ik & FE W2 1 51) 25 2 4190 % [A] 5 14 1) & 5k
[

[oot6]  FERELCT T, A A FFIRAL T NIRMBTCLabiik , B BLR S & B, Brid ikt ds
B ] AR S RN AR A ] AR, b BT IR B A v AR S FE L H SEQ 1D NOs: 1-4M R LR T A1,
BE BH S51EESEQ 1D NOs: 1-4f Frid &L IR 1P 511 2 /D 2190 % [F] Y5 1 1) L R 1 51 o
[0017]  FERELCT T, A A TR T NIEMBTCLabiik , B BUR 4 & B, Frid ikt ds
B T AR RN AR B T AR, FHp BT B T A S A0 45 1% I SEQ 1D NOs:5- 8 &R 741
BE BH 51k ESEQ 1D NOs: 5-8H FTid & LR F¥ 51 2 /b 2190 % [F) Y5 1t (1) B SE R 1 51 o
[0018]  FEMLULT I, AN FFIRME T NI BIC I qfiih , BRILHUIR 45 & 7 B, Frid i 45
a) H 4 T AR I, P ik HE A AT AR 35 1 SEQ 1D NOs: 1-4f & LM F 4, 8iE B 5ik H
SEQ ID NOs:1-4f#1 BTk & LW 5 51 48 /0 2190 % [R] Y5 1t (1) G LR 5 51 5 /B b) 4 m] ARk,
JIT i i 4 T AR IR LG %6 H SEQ D NOs:5-8IZ LR 741, i3 B 5% HSEQ 1D NOs:5-8
BTk S L R 1) 22 /D 2090 % [R5k () R L R 5 31

[0019]  FERLUET I, AN TR T N BIC ot , BRILHUR 45 & 7 B, Frid i 45
a) H4E AR, BTIA B AR T AR IR A FESEQ 1D NO: L& LM 771, 8% H A 5SEQ 1D NO: 1
(11 T IR Z LR T 51 22 /0 2990 %6 [R5 I R BE IR J7 51 5 Flb) A2 B mT AR5k, BT A 2 % v] AR e
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I HSEQ ID NOs:5-8HIZA AL 7S, Bl A 5k HSEQ ID NOs:5-8H] BTk AL Fr 41
Z /02190 % [RIUEVE R Z LR 7 51 o 7R FELL T T, A A FFHEAE T ANJEAPTCLaPi A, B Ht R
g6 R B TR PR B s a) BB AT AR, BT IR B ] AR I AL R SEQ 1D NO: 209 & R T 41,
8 #H B A 5SEQ 1D NO: 2/ Firid & SE R 7 51 45 /b 2990 %6 [R5 14 (1) 2L TR 7 471 5 Fiib) S ]
IR, BT iR B 4 T AR IR0 45 1% SEQ ID NOs:5-8[IS K741, sk B 5% HSEQ 1D
NOs : 5- 8 TR R IEIR T 51 42 /02190 % [R] Y51 (1) IR R 7 51 o 7E L LLT5 T, AN TFHRAE T A
JERALPUCLabudl, BB E 45 & B BY, FTiR PUik (045 - a) 555 ] ARS8k, i 2 8 ] AR I A 45
SEQ ID NO:3MIE IR 74, 8 B 5SEQ ID NO: 3/ Alrid & L g 2 41) 28 /0 2190 % [a] 5 14k
(1) 28 B8 7 1) s b)) A ml AR I, iR 2 % ] AR S (0 451 FI SEQ 1D NOs: 5-8f & EEIRIT 41,
B BA 5 HSEQ 1D NOs:5-8M AT & F 1R T 41 28 /0 2990 %6 [R) Y5 I Z L BR )7 41 o 70
SETT T AN TR T NIEAPTC o, UL PR 45 A A B BT iR Bk L4 :a) HBE AT AR
5, EAE ] AR IR AL FESEQ ID NO: 4R 2 Ry 41, i B 5SEQ 1D NO: 4 Frid & LR 7
F 28 /0 2190 % [H) Y1 H 2 IE TR P 41 5 Fllb) 6 B mT AR Ik, Fr i 42 i ] AR 48 B $5 3% H SEQ 1D
NOs :5-8HI A F R 41, Bl B A 5% A SEQ ID NOs:5-8f AT ik & L2 5 41 & /D £190 % [7]
PRI E IR 75

[0020]  FEHEUETTTH , AR AT T ANJEATICLaiig, sl PR SEA R B Frid iR ads -
a) ELE N AR I, TR A% T AR I 5 EH SEQ ID NOs: 1-4f & B 7, g B HikH
SEQ ID NOs:1-4f1)Fik s 58 7 71 2 2 2190 % [8] Y5 1 1) S 2L 88 75 1)« Flb) Bk ] AR 3, iy
AR HE ] AR A FESEQ 1D NO: 5 R EMR 7 1), 5 FAA 5SEQ ID NO: 51 pridk Z 2L 8 7 71
Z /02190 % [RIJEVE R Z AR 7 51 o 7R FELL T T, A A FFHEHE T ANJEAPTCL ok, B HT R
G R B TR PR B4 s a) BBE AT AR, BT IR B ] AR I AL HE L F SEQ 1D NOs: 1-4/) &2
B 74, 8 BA ik HSEQ 1D NOs: 1-41 BTk Z Z 1R 17 51 22 /0 2990 %6 [R) P51 1 = L 1R )7
1|5 Flb) 255 vy AR5k, ik 8% vl AR W HESEQ 1D NO: 6 & FEFR 741, B3 L 5SEQ 1D
NO: 61 T id Z R T 41 22 /0 2990 % [R5 I R L TR 7 51 o 76 R SE 7 THT , AN TR AL T A YA
HTClaPiil, s BUR S & F B, Frid Bk B4 : o) SE4E AT AR SR , BTk 2 55 v A I A5 i 5
SEQ ID NOs:1-4MZIEIRITH, 8iE B A 5L HSEQ ID NOs: 1-4frid 2 B8 75 22 /b 24
90 %% [R5 1) 28 F2 IR T 41 5 Flb) A2 AT AR 48, iR 42 55 T AR S AU 5 SEQ 1D NO: 7H) 2 B IR J7
H, 8 HA 5SEQ ID NO: 7TH) Bk 2 LR 7 41) 28 /b 2790 %6 [F] Y5 14 1) 2 L 1R 7 91 o 72 R 8 T
I, ARATFHEHE T NIRAPTCLabuil, SR BT R 456 Fr B, Frd i 614 < o) BE8E n] AR 3, Ay
B EFE AR ARG E H SEQ 1D NOs: -4 R MR 7, 308 A 5iE HSEQ 1D NOs:1-4[)
BT i 2 B R T 41 22 /0 2990 % [R1 R M R S L 1R J 7 51) s Flb) 328 ml AR5, BT ik 2 % v AR 3 f, 45
SEQ ID NO:8HIZ R 74, 8 B 5SEQ ID NO: 8i ATk & HL g ¢ 41) 25 /0 #4190 % [] 5 14k
MR T 5.

[0021]  FEHELLTT T, AR AT T ANJEATICLaiig, s PR 45 & B B, Frid iR ds -
a) LRSS, BTk E A 0 AR I A HESEQ 1D NO: 1 LR 741, 8% B A5 5SEQ 1D NO:1
(11 T IR Z IR T 51 22 /0 2990 % [R5 I R BE IR J7 51 5 Flb) A2 B mT AR5k, BT A 2 % v] AR e
FHSEQ ID NO: 5/ EIERR 741, 8l B 5SEQ 1D NO: 5/ Bk &L/ - 41 2 20 2990 % [F] YA
PER R IR 7 5 o AR LT T, AR A FFHEHE T NI FCLabuid , BRI HTUR 45 & Fr B, Brid 4t
WRALHE s a) HBE AT AR, BT IR B4k 0] R AL FESEQ 1D NO: 1R BRI 75, 8% B A 5SEQ
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ID NO: L BTk G LR 7 51 22 /0 2990 % [R5 1 1 L R T 51 5 Fib) 4 ] AR5k, i ik 4 B T
I ALFESEQ ID NO: 6] 2 B/ 7 41, 8 B A 5SEQ ID NO: 6] ik 28 FL 18 /7 51) 22 /0 4
90 % [RI RV I S BRSP4 o FE RS T T , AR A FFFEAE T AN HICLabidh , BRI LR 25 &
B BT AR (045 < a) EE4E A] AR, BTk BE6E ] AR I FESEQ 1D NO: L& IR 7 41, B B
A 5SEQ ID NO: 1K Pk s JE R 2 41) 28 2 2990 % [R) U5 1t () 2 I R 2 1) s Ab) %2 % ml AR dek , iy
AR HE ] AR A FESEQ 1D NO: TI R EMR 7 1), 5 FAA 5SEQ 1D NO: 71 pIridk Z 2 18 7 71
Z /02190 % [R)JEVER Z AR 7 51 o 7R FELL T T, A A FFHEAE T ANJRAPTCL oA, BT R
SEA BB TR BUARELEE < o) BEBE AT AR, FTiA A v A FESEQ 1D NO: I &R 741,
5 #FH B A 5SEQ 1D NO: L BT b & B R 7 51 42 /b 2990 %6 [R5 14 (1) 2L TR 7 41 5 Filb) S ]
AR, BT B AT AR I B FESEQ 1D NO: S &R 741, BiE B A 5SEQ 1D NO: 8Tk &
TR 7 51 2 /0 2990 % [R1 M I R FE R FE 51 -

[0022]  FRHELETTTH , AR A TR T ANTEATICLaiig, s PR S A F B, Frid iR ads -
a) A A AR, Frid B BE A AR A 5 SEQ 1D NO: 2/ R IR P4, i FL A 5 SEQ 1D NO: 2
(11 T IR Z SRR T 51 22 /0 2990 % [R5 I R L IR J7 51 5 Flb) B2 B mT AR 5k, BT i 2 % m] AR
FESEQ 1D NO: 5IE LR 741, 8 B A 5SEQ 1D NO: 5/ BTk & LR 7 51 45 /> 2190 % [F] Y4
PER S BE TR 7 41 AR FE L T T, AR A FFHRAE T NI BiCLabifd , BRHE LRSS & B, Frid bt
R ALHE :a) HBE AT AR, BT IR B AE 0] R AL FESEQ 1D NO: 21 & WL /741, 8% B A 5SEQ
ID NO: 2/ TR G 2L R 7 51) 22 /0 2090 % [R5 1 1 R R T 51 5 Fib) 4 T AR 5k, i ik 4 Bt ]
I ALFESEQ ID NO: 6] 2 F:Me 7 41, 5 B A 5SEQ ID NO: 6] ik 28 FE 18 /7 51 22 /0 24
90 % [RI RV I S LR 7 51 o FE RS T T , AR A FFFEAE T N FCLabidh , BRI LR 25 &
B BT AR (045 < o) E4E n] AR, BTk BLAE v AR I A FESEQ 1D NO: 2 & B 7 1), Bl A
A 5SEQ 1D NO: 2 BT ik S K8 e 71 2 /0 2990 %6 [A] Y5 P ) 28 FL 18 15 471 s Nb) A2 B v] AR 3, B
AR HE ] AR AFESEQ 1D NO: TI R EIR 7 1), 5 FAA 5SEQ 1D NO: 71 pIridk s 2L 18 7 71
Z /02190 % [RUEVE R Z LR 7 51 o 7R FELL T T, A A FFHEHE T ANJEAPTCL oA, B HT R
SEA B TR BUARELEE - ) EEBE AT AR, BT B v A FESEQ 1D NO: 2/ &R 7741
i #H B A 5SEQ 1D NO: 2/ firid & BE R 7 51 45 /b 2990 %6 [R5 14 (1) L TR /7 471 5 Filb) S ]
AR, Fr iR BB AT AR I B FESEQ 1D NO: S AR 741, BiE B A 5SEQ 1D NO: 81 FTid &
TR 7 51 2 /0 2990 % [R1 I I R LR FE 51 -

[0023]  FEHELETTTH , AR AT T ANIEATICLaiig, s PR S A R B, Frid iR ads -
a) H LA AT, BTk B A A AR IR A 3ESEQ 1D NO: 3 A M 77, 8l A A5 5SEQ ID NO:3
(11 T IR Z LR T 51 22 /0 2990 %6 [R5 M I R BE R 7 51 5 Flb) A2 mT AR 5k, BT A 2 % v] AR e
FESEQ 1D NO: 5/ LR 741, 8 B A 5SEQ 1D NO: 5/ BTk & LR 7 51 45 7 2790 % [F] Y4
PER S BE TR 7 4 AR FE L T T, AR A FFHRAE T NI BTCLabifd , BRHE LR S5 & B, Bk bt
WRALTE ) FEE AT AR, Frid B A AT AR AL FESEQ 1D NO: 3R IR T 41, 8 B A 5SEQ
ID NO: 3 BTk G LR T 51 22 /b 2990 % [R5 1 1 L IR 7 51 5 Flb) 4 ] AR 5k, i ik 4 e ]
I ALFESEQ ID NO:6[) 2 B/ 7 41, 5 HA 5SEQ ID NO: 6] ik 28 FL 18 /77 51 22 /0 24
90 % [RI RV I S LR S 51 o FE RS T T , A A FFFEAE T N HICLabidk , BRI R 25 &
B BT AR (045 < o) EE4E n] AR, BTk BAE v AR I A FESEQ 1D NO: 3[ & LR 7 41, Bl A
A 5SEQ 1D NO: 3HIFT IR S KR e 51 2 /0 2990 % [F) Y P ) 28 FL 18 5 471 s ANb) A2 B m] AR 3, B

10
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AR HE ] AR AFESEQ 1D NO: TI R EIR 7 1), 5 FAA 5SEQ 1D NO: 71 pIridk s 2L 18 7 71
Z /02190 % [RUEVER Z AR 7 51 o 7R FELL T T, A A FFHEAE T ANJEAPTCL oA, Bt iR
G R B TR PR B ca) HBE AT AR, BT IR B ] AR I AL FESEQ 1D NO: 3P T 41,
i #FH B A 5SEQ 1D NO: 3 firid & BE R 7 41 42 /b 2990 %6 [R5 14 (1) L TR /7 471 5 Filb) S ]
I, BT R A2 B nT AR R AL FESEQ ID NO: 8IZIERR 741, 5l # HA 5SEQ 1D NO: 8/ ATk &
B 7 51 /D 2990 % [F) 5 1 1) R 2L R 471

[0024]  FERELETTTH , AR A TFERAL T ANIEATICLaPiiR, s PR S A B B Frid iR ads -
a) A A AR, prid B BE A AR I A5 SEQ 1D NO: 4 &R LR 41, B4 B 5SEQ 1D NO:4
(1) BT iR LR T 41 22 2 2990 %6 [R) YR PE (1) 3 1R ST 41 5 Allb) #2585 nl AR 3, it i 6 % v AR 4
FHSEQ ID NO:5/EIERR 741, 8l B 5SEQ 1D NO: 5/ Bk &L/ - 41 2 2 2990 % [F] YA
PR S BE TR 7 41 AR FE L T T, AR A FFHRAE T NI BiCLabifd , BRHE LRSS & B, frid bt
WRALHE s a) HBE AT AR, BT IR B Ak 0] R AL FESEQ 1D NO: 4R &I 75, 8% B A 5SEQ
ID NO: 4[¥ BTk G LR 7 51 22 /0 2190 % [R5 1 1 L IR 7 51 5 Flib) 4 ] AR5k, i ik 4 B T
I ALFESEQ ID NO: 6] 2 B/ 7 41, 8 B A 5SEQ ID NO: 6] ik 28 FE 18 /77 51) 22 /0 24
90 % [ Y 14 1) 28 2 R 17 A1) o AE HE LS T7 T AR SRR 7 NI HIC I aidk , sl R &5 &
B BT AR (045 < o) EE4E A] AR, BTk BAE v AR I A FESEQ 1D NO: M & B 7 41, B B
A 5SEQ ID NO: 4R ik s JE R 7 41) 28 2 2990 % [R) U5 1t () S L R 72 1) s Ab) %2 % ml AR dek , ity
AR HE ] AR AFESEQ 1D NO: TI R EIR 7 1), 5 FoAA 5SEQ 1D NO: 71 pridk = 2L 18 7 71
Z /02190 % [RUEVE R Z AR 7 51 o 7R FELL T T, A A FFHEAE T ANJEAPTCL oA, BT R
G R B TR PR B s a) HBE AT AR, BT IR B ] AR I AL FRSEQ 1D NO: AR &R T 41,
8 #H B 5SEQ 1D NO: 4 fiTid & EE R 7 51 45 /b 2990 %6 [R5 14 (1) L TR 7 41 5 Filb) S ]
AR, BT BB AT AR B FESEQ 1D NO: 8 AR 741, & B A 5SEQ 1D NO: 81Tk &
B 7 51 /0 2990 % [E) R 1 1) R L R 41

[0025]  7E—SLn] ST R ATIA SLiE 7 RAHM A ISty b, frid bk 5 AClg /MR Clg
TR R A A AR — SR ST T I S 7 AR A S R, BT B AR S KR
ClafE st 45 &  AE — o] 5F BT St 7 ARG 1 Sty 2+, Frid ik 5 A Clgs
/N CLa UK R CLaFr S MR L &5 & o 72— L] 54T SA0 I8 52 7 AR A (1) SE it 7 4, B
PR BURSS & Bah & 5PUAM = HiCla s & Fr Besk i BRI Cla 3R AL, frid bt
PAM1 2 B A ATCCE K5 PTA- 1203991 28 A8 B AR B 5 77 AR 1Y o 7E — L8 A] 54T = ik St 77
FHAA ST R, Frid PR s PR g5 A& B BL A s s BB ARML 5 A Clqali/Mj Clg
(R 452, BT IR B 0 [ U AAML /2 FHATCCE 575 5 PTA - 1203991 258 I8 411 il 22 7 A [ o 7 — 6 7]
BT BT S 7 AL A B Sty e, TR PR R T 162 o AE — e n] 54T = AT i 5L it
J7 A G R SEH T =, iR ik A T1g61 1862 TgG38k IgC4 IR A 7 — L4 7] £ &
i 8 St 7 AR A St 7 S, BTk BiAk B TgGA IR PP AL o 78 — e ] 54T & i iR 5L it
T7 BAH AR ST R, iR PR B RGN TgG41H 58 [X o 7F — 8 ] 54 5 i ik 52t 77 224
HAR ST e, ik NTgG4E i 1H & X AHESEQ 1D NO:37THI = ELMR 751, s B A 5
SEQ ID NO:37HIFTRE LR 7 51 2 /0 2190 % [H) J5 1 1 B IR 7 51 o 46— 6 ] S E R AT iR 5L
it 77 AR A S 7 e, Bk N TgGATE B XA HEFc X o 78— L8 n] 55 & HT AR SL it 7 &
FHLL A IS itE 77 S, BT Fe X ANRESE & FTIACLa® A o 75— L8 nl 54T 2 Al b 5t 77 AR
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AT S, BTRFe X AN RE I T AMARTE 1 o 78— L8 n] 50T 2 AT A SE il 77 R A4 & 1 52
Jiti 77 e, TR Fe X ANBE 5 S PR AR 40 B 25 14 (ADCC) o 7£ — Lo ] 54F B T IR 5Lt 77 S8 4H
HERISLHE T EH, BTiRFe X A —ANBE 2 MEM 7 — L8 0] 54T & A SL it 77 & AH4H
A SETT =, AP XA 4G — AN EE 2 AN R B A — L0 SR 2T SL it 7 5
KL A 0 St 77 22 b, BTk Fe X AL 36 28 A FKaba t 2 5 0 0 24867 A i 8 S B 4 76—
SET] 5T B HTIR St 7 AR G B ST R, BT Fe X AL 4R 7R AR #Kaba t 4 5 AL 24811
A p Kb ) 3 SR B A U P SR R R T 4 o E — ] 5T B AR S 7 AR A R St %
H, BT IR EAR $isKaba t 4 % R 24 8457 s b 11 28 225 1R B ¥ 40 1) BT iR Fe X 5 F e 52 AR 1 A AR
F o AE— L8] 54F B TR SE i 7 AR A RSty R, FridFe X FE fE i i Kaba t 4a 5 #l
241457 pii Kb 1) B8 R B e o 7 — S8 AT ST AT IR St 7 R AN & (1 SE e 7 S, FridFelX
BLFELERR i Kaba t 45 ML 24 147 s A 1 22 20 1R B i 20 BR 1) B 25 8 B 40 75— L m] ST 1
RS A A ST R b, BB FEAR Y Kabat 4 5 W 24 17 f A 1 S0 285 R B 46 B 1k
TE BT I A A 10 e e o AE — S m] ST R T St 7 AR A S ity K, Brid Sk 2
RURE TR o 7E— o] 5AE R ATIR St 7 RAHAL G 0 SLiti 7 b, Brid ik & uk T8
A DA v i 2 32 P o AE — S8 ] A R AT IR St 7 AL G 0 St R, BT IR P U
55— P JEURN B 0 A XU S PR AR o E — BB AT 54T B AR St 7 AR AL A R Sty %
H, BTk 28— P E R CLadR B, BT 55 0 it 2 {6 S fanid aod g e s iR iR o A — 2 m) 5
AT BT St 7 RABH A WSt 7 S8, il 28— hu ik B Bk B B 24k (TR) IR B 352
P (HIR) B 5 2 A AE KR 752 4k (TGFR) IG5 2 R 25 1 2 AR AH OB 1 LRI (LPR-1H12) [
W 75 25 32 74 L CRM197 . 25 I B8 Bt 440  TMEM. 30 (A) AR J5i %% S48 . TAT . Syn-B. % ik B8
KR BRIK vangiopep Sk FIANG1005 . 7 — L8 0] 54T & 77 3R S it 77 SEAHAH A& 1) St 7 2, P
RPURLE S BRFab F (ab”) 28iFab’ Fr B o 7E — 50 54T 2 i iR Sz it 77 28 AR 2H & 0 S it
T B iR i B 2 T AT ek A B A R 1) A K B 2L SR A ) i g B L R —
e T] 5 AT B TR St 7 AR A B ST S, Frid PiAs i B e T BT B B A
ARk B R 2 17— 2o ] 5T AT s b 7 RAHA A 1 SLiti 7 =, frid
Pt T ANCLaE A /N T2 10pME /N T~ 2 5 pMi [ 1) Af 25 8 4 (K) o £ — 28 n] S5 R ATk
St 77 S A LH A I SE e T S, BT B T/NR Cla B /N T 2512503 /T 25 5pMis
L A 2 B (K ) o FE— S8 AT 54T R AT IR STt /7 RARA & 10 5Lt 7 R b, Frid $iik 5 C1a%E
SRS, I FIC Lo A0S M 7R — S8 AT ST R AT IR St 7 A A sL i T =,
Bk A s (1) Clg 5 BHiikss 4, (2) Clg5CIrgi4r, (3) Clq5C1s4s 4, (4) Clg 5
fEBt 2 AR A, (5) Cla 5 FIER 344, (6)Clg5C-RMEA (CRP) &4, (7) Clg5EkIE
Cla%Z4k (gClqR) 454, (8) Clq 5¥MASZ 441 (CR1) 454, (9) Cla 5B-TEMEER A 454, 5t (10)
Cla 58N E AL A AL — 0] SAT R TR St 7 AR A S0t 7 7, B il 22 P 14
(1) £ B A MATE A0 8 2% (0TS 5 (2) PUARFIAMAAR 0 Mo 7 1L 030 5 (3) CHB0% I, (4) e fil
F5, (5) B-4UiPiiAR =4, (6) W o= s, (7) T-4HME 38 5E , (8) AP T 7=k, (9) /N
JoR 20 PR 5 (10) BAp S35 IR e 87, (11) Ak Bs #i 8 R R 1) AW A FH , B (12) #MASZ 4423 (CR3/
C3) 1A 4 M 1) PO o £ — L8 n] 54T 2 5T IR S 5 8 AHZE A 10 St 5 2, CH5 0% I 0, 4
N /NER AN/ 85K B CHA 09 1L o 7 — S8 A] 54T 52 i 3B 52 it 77 RAHL A 10 s it 77 =, Frid bt
PARBE A RN 2 22150 9% 3 2 /D 2190 % I CHA 03 I o 7E — S8 ] 5 4E 2 HT iR St 5 AL &1
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ST ZEH, FridBuARRELL /N T 150ng . /N T 100ng « /N T-50ng B /NT-20ng [ 771 & o A1 %2 20
50 %6 (JCH5 0 Il o 75 — L& n 54T 52 Hi ik S it 5 R AHAH & 1 Sty 27, Brid P L 20 1
F1.0: 1MFEHEEVNT1.0: LIS S i B 455 C1q.

[0026]  FERELCTI I, R AFFIRAL T — Py BRI Z AL TIR , BT il 40 B 1) 2 % T IR B H6 w5
1T AT SE 7 S Bk NIRAPLC LB AR B AR ST 51 o 2 FE L7 T, AR A T4 T —Fho3
B TE AN, BTIA 43 85 00 A 3 40 AT R St 7 & TR I AZ R I 4 7E R e T
I, AN FFHRAL T — M2 &9, BTk 2590 20 & W) A F5 AT 2 A0 18 5 e 75 & il 1) A8
HCLa PR RN Z 2% b T 8252 I A

[0027]  FEIELCTT I, AR A FFERAL T —FPAE 55 B PR I I AN v T B 5 A MARTE AL
FHOR ()90 ) 732 » i 3 7 32 A0 95 it Y6 7 8 2880 B AT R AR S e 8 i N AL Bt Cla it
R IR AE AT T, AR A TR T TE R ZX AR IT I M s G T BB 5 A MA TS
A RE SR 98 (P AT R BT IR S it 7 S N IR BT Cla ik o 70 HoAth 5 T, AR A T34t T AR =T
R St 77 R NIRAPTCL o TR TE i1 B 15 75 B PG 7 AR va T BT 5 MRS
AR SRR I 259+ 1) &

[0028] 7% —LLu] TR — S 7 RAHLLA IS hE 77 Srb , AT i 5 A MAR TS A0 AF 22 1) 95 T
& A IRAT YETAE o /£ — L8 0] 5 {T IR AT — St 77 ARG 10 St 7 b, i P2 1R 47 1%
TRIE 5 Rk 5 R BB R AN G IE A e o (F — S8 0] 5 AT IR AT —S2 i 7 AR A 1 SL ity %
BT A 2 3R AT MR IRORE 5 A5 T A MACSZ A3 (CR3) /CIBRAMASZARCR1 Y SR ik 5 R A5 2% o 1E
— L] 5T IR AT — SE 7 SRARAL A ISt R, BT #R R AT R AE 5 R TR R
(1) A S BY A 0% o 7E — L6 ] 5 R A — St 7 SRAHAL G B SE it R, BT IR 4B AT 14
i 55708 JB A0 B X S A ) WA P 6 7B — S ] 5 AT IR AT — SE e 7 AR A 1 St 7 5
TR AR SR AT PEIPRE L T A R 2K R R S LS 4 e R A AL E L 2 & METE AL L 75 6 HR L
EEMEFRAR FE-ERIZESE (GBS) EIENLTE /7 RIE R R IEIE CH B SE
PR &% B RE A 4 A% AN AW o 7F — L8 m] 5 AT IR AT — St 77 AR A 1 SL il 5 e, ik
5 MR A A DR 0 2 005 72 48 TR 05 « I B B P o B 2 R o 7E — L8 BT 5 i IR AT — St
7 AR A B St 7 S, BT VRS « B G 028 55 95 BT 2 YR 3k 1 0 RS < LR RE
HRIBMETTT R RA)  EPEREIR 530 23 A0E (ARDS) < J&3 780 i I AT VEE Y 22 I P 3 i £HL 43 453
15 ARSMEIR T AR FE A AMATE AL LA R IEHE RGP K K S 80 /N BRI B ¢
FRK A 98 AR AMIE A O A5 500155 3 10 e TR ST R P B2 Th R R 15 11284 B 8 2 P /N Bk
2 TgNBE I S0tk 208 A ERER [ IURE PR AR 25 &08E VI8 ME T A 5 R SV 7 Ot
AE B B AT M 2 AR MR B BE AT M (AMD) o (AMD- @tk i T bR 25 4 ik 248 Bt Ifn 5 3 2E (ONV)
1 0 55 98 PR S A DX B A8 sl dfL P A0 D) B A IR PR 8 AR PAY L6 3 2 9 0 R PR 2 B
TIPS 975 B T AL 20 o 400 PO 1 765 98 HIR 4L 207 0 0 8 3 AL A 22 5 i A8 (NMMO) 400 19 fi v ol
Kk BH ZE (CRVO) A IS I A5 387 A2 A0 I JIBE T 30 A2 R TR T8 A% PR A AR 22 95 A8 AR 98 L
FE PR IO 75 A8 Gl I 1 AR A 28 9 A8 A0 PR I A % L ANCAUITL A 8 L 32 /R B2 AL ] S 25 L 47 IS
FAS T HRAE TP AMD 25715905 B3N ik 98 &5 15 1 2 e VEBh ik 48 - 2 I BEAGRE B M HE e L i
SRR SR VR0 AT A 1 B ZE 4% i35 (COPD) 12 it IR N A i 4 o 76— L6 ] 5 A7 iR AT
— St 7 AR A Sy R, 5 AMATE LA DG 2 B B R B TR &
P e H EAENLIC 77 TR0 FR 95 A A G BRI 48 BT 2K A8 s « FLBE VS - e 0 TR IR i
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B TS YE R IEIE « I G B P I I 3L ) TR0 8 A A1 S JOKE 48 307 AR RS ot
iE SRR PR LA 28 (HUV) XA 22 U RE S8l Ik 98 0 34 40 PR 2 i

[0029]  FERELCT I, AR A FFHEAE T — PR & AN B2 Ui 15, BT i 7R e AR AT IR AT —
St 77 S AT IR N VEAL BTCLaPu i , BT i 028 Ut 0 P A 5 43 Al i B e 75 X FlR T 10
ARG BRI 5 M S A A S R 0 R U B o 7E — S8 S T SRR, BTIR S RMATE L AR
TP A PR AR AT PRI o 7 — LS 7 R, BT A 8 IR AT PR AE 5 R A 1) 5 SR B &
KA TR R AT LS Brp , T iR PR I8 AT M 3 i 5 4K 5 T M 2 443 (CR3) /C3 8K
AMASZARCRYI T fish 5 A 0% o 75— S8 St 7 B R, BTl # Z0aB AT 1 o3 R -5 A0 T 335 2
(1) RS B A 5% o 76— S8 St 7 R, BT b 2B AT M0 E 5 /0N I 5 400 P ot 5 fik (1) ¢ i A
A 5% AE— 65l 7 b, ik A 2R AR AT PR I E 38 0T 7R 2 R 95 « L8 4 1k ) 2R Al Ak
i 22 R PEREAL T ORI ULSR B FR AR B A5 ARE S A 4 AR 95 RN = SR o 7E — e s
Jite 77 S S IR 5 MR A FH S R 95 A2 48 108 « D B G 2 9 03 B A R 2 1 o 76— S S i
TR BTIR RAYEFER  H 5 92 5 08 B % R I BB R 9 S R JRERE 8 KGR A DR 98
(RA) AR 8 £%A0E (ARDS) R I AN PV 2 5 () ze i 2 2R 40 4% AR AMIE IR R 72
H R RMATE AL B2 LA S RIEIE IR 28 BT B0 B /INER I B 98 FIBKAEF 28 VAR AMIE IR L0
FRE A 55 5 ) e IR BBk N B2 THAEE R AS | T TR R A 14 5 /NER'EF 98 Tg A 95 - U B
AERE A IME FUR AR 25 A06E VIS YETT M35 6IR 2PER AT LR B PEAS M & AR
BEASPE (AMD) b [ bR 25 45 ik 28 W2 I 397 26 (CONV) 78 26 JBE 28 i PR 0 PR PP S0 7258 dfe If. 2k R
P S A AR P 28 AR PR L8 30T A2 3 90 R DR I 8 B 7 e 8 P R /0 A R R . 1“6 988
AR 4 2R B B AR il 28 (NMO) LI i A ke i ik FEL € (CRVO) 71 I ifiL 57 387 A= 400 D) g
I 37 A R Gt 2R A A 22 95 A8 AW A2 5 1 2 AL RR) 5 25 Sl L A A0 A 22 95 25 L 4L R
JEL L8 8 ANCATILE 48 5 /R 5= AW DX JIEE 05 7% i B A% A2 T RIE T PEAMD « 25 715 B 31 ik ¢
SENTIE 2 R B A 2 REARIE SR HE R R SR R SO IR BT 18 B ZE 1 T g
(COPD) 1B Wi FHIE N A Jili 58 o 7E— e St 5 G2 v, Bk 5 AMATE AL AH SC B S50 72 H B S e 9
T3 BT B 5 G 3% e i i 1 ERE LG 77 L ZRRE PRIPS W A T HF DR B 2% B 20k 4 T 075 L BE VS
7, B BB S TR P RS L X B A g M A L B I R L A A K
P90  MCAMAR ILE S5 R Z P I A 28 (HUV) R 22 LR RE S8l Ik 98 0 54 4 PR 28 i
[0030]  FEGLLETSIH, AR A IR T —FhEAFEAL ST IR S it 7 R BT iR i N AL BiCladt
PR B AR — SRSt 7 R, B BRI & T AR ST A TS W BE 7 B

[0031]  FERELCT T, AR A FFHRAL 7 — PR A b 1 SR Al 7 v, 1% R B a) AT IR
E— 5 5 G BT il A it FH N VR BECLa b ik , FTb) A I 5 S A 45 G (P Po Ak » el O A DU B ik
AR AR S ik o E F A 5 THT, AR A TR BE R AT — STt 7 R BT IR PTCL g BT AR LEAL I A R 1
Sl R . FH o 7R A TR, A FF R TR AT — S 5 S AT HC Lo P A A il 28 FH T Az
AN A SR i 1 250 HR I R o 7E — 8 T] 5 TR AT — S 5 AR A SE it B, BT 5
S i &5 B 1) oA A2 388 o A P RRAR B A AS T 5 BT IR A B AR %k B IE B TR W E R
(PET) \X- S & v AL R TR 67 R S ENL Z 552 AR (SPECT) iH BT Z 85
A (CT) Fd i+ FHLWT Z 3 AR (CAT) o fE— L8 n] AT R TR SL i 5 S AL & 1 SL it 5 %
05 S fih 4 G B B IR DR AL 1 6 BT IR AN v S A 5 = 1) e i A — 28] ST
AT — S it 7 AHA A B St 7 R, iR AR B AR AT B B B S - 1
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LR S HTIR A ST AL S RS T S BT A AR 1 S A A A B TR Y 4
HA N, I H i A o 5% fi 5 2% ot I 8] AR o 8 — 28] 5 IR A — SRt 7 AR5
P S i 7 8 v, R Ml B R ] F 25 2R X e 22 IR AT 1R 5 T B B B G 9 G 1 T 9 R T 1

EHo

[0032]  FERELLT T, AR A PR 1 — e U A= A dt b SR A ) T3 3, ik U5 ik B A a) A
PR ZEWIFE il 55 BB AT — S5 SR P (K N JRALTLCT o Ui B2 i, AiTb) A6 I 5 58 fih 485 45 1)
PO S H AU P 3k A 0 ot o ) R o

[0033]  fE— 4L 0] 5 FRAE— et 7 AR & RISt 7 =, rid AR B P BRa) 22
A2 98 REMANMA AT A VIR f o £ — £ 0] 5 Fi IR AT — St 7 AR A & i Sty S8, i
R A PR S ELFE L SO AR AR 2 B M o A — S8 T 5 R AT — St R AR A 1 L
Jr S, B R PURIE I e e 9 6 R S R A AL 27 e e 4 23K 27 (ELTSAFACS 73 #7
G BEUTIE ARSI e N B AR I H 3 A S W JE A i 5 AR

[0034] =4 B , A ST ) 45 AN St 7 S ) — A« SR BRI R W] A2 & DR Rk
ASCER AL AL G AT IR F e ST 58 o AN SRR A (A 2 45 1 103K S AR L e Ty T R A A5k
BORN GRS & S 110 5 WL o

M3 15 BB

[0035] ] 1 1 s T e A . ek AR 110 JTFORE TR o 1R 1 A ] s 5 5 SR R 3R AR pANT VK 1) J5 R
i , [ 1 B 7 B 2 1A B pANTVHGA (S24 1P L248E) (1) TR [ 1 A VHANV I - 360 25
FEDRIZHDNA Fv B, iR BRI ZHDNA Fy B & 3F 7 N & 1 Flpo Ly AFF 1] o PR M B () T8 40 o FH
CMV JE 3T XA, it (TR B 5544k ) 2 HDHFR mini genes

[0036]  [KI2ARE R 7 MIFLAAR ) B8 mT AR X (VH) 238 1% 5 71 AT UL VHAS AV - VH2 ) 2
B 7 A LE T o B 2B 7ML ) B A n] AR X (VH) (2 2508 7 51 AN 5 A VHAR AR VH3 -
VHAR R IE R 7 51 R B S5 o B 2C K s T ML AR [ kappa i B v AF X (Vi) B9 &SR 7 51 A1 N I
P VKRB R VK] -V 2[5 FE /R 7 51 LL o)« B 2D 1 ML AR AT kappa® 5 il AR (X (Vi) fl 2 ik
1% 5 1 AN 5L VRS AR Vi3 - VAR B S BR 21 (R HE ot

[0037] P3P/~ I AZHAL BRI 25 T 3 0 % €60 11 5 TR0 O I e i oz P ik L o AR AP
2ughn# #NuPage 4-12%Bis-Tris#tH , 3 HAE200V Fig1T35%r 8l 43 F Ehnic & T g
{0 [ 2 A b ifEFermentas PageRuler Plus.

[0038] P4/~ AClaFeG+ELISANIE . — RHIFR BRI 2tk N JRAPTCT g A 5 ] e 94 B 1)
AW B AL I BT B U AAML 35 4 45 B NCla. 45 S HAEM R B Pkl s H e A R -1
ARG SL AR A TMBER A7) T A A I o P 4 A s 5 N JRAR AR VHL/ Vel \VHL/Ve2FIVHL / Vi3
45 5 4B 7 5 N JRA AR VI /Vk4 \VH2/Vk 1 VH2/Vk 2 VH2/ V3 FIVH2 / Vi 4 ) 45 5L . K
ACH 7R 5 AN JEAL HUAARVHS / Vi1 W VH3/VK2  VH3/Ve3FIVH3 / VAR 45 5 4D 7~ 5 A\ AL Pk
VH4/Vk1.VH4/Vk2.VH4/Vk3FIVHA/ VKAL) 45 5

[0039]  PE5EZR/INBR CLaf 55 4+ ELTSAMISE - — R ANFRRE G 4tk NJFALFTC1 a5 [ 2 i
PR SMIPUARSE G 45 6 /MR Cla S A A RZ WAL IR SMLE I 8525 & R - S YEs
FLHEY) AN TMBJEC ) T 4 4 0

[0040] &6 & 7= it fiscand i 4 A () e 4 1 =85 0 7 50 T g £ 1) 5 TR 5 T e e JI FL DK ST g )
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BRI BINuPage 4-12%Bis-TrisktfRH, IF HAE200V Fig47 3543 B . 7r T & hxid
M) gt i) 85 A br#fEFermentas PageRuler Plus.ykid 1 7nFab VH3/Vk3FEAI s kiE 2
Kl7RFab VH3/Vk3ARFEAL ; ik B 3EI R TgG VH3/Ve3BEAK ; ikIB 4RI R g6 VH3/Vk3ARFEAK
[0041] |77 B AE N B HC L HUAR B CLa H AN % , BA A2 K B CHE O3 1L 7 711 5 g [
A7 TR DU 5E o 1 7ARE] 7R 1 BH ok N CHB 0% ML 3 7 19 45 A o 1 7B 7= 13 BH >k | KRR CHB0
VI E (19 45 R o “ANN- 0057 3 B - B SE R HLARM , “3E27 X R TR SMLPLAA S “2B127 X T
PUAVHL/ VL, “BHT” % B FHiAARVH3 / Vi3, “3F 17 Xf B F-HU R VH3 /Vied, 3£ H “1D37 X . FHi s
VH4/Vk3,

[0042]  XI8&] x££ 15mg/Kg H1100mg /K 75 5 i Ik i FH , 4% A 1ML SHT 7K~ st (8]
.

[0043] 9|7 i B £ 15mg/Kg A1100mg/Kg 7715 T B O i bk it FH , J A4 A I35 C 1 7K ~F- )
IS ()RR o P 9A R i o JL1 -M1I g , A A4 A I3 C 1 g7k P 1 I 1) 2R 75 o [ 9B 7w i L -
JLIINZE , AR A ML CLa 7K ~F- (R s Ta) R A

[0044] 811075 th 7 1 5ma/ K A1 00m/ K MRk 86 F, A 155 4 1y 0
fik.

[0045]  V¥4Hi5HH

[0046]  J# HEA

[0047]  of T AR QI AR N G1K A, A SR Al () R0 51 R A7 — Mo 45 5 B AR
H . F HLd & ok I 7y CAE B, i, il inSambrook et al.,Molecular Cloning:A
Laboratory Manual 3d edition (2001)Cold Spring Harbor Laboratory Press,Cold
Spring Harbor,N.Y.;Current Protocols in Molecular Biology (F.M.Ausubel,et
al.eds., (2003)) ;the series Methods in Enzymology (Academic Press,Inc.) :PCR 2:A
Practical Approach (M.J.MacPherson,B.D.Hames and G.R.Taylor eds. (1995)) ,Harlow
and Lane,eds. (1988) Antibodies,A Laboratory Manual,and Animal Cell Culture
(R.1I.Freshney,ed. (1987)) ;0ligonucleotide Synthesis (M.J.Gait,ed.,1984) ;Methods
in Molecular Biology,Humana Press;Cell Biology:A Laboratory Notebook
(J.E.Cellis,ed.,1998) Academic Press;Animal Cell Culture (R.I.Freshney) ,ed.,
1987) ; Introduction to Cell and Tissue Culture(J.P.Mather and P.E.Roberts,
1998) Plenum Press;Cell and Tissue Culture:Laboratory Procedures (A.Doyle,
J.B.Griffiths,and D.G.Newell,eds.,1993-8) J.Wiley and Sons;Handbook of
Experimental Immunology (D.M.Weir and C.C.Blackwell,eds.) ;Gene Transfer
Vectors for Mammalian Cells (J.M.Miller and M.P.Calos,eds.,1987) ;PCR:The

Polymerase Chain Reaction, Mullis et al.,eds.,1994) ;Current Protocols in

Immunology (J.E.Coligan et al.,eds.,1991) ;Short Protocols in Molecular Biology
(Wiley and Sons,1999) ; Immunobiology (C.A.Janeway and P.Travers,1997) ;
Antibodies (P.Finch,1997) ;Antibodies:A Practical Approach(D.Catty.,ed.,IRL
Press,1988-1989) ;Monoclonal Antibodies:A Practical Approach (P.Shepherd and
C.Dean,eds.,0Oxford University Press,2000) ;Using Antibodies:A Laboratory
Manual (E.Harlow and D.Lane (Cold Spring Harbor Laboratory Press,1999) ;The
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Antibodies (M.Zanetti and J.D.Capra,eds.,Harwood Academic Publishers,1995) ; fll
Cancer:Principles and Practice of Oncology (V.T.DeVita et al.,eds.,
J.B.Lippincott Company,1993) HFfrik i )32 48 FH A 75 ¥

[0048] & X

[0049]  GrA ST AsE AT, AR 1 “TRIs ™ G4 Ao AN A4 v s 8 5 008 o hE BOIR I 1 R AR B
RALBETRBT o AN TT LI 55 B 8 00 e BICR 0 B o LR, B BT IR
T RE BRI R XU 5 1H A2 30 5 1512 W7 9 R s TR BOIR 2 o

[0050]  GrA ST A RIS, ZEAE FHAS STHTR IRV ST 7 VAR, “FHA” BBAREE 0w Vi RE BUR
9 “BR) URSE™ R A A4 T DL R AN A RT3 ) 5 8 B s R RER , I B AT LRI HS B AT
DAAS I HE R 00 381 P 9 i B0 s 1) S IR o B AR Sk 8 ey, “ oA U™ 2 48 MR B —
Aot 55 BE 22 Foft XU PR 2R, BT ads PRURS: R 3% 55 78 5 0 o3 G ECER 0 ) A Jee A o ) T ) 2
B FA — el B 2 il 28 KU PR 2 1A 5 30— Pl 58 22 X 6 R B8] 3R 1) A4 A
EE , REVRE T8 00 o RE BRI AT REVE BE

[0051] A ST A FH I, RAE “YB97 $R I R0, 3 B A AE T 78 I R0 B2 27 1) 1 75 vp 2
AR SZIRTT AR B AR RS o & NI VR T A0SR B0 45 ol 7 3 Jee 1 3kt %, o 385 ek 2 0
HIRAS ) BA K G2 iRt B ES 35 5 T8 0 TN IR A ) T o 4510, 2 R 525 78 5 o E BRI
FAFGH) — A ECE 2 MR BOHRR 1 WA % Th V97 .

[0052] A5 ) A1 — Bole /R OIS TR) 10 55 A RCR” 48 3R 15 BT A VG T BRIP4 SR ) 2
A R B A R AT LR — IR 22 O F it

[0053]  “YRYT A R 2 /DI 7 AR SN RE A8 008 T RE R IO ) R 0 R ) e T e S ) e
WL o A SCHIIR YT A 25 AT LLAR 4 DU PR 3R T AN 5] < 50 An e o RS AR 08 M ) A B A
H LA RFUCLaPUARAEA A R 51 K BT A BRI [ SLRT BE T o VR 9T A SR I 2 XA ) &, Hoh it
CLa LA B AT A 25 1%k AT 35 SRR 97 IO AT 2 SR B

[0054]  “f& 7 i FH 45 LA 3ZE BB A AN =2 TP ASE Uit FH 24540 , LIS AE S8 A PR IsF 8] PN DR
WIRHRTT ROR (G5 » “TA1 8 it 18 V67 AN Je AN A T e 22 R 4T, T FL o2 J S )
[0055] WA TR A IV, 5 00— Ml & Y el 20 &4 “Bk-& it FH A5 (] i 7ot FH AN/ B0 AE A
[F]) F8) R 0 e P o K5 s P s 00, 368 41 Dy 3 8 750 it FH e A g 50 b i) A8 5 P it S 0 38 BAAN ] £
25 2 I A B IR , LA R AT FHAH ] (1) 25 24 18 A5 BAN R 1 45 2 3842

[0056]  JYiB T TSI B e A XU 1) R, N4 SR AR AT 8 70 2 D9 e LB ) sh ), L dE
N K E NI A R s s B s ah P, 1 and 5 G A4 8 B B D B/
B R OB S5 AR SE ST =P, MR N

[0057] A SCRTASE FHIC , “E S HUAR” 48 1001 T PR BRI A

[0058]  Rif “fEBREEE” (Ig) FEA TR 5 “Pihk” B fdi F o AT “Piis” A& iZ
() A e i o 1 B De R A L 2 saBE PR L B 2D e B HUATE BUK 2R e 1 4L
I (BRSSP EBUA) | BL AR v B (R ZEL R H 7 SR ) AR 0 ) o

[0059]  FEAC4- HEHUA B T 2 S VU SRR IR M B 0, ]l 4 A ] £ 26 (L) B R R A A [ )
H(H) BEA RV AV, O FE — BT B AR 455 BB AL o AN 3] 28 501 IR A4S 1) 285 K RO 1 B3
Z I, 54 ,Basic and Clinical Immunology,8th Ed.,Daniel P.Stites,Abba I.Terr#H
Tristram G.Parslow(eds.) ,Appleton&lLange,Norwalk,CT,1994,page 7land Chapter 6.
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[0060] >k F AT A ME S0 ) LA 2 - L1 5 4 ) U 2R R e 91 mT LA 70 9 P A B (2 AN [R] )
R, B Nkappa (“k”) Fllambda (“N) o A4 e B A% (CH) HO1H € S = B 1R 7 91, S e Bk ik
E AT LA 70 AN R] B R B A A R A7 AE TR e e BREE T : TgA 1D TgE TgG AT M, 73 il B A
B FR Nalpha (“a”) .delta (“8”) vepsilon (“¢”) gamma (“ v ”) Flmu (“v”) W) & 5% . 2= TCHF
FUMIDRE B AR BN 22 575y Mo N3 (R A ) il tn, N30 MR 2K : TGl
1862 1gG3.TgG4 TgA1 AT gA2 . A [F) ST S B BR AR 1 A4 A0 B4 o 45 ) AN = 248 44 L5 A i J R
0, | aAbbas et al.,Cellular and Molecular Immunology,4thed. (W.B.Saunders
Co.,2000) HBEAT 1 — M MBI IR -

[0061]  “RARGUAR” 38 H J& KZI150, 00038 /R 7 DU SR Al 2 B, ] 9 2% A IR) B %2 (L)
FTPEANAH E] () BEZH R B3 2K R B8 5 — Sk AR — AN L BB AR IE , 1T AN 7] 1) S %
TR E A [R] AhRY ) EE ) O B ) B R AN R B 2k EELRE AR B FL A U T R B R B —
BT o B 2 BLBEAE — N R B ) ARk (VH) |, 5 TR 2 2 IME 8 8 B A R B AE — ) K g
HAATAR (VL) 5 A8 53— AN R i B A 8 € 3 s 5 B 1) 1 g el 55 R ) 28 — i U0t 5, 1
A AR g3 B B AT AR IO 55 o R e AR R TR ER AR N N TR R AR B R T AR I T R A S
i

[0062]  “73 B " Hidk (BIANA A TR BICLaBiiA) 2 O 2 T 70 B AN/ BN FL AR P PR 5
2 4y OB IR (f9) R AR ) BRCEE AL I) R PR o AR — SRS T R, M 2 IR Sk A H
RPN T A B R o A G R B FLAE P S Ge d Jr, 4 dn B 4 P G i P 5
B Gl 7y e il S TP R BT 7T 2 W s T BRI ATRE, BIL T BE B3 L R AT
e A FEERE B A B AR — St g7 = b, Z IR a4k . () 2igyiikE & KT
95% (@I W LowryiEMZE) , Jf HAE —Les0jti 7 S, BAZEFE TR T99% ; (2) ik 2 A A%
M FAX (spinning cup sequenator) & PAFRAN- K dii 5 4 #8234 2 P 51 1) 28 20 154 Bk
FERR R, B (3) ik B A8 HE 3 iR Bk S5 4% A8 T #E AT SDS - 5 DA Jef I 2 e JB . Dk O M) FH % 15 J8p
SO R G LI 3 — 1 A B AR LG FLAH T - R B R i SR AL B RO LR R SR IR B
(1) 22 /b — A S0 W AAFAE AHIZ , 70 B I 22 IR A 1l i 28 /b — A2l 2 BROR i 4
[0063]  HLAARH] “PIAR X" B AT AR, G A A T HICLa Pk, FR PR B BE B BE ) 2 5
R Ui 55, o BRI B Y ] ARt W DA 23 SRR O SV, RV, 7 o 3 T S A Y B P AR
#53 CREXS T [F] — 28 e hna ki) 7F B A PR a5 &0 s

[0064]  R1E “AI A" R LA (FIWAA T PLCLaPifg) Z 18] ] AR ) RE5E X B AE 7 41 FoR
H o> AR VIR S IR EE &, FF 8 SURF E U0 LA 5 PR I RE 5 1k o AH 2, AT AR PR AN
F& 1) SIS AT AE v AR AN 5 B M I, AR AR B AN L n] AR X Hp, ] AR PR R AR R AR =N RR
N LRI AR X (HVRs) F X B b o AT AR5 i) B ey o R <3 B 38 20 B AR ONAE ZE X (FR) o R AR EL
ARG A AR IR — N AR FE DY ANFRIX, e EER Fbeta-Fr 284, H = MHVRsIEEL T E
FRIRIESE , IF HAERLeAB 00 T E Mibeta- 4t S 45 M — #8785 5% B P BOHVR s I8 FRIX R
FRAHEEET, IF H 5 H B BRI HVRs — AR T bR ) Bt 5 45 & B2 (3 W Kabat et al.,
Sequences of Immunological Interest,Fifth Edition,National Institute of
Health,Bethesda,MD (1991)) fHE A BEHZ 5HA S HURK 45 G, (H2 R & TN
T-IhRe, Bl st b iiar 2 5.

[0065]  ASCAd HIIR AR TE “Bon BEHUAAR” 48 i B AR B R B PUARERSRAG I LAk, A
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FFHIPLCLaBia , BT ik A _E [F) B i PR BEAR BIZ B b A 45 1 B AN Uk 2 A] R A, B 1R
Re /D EAFAE R A BRI H SR RAZFN /B B8 J5 A2 (B dn s dafb Bk i Ak) o B s R B i =2 v
RS R FL AR 7] BN B SR S8 A FE AR ) AN R e 7R GRAD BRI PTAR i) 2 5ol
PR HIFIA R, B — RS E TR TR M PR B — N Roe % By T HEE R 2 A, B T
PR B EAAE Tl 8 S I B TR A, A HE R ER R 5 B SIS R R BT
PR B RFAIE A2 I A ] BRI BUAR BEAR SRAZ (1), T AN 408 A 5 o 7 B3 ik AT AT o o 1 7 v 77
AU BT, AR AR 2 S B A A B v B A o] DUE I 2 P R i 4%, B0 9, 250
T (B, Kohler and Milstein.,Nature,256:495-97 (1975) ;Hongo et al.,
Hybridoma, 14 (3) :253-260 (1995) ,Harlow et al.,Antibodies:A Laboratory Manual,
(Cold Spring Harbor Laboratory Press,2d ed.1988) ;Hammerling et al.,in:
Monoclonal Antibodies and T-Cell Hybridomas 563-681 (Elsevier,N.Y.,1981)) .E2H
DNAJ7 % (3 ., it , 36 [l % FiNo . 4816567) Ik B 4 J& /R £ R (S W, 494, Clackson et
al.,Nature,352:624-628 (1991) ;Marks et al.,J.Mol.Biol.222:581-597(1992) ;Sidhu
et al.,J.Mol.Biol.338(2) :299-310(2004) ;Lee et al.,J.Mol.Biol.340(5) :1073-1093
(2004) ;Fellouse,Proc.Nat’ 1 Acad.Sci.USA 101 (34) :12467-472 (2004) #lLee et al.,
J.Immunol .Methods 284 (1-2) :119-132 (2004) I Fi-F-7E ¥ b 77 4 L AT 305 43 bk 4 30 4 i
N GRIPEERER B 7 H 09N S % Bk A A7 s B8 B B N BR N BRI B R (S 00, 51 4an, WO
1998/24893 ;W0 1996/34096;W0 1996/33735;W0 1991/10741; Jakobovits et al.,
Proc.Nat’ 1 Acad.Sci.USA 90:2551(1993) ; Jakobovits et al.,Nature 362:255-258
(1993) ;Bruggemann et al.,Year in Immunol.7:33(1993) ;3 [H % F|Nos.5545807.
5545806.5569825.5625126.5633425415661016;Marks et al.,Bio/Technologyl0:779-
783 (1992) ;Lonberg et al.,Nature 368:856-859 (1994) ;Morrison,Nature 368:812-813
(1994) ;Fishwild et al.,Nature Biotechnol.14:845-851 (1996) ;Neuberger,Nature
Biotechnol.14:826(1996) flLonberg and Huszar,Intern.Rev.Immunol.13:65-93
(1995)

[0066]  ARiE “BRKPUA” | “TEREPUA” B A PUAR” 7T DL E e ff R IB R A B 528 Y
o SHuR BRI (B anAs A T HTCLaPuiik) o R mlh, BAS PR 45 A5 de B4 £
P X 1 B AR E ) Po AR o 1H E 3800T DU R AR 7 A1) e e 38 (91 T N R SR 7 1) e 3k Bl
QIR T AR AE—LAE LT, Frid 58 85T v LR A — Phal 8 2 MRy 1 Zhag

[0067]  “Hifhk B R4 58 BEPUAR I — 553, e B BRI PR 256 XA/ Bn] 22 X fidk A
B Sl 45 Fab Fab’ \F (ab’) , FIFv Jy B s XU s ZiVEHidk (S W36 [H % F]5641870 , 52412 ;
Zapata et al.,Protein Eng.8(10) :1057-1062 (1995)) ; 1 ¥ik i EX I i B S DR 7 T
GIEZ NS ER/IRL

[0068]  Hifk (FlanA AT PLCLabifl) FIA NG B Mg A=A AN MR PR 45 6 7 B
X, BN “Fab” Fr BEakX, AR H “Fe” frBrakX , AR 7 2 T 45 dn i 6e /1 . Fab v
Brel X i A LR ATHEE ) T AR X 4w (V) 5 BL S — SR BRI 56 — 1 e 1 (Cy 1) — R pl R —
AFab by B el X6 TR 45 G ok kR 2 — i, BEH B — AR 45 6350067 A Bk it AT H
B AL B A — AN RIGF (ab’) v B X, FORBOM BT Py AN i — B AR E 1) B A
[F PR 4 G s e Fab Fr Be It HARRE S S BRBLIR (Fab” J B sl X ARl T-Fab fr Br 2 AL 75T
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FLC T 2 5 R v A7 /D B AUA M B S , BT R B U B BE X () — AN B AR AR
Fab’ - SHEEA L H1 48 4CFab ™, Ho rp 8 g Sel i) 2 Db 20 B B L 45 i i B IR B2k o F (ab”) Pidk v
BU W2 F NFab’ v BON A2, i idFab” Fr BE 2 TR LA BB I 2 IR - Piid v Be i e
AR O AT .

[0069]  Fe Jv Bl IX A, 4% 19 N HREE P PR 35 A B 348 70, FLIE O BB &85 5 AE — 7 o DU IR R
TUIREHFC X I 7 FI L E , 2 X I3 AE S L R B A0 B I Fe s 4% (FeR) 5.

[0070]  “Fv” 2 & A S 8P R R AP R 456 O s 1) B /N PR v B i i Be B DU %5 3R
et 77 NG5 G 1) — S AR A — SR R B W] AR DX — SRR B o X TN 97 B 7 A2 7 A
e AT AR (3N ISR H HEE , 3PSk B LEE) , AR it 7 PR 45 & 1 AR R, IF I T Pidk
DAL R 25 6 s S 1t o AH 2, B S BN mp AR da (BRFv) — 2, H RAFE = A0 — iR 7 r
HVRs) B AR MEE G HURIRE /7, BAR 5 BG5S A A E SR A ARG,

[0071]  “BABEFv” HEIFRA “sFv” B8 “scFv” , & EAEVHAIVLEU A SR B4 Fr B, He s VHAIVL
PUABOERE S| — A2 IR b AE— L8 7 =P, sFv 2 IRk — DA 3EV, AV, S8 7)1 22 Ik
Bk, HAE AR sFvRE B8 T ot T PR 456 1 5 /7 & I 254 . K T sFvi 2218 2 P 1u
ckthun in The Pharmacology of Monoclonal Antibodies,vol.113,Rosenburg and
Moore eds.,Springer-Verlag,New York,pp.269-315(1994) .

[0072]  Hidk (FIIA LA T HICLa P 1 “ThRevE v B, B e B HuAR i) — 3 y , FLal
BFETERPUARI PR G BB X, SR RIFX , BTk FIX £/ B A B A E IR FcRES G RE
1o U P B SR AR BN E BUAR L BB SR 73 T AT Uk v BOW B 245 7 A4
[0073]  Rif “XUA (diabodies)” 5/ INFLA b B, Fo il 2% 2 8 i A8 FIV, AV, 38 T i 4 2k
(CRZ15- 105k 2E) /it sFv i B (S WRTIR Bk A3 VISUY BCBE 18] 1 AN 2 BE N B xt , B ik
SRAF XU Fr B, RIVEAT PN S 25 5 B0 P B o RURE S 1 DU JE PR A “28 )Y sFy v BUi
F IR, Forth AN BUAR ROV IV SRR AE T AN 22 IREE B OB ) BE 22 405 FE 4 InEP
404,097;W0 93/11161;Hollinger et al.,Proc.Nat’ 1 Acad.Sci.USA 90:6444-48(1993)
iR .

[0074] A SCHTAE IR, “HkE BUAR” SRIZFERI PR (e 3R H) (B4 A JF i $iCladi
) Hod BB AN/ B BE ) —E8 7 5ok B R E MM 8 TR E BRSSO S I AR i A
827 B AR ) B R I, 1B ) AR Bk B 53— AN e & T 55— PR SR B 2R 1 Fi ik
HH (R RN e 21 LA Sz A i v BORE (8] B R, IR 2 BT iR HidA b BRI HH i Ay BRI A ) 5%
1 (£ E % FINo.4816567 ;Morrison et al.,Proc.Nat’ 1 Acad.Sci.USA,81:6851-55
(1984) o AL SCIK MR 1R A DU ELHE PRIMATIZED  Pifhs , H R Jrak i b i 45 & X ok 5 T4
T 3E I RO R 1 70 S A P AR I LA o an AR SC RS R, Bt A “ N URA P A =2
WA PR 1T 5.

[0075]  HE N (FIINERL2R) Hidk (BIInAR A T HiCLaPid) 1 NN T2 B EKEIEAN
e B BRE 1 /NP B R S PR o 22— ANt 7 =B, NIEAG PR R N e Bk e (2
PUAA) , Herb 32 38 O HVR ) B e B 45 g B B 7 B2 0 Re e 1 L S A 1 /1 / 856 0B AR N0 7
(g HuAR) /NG R A B Al N R K S HHVR IR Al o £ — L8451 1, N e Bk EE A
(R FRAE A AH B (1) JE N BB HUAR o st b, NI A TTAR AT DL ALHE 7E 52 5 P pd v sl 7e 4 5 Pk
HU A R AR AT DA HEAT I EeAB 1 DL i — 2B e puAR PR RS, 1 N 455 55 0 0 JlH , N TEAK
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PURKEAHE 2/ — A, DL SR - A, AT AR AR b A, my AR s b i () Bl A B
A1 1 FE AT AR BT AR N S BR R E T A s BT AR R, 5F HOpr A A A IR
X & N BB H 7 I IFRIX , EBARFRIX AT DAL FE s Prak e e (Bl an &5 & 25 F0 77 . =R
G SR MR SE) 1 — N ECTE 2 AN BN FRER I B 4 o FR B IX R S0 L 1R B 4 1 40 08 0 72 H
B A6, FELEE A 3A o NIEAPUAR IS AT 18 s 35 S B BR A 1 GRS 2 N B
BRER) fHEX (Fo) &R D—E5 . Z 5572 W, U0, Jones et al.,Nature 321:522-
525(1986) ;Riechmann et al.,Nature 332:323-329(1988) filPresta,
Curr.Op.Struct.Biol.2:593-596 (1992) . H#hZ L, it ,Vaswani and Hamilton,
Ann.Allergy,Asthma&Immunol.1:105-115(1998) ;Harris,Biochem.Soc.Transactions
23:1035-1038(1995) ;Hurle and Gross,Curr.Op.Biotech.5:428-433 (1994) 13 [H % F|
Nos.6982321F17087409.

[0076]  “ NHuAk” s o A 7= A= 19 A/ A FRAEART o) 8 N BUAA I 0 R 1l 46 O P AR , s STl
R, BB AN TP, A A T HTCLa BRI 7 5 I & LR 7 51« ik NPk &
SR HERR 7SS AR AR S G R IR R N IR PR o NPT aT DL s ik AR 4k O i 25 b
TrEre A AL R B AR s S cHoogenboom and Winter,J.Mol.Biol.,227:381 (1991) ;
Marks et al.,J.Mol.Biol.,222:581(1991) .#ECole et al.,Monoclonal Antibodies
and Cancer Therapy,Alan R.Liss,p.77(1985) ;Boerner et al.,J.Immunol.,147 (1) :
86-95(1991) H thHik T Hil % N BEPLIAN 775 42 Wvan Dijk and van de
Winkel,Curr.Opin.Pharmacol.5:368-74 (2001) . NFiAAn] DL o it FH i JR 25 55 L (K 5h )
Kt 2%, i il 7 5 R S ) O 4 5 DA i BB iR 0™ A N Bodas 15 JHG pAy ) 2 DR e 2 A
IR, Bl 4 2 i xenomi ce (25 ML, 141, 35 8 & FiNos . 6075181 16150584 5 T-XENOMOUSE 4
REIAZ) - AN, BT, Li et al.,Proc.Nat’ 1 Acad.Sci.USA,103:3557-3562 (2006)
Hh oG T AN BYH M A AT HAR 2 A N BRI N 45

[0077] R “H R AZ[X” L “HVR” B “HV” £E A SCH A8 IR B HT R ny AR I3 X, 451 dn A A I
IPLCLaPu A ] AR X, HAE 7 1) b2 e B2 v AR 1 F0 /B 45 74 B e 3R 38, Biik
AFESNAHVRs s ZAEVHA (H1,H2,H3) , =ANEVLAF (L1,1.2,1.3) o fERARPUA A HIFIL3
7~ 7S ANHVRs [ B K 22 7, H3JG H AR VA FEIR T HUiARMG i e B A SRR . 2 W,
B an,Xu et al.,Immunity 13:37-45(2000) ; Johnson and Wu in Methods in Molecular
Biology 248:1-25(Lo,ed. ,Human Press,Totowa,NJ,2003) . 2552 b, AV A BEBELH Bl R AR
FEAE M B BE LR AE Bk D R BE I IGO0 T 2 A DhRe ) LA KA € B9 - 2 0L, il i, Hamers -
Casterman et al.,Nature 363:446-448 (1993) fiSheriff et al.,Nature
Struct.Biol.3:733-736(1996) .

[0078] 5 Z FIHVRAHIAHE A8 FHH 4 B0 48 AE A ST o Kabat B MR E X (CDRs) FUHVRs & % T
A a] AR R, IF B2 B IR (idKabat et al.) o #1%,Chothia @M AL E
(Chothia and Lesk J.Mol.Biol.196:901-917 (1987)) .AbM HVRsfA¥{ [ Kabat CDRs#
ChothiaZE P17 , 74 0xford Molecular’s AbM$LAA AR H A B s A . “Contact”
HVRs & 8 150 A 3R A5 1 260 il R S5 A 1R 20 T (14 o X LB HVR s Y B — N IR SR R U Bl s
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78 Kabat AbM Chothia Contact

L1 L.24-1.34 L24-134 L26-1.32 L30-L36

L2 L50-L56 L50-L56 L50-L52 L46-L55

[0079] L3 L89-1.97 1.89-1.97 L91-L96 L.89-L.96 ‘

HI H31-H35B H26-H35B H26-H32 H30-H35B (Kabat %i'5)
H1 H31-H35 H26-H35 H26-H32 H30-H35 (Chothia %)
H2 H50-H65 H50-H58 H53-H55 H47-H58

H3 H95-H102 H95-H102 H96-H101 H93-H101

[0080]  HVRsAI L4 “ZE A AYHVRS™ , 1N Frr « fEVL 124 - 368424 -34 (L1) \46-561(50-56
(L2) M189-978189-96 (L3) , LA S AEVHH126-35 (H1) .50-65849-65 (H2) F193-102.94-1025K
95-102 (H3) o X T IX LEFEK HIHVRE X HIEE—A, T ARSI S AR I _LidKabat et al. k4T
%' .

[0081]  “HEZE” B “FR” RIS BR AR A T 7€ SUAHVRIAR HE 22 A1 i) JIR L ] AR el B

[0082] R iff “FI ARk I g T WiKabat g 57 5L R AL FL L B 9 T WiKabatgw 57 KIHALTE
B, fR14E FikKabat et al. o FT-HifA g 3 i) o 4 7] A2 Il i i T AR S i) i 5 R o A
FZ49 5 RS0, LR 2Pt L TR 7 41 W] LS A7 B0 I B A K B 1R BT I 55/ 1) el
AN R 0T BT AT AR 8 Y FREHVR ) 4 45 BN o ) 40, B4 W AR I8 mT DAEH2 I B Hk 522
JE B FE AN LTS N (R 4EKabat 9 5 N5k FE52a) FIE BEFRALILS2 2 J5 (4l A FR AL (1910
R EKabat g T 1) 5%3E82a 82 MIB2c5E) o 0 T4 5E P4, TR Kaba t 4 5 7] LLE I 44 1%
PR RN X 4505 71 5 “Frif )" Kabat 45 77 71 HC AR 7E

[0083] 43R K AT ARk (KL BRI R IE - 107 FE B 7R L1 - 113) Hp (B R, 38 % 16
HKabatZm 5 54t (9 0,Kabat et al.,Sequences of Immunological Interest.5th
Ed.Public Health Service,National Institutes of Health,Bethesda,Md. (1991)) .34
P N G P BR AR A BB E E XN, 38 H A “EUSR S R4t BCEUR 517 (Bl 40 [idKabat et
al . RIEREURF]) o “KabatBIEUR 517 #8 NTgGCIEUHTAR I kI g 5 o B AR A S b A Ui
B, B2 iR T AR S (1) B ik 2 5 fEKabat 9 5 RGN RIGRIE G T SR AEAR SR AU,
Fe RPUARTE E S Bk g 5 TREUSR 5 RGN RS 5 (Blan, 2 0, 36 & R A JF 30A
No.2010-280227) .

[0084] ATl ) “2 A4 AHEZL” J& A 5 VLER VHAE ZE (0 & 1R 7 A1 O HE 42 , FLrh VLRV
FEZEK H N e BREE B HEZR B AR HESE . SR B N A e 3R B RE R B N AT HE 2R 1) 32 44
NHEZE AT DL 45 5 HAR R ) 2 2R 02 e 51 5 B0 AT DA &5 A 5 CAFAE I R IR PP 81 e A8 o
— BB T e, S6 O AR LR I B R R 7 A U R B 10 B /D 94N ERCRE /D 8 AN B
> TASECEE /D 64N BB D 5N BT D (AN B A 3B /D 24N BRE D FE BB T SR
258 CAFAE B B TR U ATAE T VHA , IR AR (R AR AE A6 B 7 TH L T3HAIT8HA ) =/
AT b 01, O - S SRR AT B T 1A T3 TR/ SR T8A. 7 — S M Iy
1, VLAZ AR NAEZELE 7 91 | S5 VL N o e Bk I HE SR 7 91 N S HE S8 7 S AH ]

[o085]  “AILAAELL” RIXAERIHELE , EAGR N S B BRE B VLERVHHE 2 Fr 21 () 1de 6 o e
A7 A () G R R o, N A 2 BR AT A VLB VHAE B2 5 471 1) a6 46 2 oK | ] AR 485 41 1) 1
H.iBH , PAIH I 2H &Kabat et al.,Sequences of Proteins of Immunological
Interest,5th Ed.Public Health Service,National Institutes of Health,Bethesda,
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MD (1991) H ik i) W20 o FL S a5 , %1 FVL, W2H Al PL & _FikKabat et al. ik 40
kappa I.kappa II.kappa IIIE{kappa IV.Ut#7bh,*fFVH, W2H L& FikKabat et al.H
PR WA T A T T e ZH T

[0086]  FEAEE AL B AL “EIETRIBA” (B W1 7E AR A T HLCLa B AAR i 45 e Ar B AL 1) =
FRAE M) A& T e e e 2L 1) B e B o, B e e B Bt 0l 22 /b — AN ZUE PRI L I HiN & s 2 B
FEBIEMT N R TR — 2PN WG N o BT 48 N AT L& 7EARR 8 5% 2 N - K g
BYC- R o FE—EE St 77 P, A SR R B RS A2 B e

[0087]  “SEANJIECEAEY” BUAAR , BIAR AT BICIabiil, R AEH — A B HE Z MHVRs R B A
— ANECE 2 AR R PR, 5A BA IR SR SEAPUIR AR L, IR 23R T B N B R
AT AL — AL T R, SR A 7 A BUAR T T RE T R LA gl R IR B & 7 BE UK
[ 55 A1 77 o 5 AN 77 R P A4 Ji ik A A dsk 2 S0 R 7 PR 4R, Bl iiMarks et al.,Bio/
Technology 10:779-783 (1992) iR 1 3 ik VHFIVL () 435 25 40 S IR 5 A1 7 R 3 . HVR 1 / B AEE
BRTR BL (1) BE W15 A8 78 49 Barbas et al.Proc Nat.Acad.Sci.USA 91:3809-3813 (1994) ;
Schier et al.Gene 169:147-155(1995) ;Yelton et al.J.Immunol.155:1994-2004
(1995) ; Jackson et al.,J.Immunol.154(7):3310-9(1995) filHawkins et al,
J.Mol.Biol.226:889-896 (1992) ik .

[0088]  GnAS AT T, A TE “URE S R )7 B R S MRS5S F8 mT I 2 1 AT SR A
1EH (e fnguis (B AR AT PtCladifl) Z [k 5l 8k s &)  fEaFEEY 7 FEN
(1) 5 B 0 FAAAE AR DU R F56 T e B A7 A 2 U e VR - B, e S PR B AL o S5
BRALES B PUE (B WA AT PICLaPifk) X PUA , 5 Z e ER A 1 454 AL
TH 5 EHBOZ N B R SSA, HA Hsmism /) Esr i rikse i stE A 5
A/ BB A A I R SR T8] o 38 3 (5 52 1% 5 SO ] FIIE L B 0 R S AR S A A A — SR
Pk (B ) 7] DL A] DOASRR S0 B AR S 25 6 50 58 . R R, R Rk gh &7 sl s g
BB ER REH A E) Hi/M e & . GRS PR T UL B A 204
10°M "B 10 {45 A B, I 2910°M ER100M ! 7E s g 45 10%M Tak10™ !, #9105
Z10°M ", BZ10"M  E 10" M B o A R G 38 I 5E 75 T LA AR B S R e B
R S 1 8 S S PR AR o 51 (3] R Il IR B B W B U e (ELTSA) s A T S5 Em AR
R 5 [ G S PR B S RE Ak . 2 L, 1 Wl Harlow and Lane (1988) Antibodies, A
Laboratory Manual,Cold Spring Harbor Publications,New YorkH¥f-F n] FH T &4
S M A 988 N ) 4 8 W 5 T R AN SR A B A

(00891  dpnASC A ASE A, #MA T B () Gn kMRl F-CLg A ER —FhER F) 2 (R “AH ELAE A7
AFEABEAR T, EA - EE AT AER A LAEH A EAE A g E R g5 &
H TG WA ST B, AR IR 982 B8 58 4 T R P AP AR B 1A A ELAE FI 1%
PO “HH” A E A R HEAER” AR AT RS A B S M EA . —4 6
I PR B B W) R R B (A A EAE T .

[0090]  “BHWT” HLAA . “HEHTH Praa “Tn” Prak ek A7 rikg X e duis, Bl A A FF
PIHLCT QTR , A i) B3 ARG H 5 A () B0 i 1 — il B 22 i AR 03 2k, 491 1 5 — b 8 B 22 o
HEEMAEEAE AR —Se St 7 S, FH W BT A5 PURIPUAR 3Pk el 7 ikt A
B 58 A AT IR ) — B 22 o AR 9 1 B ELAE
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[0091]  Judd “R N T IhRE” R P TFeX (RARFFIFC X B I 1R 7 51| A8 7K FelX) 5l
FEC I AR A s v, L8 B R R RS AN A o

[0092]  ASCH I ARE “FelX” #f T € e Bk BB 1 CR i X, FL46 R AR T FI|Fc X
FARAAFC X o B AR S8 Bk 1 BB I Fe X A1 5 n] BE AR 4K , (H N T g G HL 5 F o [X 38 5 4 8 SN
AL Cys226 | [ Z S BR TR A% 5 B Pro230 %2 {1 33 LR 3 R b o Fe X 1) C - R i 45 2 R (KR 4#
EUS 5 RS 5% FE447) AT LARE RSB , B an 7E B i) 7= A s alifb i #2 0 , B3 it S 40 T2
b G B Ak 5 B DAL TR « S Hb , 5EBEHTIRIG 20 & 0 vl LA G R Bk B A K44 TR S I Bk B
A A FEBRKAATHR L (O HUAR AR DL R 60, B KA4THR B A A A KA4 THR ZE R FLAR I VR &
VIR PR . FH T AR AT PUER R IE & B RIR T AP X A3 N 1gGl . 1gG2. IgG3FI1gG4.
[0093]  “RARFHIFcX” B & 518 H IR A R I e X 2 Z 1R 7 41 A IR 1 & 2R 7 51
RIRFHNFeX AR IR T FI N 1gG1Fc X 35 CEAFIAR R AY) s KIRFF N 1gG2Fc X 45 5
FARF NN TgG3Fe X 35 ; IR IR T 51 N TgGAF e X I LA e H R SRAF AR AR 4

[0094]  “TFfAkFcX” A5 5K IRFHIFcX i T & b — AR EE RS I A F 1 2 2L 751 .
TE—SESTt 7 B, AP X AE— AN EE 2N LR B e B A AHIE] o AE— 2L ST 2 b, A
Eb T RARFHIFCX , 8RR Z IRHIFC X, ZRfAFc X B 2 /b — AN FE /R B e, B inde RIRF
FIFc X B IER R Z IRMFc X B L — N BTN BRI, LS, 78— B s 7 &9, 78
RARFFHFe X I3 8RR AR 2 IR Fe X 38k B 49— AN B4 T AN U IR AR o 7E — S8 S
T7 R, R AR AR X 5 RAR P FIFc X A/ 8 5252 BRAIFc X B A 2 /0 2180 % (1 [A]
P, DL S, 7E— S st R, SH A A 2 /D290 % I RIVEYE , UL R, 75— R sl 77 2,
HH A E /2195 % 1 [E P .

[0095]  “Fci24K” o “FeR” & SHIR IR X 45 & 1 28 7 — L85l 7 R, FeR 2 R IR
H) NFeR. M H., £ — 852t 75 S, FeR 5 TeGHUIA LS & 1) A4 (gammas244) , JFALHEFc v RI.
Fey RITAIFc vy RITTE 14 52 4 , G35 33X 1 52 Uk (1) 25 o7 22 DR 4% 4R R 5 1 BY B =X, Fe y
RITZ AR 4EFc v RITA (“BE 2 4K”) FAFc v RIIB (“HlZ447) , B AT TR A AL 2 54 1R 7
H, F LR MR A AN OE SR e v RTTATE L J 22 458 b 45 45 G 925 52 AR % S TR L.
By (CTTAM) o 401 52 447 e ff 2 3k 3 G 3 2 AR S R A 2 7 (“ITIMY) o (S0, 43
i, M. Daéron,Annu.Rev. Immunol.15:203-234(1997)) .Ravetch and Kinet,
Annu.Rev.Immunol.9:457-92(1991) ;Capel et al.,Immunomethods 4:25-34(1994) flde
Haas et al.,J.Lab.Clin.Med.126:330-41 (1995) 1 %fFcRs#H 4T T 45k . Ho'BZFcRs , A5 A
R SR A S TP, A0 FEAE AR SR AE “FeR” o o FeRs i /] DL S AN 1 375 2 7 1.

[0096] AT LA E 2 BRAE VS 44 P S FeRn ¥ 45 A F1 N F cRns 57 Rl 77 45 6 (1 I3 2= 22 1, 51 4
TE 395 NFeRn 1) %% 5 R /DN B B30FE ey NAli JRrb , a8 At P 1 A AR PR Fe X 331 2 ik
(1 R K2 PH W0 2004/42072 (Presta) Fiid T 5FcRs 1) 45 A B8R 8% 55 1 PUAAR AR A4 . 38
Z W, 0, Shields et al.,J.Biol.Chem.9(2) :6591-6604 (2001) .

[0097]  ASCAE FHIIARTE “k B ARPUAR S B4 G 1R H AL

[0098]  ASCAS FHAOARIE “k . BIRHUR NG/ BUE B GV b i B i 8 4

[0099]  ASCAd AR TE “K,)” B AR B4 - P AR B AR FI T B i 4

[0100]  ASTARAE K« 2 BRBPT R 7 21 1“2 R 7 91 [A) — 14 43 B (%6) 7 A Rl Y™
FEARTENT B A HEAT LUK, 57 0 B I 51N B LSRG 5 K R A 1R — P i 4 b, 9F H
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AN FEAT AR LR 7 BUARAE N T B[R] — PR — 350 3 2 I A28 17 471 Hh 1 S B 1R ke ik 5 it ek
Z WK 7 B H ) B R TR A R 1 B 43 BE i AR R AR — R 4 b B I b R B
I I A AT AR 2 P9 2 R 7 SRS E,  n, A5E FH  A T 3R A ) T BL B W BLAST
BLAST-2,ALTGNERMEGALTGNTM (DNASTAR) 44 o A4 4 AN 53 B % iy s FH - 0 L 6 F o
MHI S, BFERAT AT T HILE 4K b 1 B KRR FE I X 55 BT i 2 A ] A 408 % 1
Rk

[0101]  “I3BSHY” 43 ¥ B M A2l 265 S0P 5 A28 20— Fois G 231 B o vh 0 20 B 1 0 1
BUAN AR, BT IR 22 20— Fhis G 45 ¥ BN HRLIE 5 7E L = AR IR R e 5 A A A — SRS
S B TR S P A IR AR O BT A AL MRS G o B 4 T ERGRA T
HHRIERBORENF BITE R B, 2 B8 70 TN T4 R RAEE R 0 75 70 B
YA E] T 28 B R RARAFTE R A o 7E — RSt 7 R, > B T _RAATF
(IPTCLaPu il 75 H TS0 5 e, 70 B 4B 2 7= AR AR A I PLCLa LR i 1 41 Mo B 2
gl

[0102]  ZwASPTIR (B anA A FFFIHLCIaPLAR) B9 “/r B LR 7 T M R H M 2 />
— PG PAL IR T B AL IR 70 T BB 2 /b — s e R 0 118 85 78 BT A% B8 7 1 B e
AR A G R — S T R, B AR oy TN R AE AR G BT A A
Iy FZE G o R A ST 2 IR AR 1 70 B AL IR 73 T4k T 5 L R ARE ECIR S A [H 1 %
o BRI, 20 B AL IR 20 1A [F) T 40 M o AR AEAE B G A5 SO 1 22 IR ANBUAR (R AR TR
[0103]  ASCHT HIIARTE “Bifk (vector) " R 4R RE Wiz i 5 HOE B 57— ML R A% IR 47
T o — PRI BARSE “TkE (plasmid)” , B TEXUEEDNA , H & I DNAX B AT DL i 352 31| 3L
o Iy — PR SR Y ) 2 A A R B AR A o ) — PR R I A 2 i B A, e B DNAX Bt
AT DL 30 95 13 L DR 20 o B e AR R A 7E LA BTN B 1 S 4 i R B 3 ) (9 o B
PR IS £ %) 4 B A R B L sh W 3 AA) o e sAd (49 =l i 5 i L sh P s Ad) 78 4
SINENTE EMA 2 J5 , v] LAY B75 5 2 DR 2 v, AT 5 7 = 2 TR 4 — [R) e 2 o i
H, B kit 548 5 5 T A IE B0 R R ) R IE o IR PR TEA SO RN “E A Rk
BRAR”, B 1A RO “RIK AR & 5, F5 4 DNAFE A FH (1) 3 18 A o 3 2 JTRE 11
TER AR UL, “JkE (plasmid) ” A1 84 (vector) ” I DL E 3 fd H , BRI A 0O 2 A
A B8 k.

[0104]  “ZRIFIR” B “BIR™ 72 XA o] B4 fd H , AT K IR R &), HAaHE
DNAFIRNA o #% 2 ] DL Mt S8 A2 B A% R A A% T IR 511 ) A% 7 TR Bl 2t AR/ B 2 A
W, 53 AT LLE I DNABRNASE & g 5l @ 1 & il N 45 N BRGS0 AR S - 2 A%
fig ] DAL BB R A TR » 491 W R A0 ) A R AN L 2R o W SRAFAEAB M , X A% TR 45 44
(RIS T LALE SR S W4 385 2 B a2 JE R o A% R 5 90 AT DA AR A% R i 0 37 W« 2 4%
TR o L& & UG BT B, Bl S5hr i gs & . e R s e 55, i, “ig” , F
FAUY) B e — N AN RIRAFAERIL TR A% BR [ME A 4, 451 2, AR e B A ANy Ao (1) 3%
Fz () an R SRR TN B IR — 8\ 2 LB RR E (phosphoamidates) & 2% H BRERSE) I 216 A1
LA Y H ar B (49 G A R T L B AR B R R A5 BB LTI L B B I A
(pendant moieties) , U, Hlan, & A i (B A% BRI B & PUA B 5 06 R -L-H = IR SE)
[ AE A S IR EL AT RN TR (I T Y e ki IR 550 R0 TR B 6 791 (f) a4 g« TS o
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& B I A B 4 B 5 B IR e G e A R B A2 i IS 8 5L A8 i ) B () S S A
FRA5) B S CA S ARAB U T 2N 2 A% B R o 10 HL , 3808 778 -6 b i AT Ar) 2 22 2 [ v DA
By, 00, IR eI (4] L R IR 6 3L 1A , Wl b vE CR P JE A OR 9 , B3 Wl v b DL il 46 5 e i
R I H BB, 5l v DA 5 ] A e A SCREVI S & 57 A3 AR i R OH AT A A3 B8t 2 4
F AT DA R L - 20 B S 1 I BN 22 [ 38 40 AR o HE B 5 mT DA AT A A s v Ok
P o 2 A% E R I AT DA-S A A Qe 0 60 P A B A W Y SRR =, LR
2 -0-H3E, 2 -0-JAm L, 2 -9 - B2 - BB -2 hE iR RE AU, o - e Sb , 22 1m) S A
A5 AN BT AT A BRR 58  NEL PR B, PR IR , 5O BRI R , TGRSR, R A 2R A
WA B AR R T o — AN B N IR R T DA S A R i R A B 4 X e B AR
FEREAOR, BEAR T H AP BRREEHP (0) S C“BRARES (thioate)”) P (S) S (“#it AR
(dithioate)”) . (0) NR2 (“Bkf&tt4”) P (0) R.P (0) OR* .COELCH2 (“F 4% (Formacetal)”)
B 1 St g 58, Fo A R ANRERR ST R HEl R A SR B AT e i & A Tk (-0-) B 5%
FE VBRI FE RS A L B T i (araldyl) B KESE (1-200) , . 2R AT E KL
S AR - BT IR B R IE F T 7E 32 R P 2 2 1R , CLFERNAFIDNA .

[0105]  “fg =4 fie” G35 W] LAAE el O AR Dy B85 20 % HF R A N 1R B0 AAR 1) 52 A 1) 524 4
F B2 R 35 TR o 1 3 40 R FE BN E AR R S AR, F Bz R AR B AR B AR B B =
(1728 S5 m] LLIE R 5 IR A6 5 AR 40 i 58 4 AH [R) (TE TR 25 L BU7E 2 R ZHDNA T AR 1) o 7 32 40
i A A T 1) A% TR AR N 2 G 4

[0106] A SCfd Y “SfAk (Carriers) ” B4 25 2% W 452 52 B B BRI slike e 7, AN IAE
JFe A FH P 51) B AN B2 T o 2 i T L) 40 s LBl W o 75 o 18 AR B AR T2 I AR 2 K
PEpHZE P T o 25 25 1] 42 52 (1 A S 49160 4% 22 i v 491 Gn i e 6 AR R SR AL e A AL
B2 s LA SR PR ILER ; (K7 T (D FA104MR ) Lk & A 5L flaniiE [ & A W
FRE B8 G e BR AR 5 21 /KPR SR A W A 5 2 S b v o B 5 2 2 R 91 G HE SRR B R B I L R A
Pt e A R BB T 5 R0 L A S oK AL S, G R 2 B H R B ORI s 25 AT
I UNEDTA 5 H B A7) Gn H- 5 B e B8 Ly BRI 5 ol 35 1A 108 2 490 iy s R/ Bl 28— 3R T 3 1 77
{5l i TWEEN™ B 2, — & (PEG) FPLURONICS™.

[0107] AR STAE R RTE “297 48 AR TR I AT BN 51 55 T R 09 A B AR 7 18 7 1= 22 0
o ATLHR S L) AN FE B S EFE GFRR 1) W RO EUE B S EAR B ST R -
[0108]  dnAR S DA S Bt B ) ASOR)EEE SR e s IR, R BBOR 20— () 7 L “— (an) ” AT 9%
(the) " BFEEHOL M 51, BRAE N TR AME H B, 32 & “Buis” 23 Aok —
V2 MU, B0 B R R, H AR ARSURE AN O A HEE R, 1 k.
[0109] Y EE M, A8 STHEIR I A T 77 Th AN SISt 7 28 036 “E 487 % 77 Th AN St 7 2
“ER” 2% 7 THURN S fit 7 28 “U R A SRR b R 85 TN SE it R R .

[0110]  MEiR

(01111 RAFFRAE NI BIC LBk R IR AR AT PLC Lo /4G A A T
Clafa o fE— st 7 e, NIEALPTCLabifd & ClH Ak 78— Le St 7 58, AR A )
NEAHICLaHiia T L ECILE G4 & .

[0112]  FEFELLTTTH , AN TR T 5ClaE B R R & I N bR, b Frid yiia
Fifi 2 ] AR X RN EE B E B X, Frp P iA #E 4 v AR X AL FEFablX , AT A B R E E X AL FERe
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X, Herh pridFablX 5Clat B RS &, I B pridFe X AN R4 S Clati H

[0113]  FERLLET I, A A IR 7 NPk HiCLafith , S HUR 456 7 B, rid Ak G145
L ] AR ORI B P AR A, I o BT B P AR I AR A% I SEQ ID NOs : 1-4H &R 71
B H A 51k HSEQ 1D NOs: 1-4f iR 2 E MR 7 71 22 /0 2990 % [R5 M 1) A 2R BR P 1 o
[0114]  FERLLCTTIH, A A IR 7 AP HiCLafith , S HT R 456 7 B, rid Ak G145
] AR ORI B P AR A, I b TR AR B P AR S A R A% I SEQ ID NOs 1 5- 8RR 71
B HAA 51k HSEQ ID NOs:5- 8 TR E MR 7 71 22 /0 2990 % [R5 M i) A 2R BR P 1 o
[0115]  FEIELETTTH, AN TR 7 NIEAITCLaig, sSH LIRS & B, ik Pk a4 -
] AR AN/ B B P AR, BT B ] AR I B A% I SEQ ID NOs : 1-4f & R 7 81, 5L
& HA 5ikHSEQ ID NOs: 1-4H) Frid Z £l 7 41 22 /0 2990 % [F U LI 2 B 1R 2 271, ik 42
BER AR AR L HSEQ 1D NOs:5-8HZ LM FFF1, i B 51 H SEQ 1D NOs:5-8fArik
IR T H 2 /0290 % [F IR I R 7 41

[0116]  FE—LBSj Ty Zerh , AR AT AR HTCL oA b ANCLa ) AE P 1  HLC L a HiAA I
AL AR 5, XA 5~ CLa BRI, 40 48 88 5 18 T #MA R 11 (CF1) [ 21
PR G ik 25 S AH S I A 22 1R AT PR 03 2 1) AR R o L D A R ) 1 1 2 P 4 T A MA TR AL I 22
PRSI A, B AN e AMAIRAR A B S PR BOE BT  NIEALBICLa ik 3t — 2
(R S BR i 12 ) 7 FH B 475 5 4 MR PR 7450 N C 1 o R R T i A SR IR IR B 5 AMA R AR IRV 4L
FHIR BRI AE R 12 W AR T o IR 0E P DAL (HANPR T, B B S i E 28 PRI hE A 22
IRAT PR IRAE , B4 5 TR A Z 2 AH 5k () 22 1R AT VR TR IE o

(01171 fE 5 —AJ5 T, AR AT B IS A N T LRI IR 7 1

[0118]  ARATFILIR M BRI 1A LA, HE A DA N I TUARI AL IR 73 T e oh, S fit
HMHEY), oA 5455 TN BUEH & K PICLaPig , Flan 4 2 i N4 CLgH Al
Pk AR A TFIESRHE S H H T AR AR = — POk NIRRT CLaHi i il &
[0119] AR ATFE— SR AR A TN CLadifd (A A ) NI CLg R AL
) 7577 BLXFATT A H BT BT # AR AT R B B S , (E R AR
AT PR 05 B B e S 5 T F A A mh R U R ik, DA S AE AR DR et R A U SR ) T R AR AT
TR E G AN TN IEACL g (A2 TFH N IEAC L Hh AHTAE) F a5 &

[0120] MAEH

[0121]  AXFFHIPUARRE TR B AMA R FCla fl/ B4 # A MATE L IR R ICILE A Y
Clao MBI AMA R TR LR EH -, AR T, B AMA RGERIAE ] AE AR, CLFEAT AT I 2L 50
YA, BN S /NBR R B BRI 0 A 5 VSRR AR Ll SR B .

[0122] AT AE IR, “CLE &Y iR B &Y, XAl LasE  (HAR T, — 1 Clatk
H FANCLr S A AFANCLs B [ (flhn, Clgris?) .

[0123]  4nASCRTASE FHIC , “4MA BRI 7-Clq” 118 B A2 2 5 B AR SRATAE B 2R A 7 91 6

[0124] A A IFHIHUAR R I AMA R T CLa B AR FR il 1 52 45 2 A Cla, FoA 46 = 2% 2 Ik
ABHIC:

[0125]  Clq, %A (B¥ \) ,Protein Data Base® x5 :NP 057075.1;GenBank& k5 :NM
015991 :>gi| 7705753 |ref |[NP 057075.1|complement Clg subcomponent subunit A

precursor [Homo sapiens]
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[0126]  MEGPRGWLVLCVLAISLASMVTEDLCRAPDGKKGEAGRPGRRGRPGLKGEQGEPGAPGIRTGIQGLKG
DQGEPGPSGNPGKVGYPGPSGPLGARGIPGIKGTKGSPGNIKDQPRPAFSAIRRNPPMGGNVVIFDTVITNQEEPY
QNHSGRFVCTVPGYYYFTFQVLSQWEICLSIVSSSRGQVRRSLGFCDTTNKGLFQVVSGGMVLQLQQGDQVWVEKD
PKKGHIYQGSEADSVFSGFLIFPSA (SEQ ID NO:9)

[0127]  Clq, %% B (%f \) ,Protein Data Base®& x5 :NP 000482.3;GenBank& x5 :NM
000491.3:>gi 87298828 | ref |[NP_000482.3|complement Clq subcomponent subunit B
precursor [Homo sapiens]

[0128]  MMMKIPWGSIPVLMLLLLLGLIDISQAQLSCTGPPAIPGIPGIPGTPGPDGQPGTPGIKGEKGLPGLA
GDHGEFGEKGDPGIPGNPGKVGPKGPMGPKGGPGAPGAPGPKGESGDYKATQKTAFSATRTINVPLRRDQTIRFDH
VITNMNNNYEPRSGKFTCKVPGLYYFTYHASSRGNLCVNLMRGRERAQKVVTFCDYAYNTFQVTTGGMVLKLEQGE
NVFLQATDKNSLLGMEGANSTFSGFLLFPDMEA (SEQ ID NO:10)

[0129]  Clq, %% C (F¥ \) ,Protein Data Base®& x5 :NP 001107573.1;GenBank& x5 :
NM 001114101.1:

[0130]  >gi|166235903|ref |NP 001107573.1|complement Clg subcomponent subunit
C precursor[Homo sapiens]

[0131]  MDVGPSSLPHLGLKLLLLLLLLPLRGQANTGCYGIPGMPGLPGAPGKDGYDGLPGPKGEPGIPAIPGI
RGPKGQKGEPGLPGHPGKNGPMGPPGMPGVPGPMGIPGEPGEEGRYKQKFQSVEFTVTRQTHQPPAPNSLIRFNAVL
TNPQGDYDTSTGKFTCKVPGLYYFVYHASHTANLCVLLYRSGVKVVTFCGHTSKTNQVNSGGVLLRLQVGEEVWLA
VNDYYDMVGIQGSDSVFSGFLLFPD (SEQ ID NO:11)

[0132]  AHRH, A2 I NIEAHTCLa BRI LA 5 Cla sk B 1 22 IR BEA L 22 IRBEB AN/ B2 Jik
BECHS & AL — LS T = AN T NI FTCLabidR 5 A CLaEi S BA (1 dn /N K
B AR IR A L S BRTE VARE L LU SR BB C L) 1 2 IKEEA 22 IRBEB AN/ B2 IKBE LS & -
[0133]  ANEMHFiCLaPifk

[0134]  ARAFWPUIA SHMER FClg /Bl A AMATE L IZ R CLE SWHRICLas F
FPESE G AR — S T S, NIEATIC Lk 5 AN CLaRe g & o A — L850 7 =
NEATCLaPifk 5 ANFVNR CLaRE R4S & o A — 2 sty B9, N CLabi ik 5 KR,
Clofp kgl & A — Lo SLiti 77 =, NIEAHTCL ok 5 A Cla /N R CLa PR ER Cl oy 5 1

+: A
2.

[0135]  fE— L85t )7 SR, A AT A NIRALHTCT PR R4 B ] A2 X M EL G 1E 2 X, ir
ik HE AT AR X A FEFablX , fridk HEEE E X @ AEFclX , HtfFablX 5 A A IFHICLa sk A % 7tk
it HRF X AAREL G ClaE H £ LSty S, Fe X2k B AN1gG1.1g62. 1gG3 8L
TgGARI R o fE — S8 SE ity SR P, Fe X AN RE 5 3 AMASE VE , A1/ BANRE T T PR KA A i =5
Pk (ADCC) o fE — 225t 7 Ze 1, Fe X A4 — AN elCE 2B, dh, AR T, WAL IR B 4 . £
RSt 7 &, AR I NIEPICLa R Fe X AEAR Y Kaba t 4 5 KW 24847 ki Ak BLAE
SR YEKabat 4 5 RN 24807 AR B AL AL, A1/ BAEAR FaKabat 4 5 M 24 1067 s 40 B
£ 5 R YEKabat 9 5 HL I 24 1AL S AHXS B AL R A B 478 B BE R L 4k o A2 — SRS T S8, £
248 i Ak B 2487 kAR R A7 e Ak ) e 2 PR B 3T 4 P IR F ¢ [X 5 MIF ¢ 52 AR [ AR EL AR
FH o AE— BB S 7 G, 72248407 sl AL B 5 24847 s RH X B A7 fU AL Y 2 HE 1R B 4 e R IR
P E BRI G R B o A — SRSt 7 SR, AE24 1A ri A B 24 1L ki AR B (A7 s AL
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G IR BB 1 AR Bl PR I 4 AR — LS T SR, E24 147 s AL B 24 147 S
X LR AT R A ) B R B M e 22 IR B I R R I & B R B 4 o AR SR St 7 S vp , A AT
() NIEALPTCLa PRI Fe X AL 45SEQ ID NO:3THIR LR 741, Bl 2.4 5SEQ 1D NO:37HI&
BRI D AT0% B DLT5% B/ ZI80%  E /D #4185 % /D Z190% , BY £ /2195 % [
TR 2 B R T2

[0136]  fE—Esjti T 2, AR A NI HICT afufds i FIRMA R F-CLa B AE W03 1 - 7E
— LB T B BRI AMA R - C L A B AMA PR 7 (B aiC1r 8 Cls Z [H Bk # Clg
AT, a0 B S PiiR) 2 B AEAE R A ST AT AR A B S ass , HARR
T R e E PR HEOE & AMATE R YA fE BB EIE SRR S A MA R
Cla5 B BPifk- 8 G R -8 5 & A — Syl 7 Z 8, PR s #MA R 1Clq
AIAEAMA R 7~ TR A ELAE FH o AERMA DR 7 RT LA FE B IR B 22 2R\ 2F 1B &R -3.C- )R MR H
(CRP) ERJEC1q3Z /4 (gC1gR) AMASZ AT (CR1) B-VE K A B 1 NS I 85 11 o 7E — Le st 5
W PRI I 2 MR TR IR AT A FL L S T B Uikt — B 5% B s Af . A —
SO STt T 22, PTG E B BT O 40 B 1 AN MO 4 i B2 % (CDC) o 7 — S8 ST
J7 = LRI H R MA B AR/ T 1 A B 1% (CDCO) o 7E —EE St 77 B, PR )
B AT 7= A2 0 5 4T B 3 328 T - 2411 1R 5 A0 o IR 1 7 A /08 e o AT B s o A — S S i
J7 ZH LB AR IR 35 1K S B o 7E — LSl 7 S H , A2 TR ] S fid B A 48 R A 1) A AR
FH o A5 — 8505 77 S A PUAR A HIAMA 32 443 (CR3/C3) K is 4 M (1) B0 -

[0137] AR TFFI BRI DhRERE M , ) ok e Jo e e 5 40 B 3 o - SR 1 UM ELAR A (49
WClq H S PuAR AR FAE ) B30 B B A4 (0 20 i 25 P4 04 M AR 4 B 2544 (CDC) 1)
O] < M 5 4 Pt A ) 4R L B3 P (CDCC) B 4 i) B 453405 BRI T s> T A {HAS PR T AR AR A1
BB AR N S R

[0138] A VEALHLCLaPiAR X CLa iy i B8 & 4 (K) AT LAJZ /T 125nM. /M T 120nM. /)
115nM./hF110nM./NF100nM. ZNF-90nM. /NF-80nM. Z/NF-70nM. /N F-60nM. /N F-50nM . /N T
40nM./NF30nM. 7N F-20nM /N F10nM 2N F-9nM. /N F-8nM. 2N F 7M. 2N F-6nM. /N F-5nM. 2N
AnM. ZNF3nML b F2nMs 2D FInML /- F0.5nML 2N F0 . InML ZNF0. 05nM. ZMF-0. 0 I nMEL /N T
0.005nM. 7E— S8 525t 77 S, AR B8 i B0 G Bl /N T- 21 25nM % /N T~ 215pMs

[0139]  FE—2Lsyti 77 R, A AT B NIEALHTCLaBifd it N CLa i fif 253 HU2 /N T-2710pM
Bl /N T 295pMo FE— S5 77 S, 6F N CLa A 55 8 0/ T- 2 10pM L /N T 259 . 9pML /N T2
9.8pM./NF259. TpM /N FZ19.6pM. /N T Z19 . 5pM /N T 299 . 4pM . /N T £19 . 3pM. /N T 4
9.2pM /N F 19 1pM /N FZ19pM /N F 28 . 9pM /N T Z18 . 8pM. /NTF- 218 . TpM /N T 218 . 6pM.
INTF 298 . 5pM N TF 258 . 4pM /N TF 218 3pM /NTF 218 . 2pM /NTF 298 . 1 pM. /N T Z8pM. /N T2
7.9pM /NTF 7. 8pM /NTF LT . TpM/NTF 297 . 6pM /N T 297 . 5pM /N 297 4pM /T 4
7. 3pM/NTFZ97 . 20M /NTF 297  1pM /N T Z07pM 7N T 296 . 9pM. /N T 256 . 8pM. /N T 296 . TpM.,
NTF296.6pM N T 296 . 5pM /N TF 256 . 4pMy /N TF- 296 . 3pM/NTF 216 . 2pM /NF 296 . 1pML /N T
Z16pMs /N T Z15. 9pM /N T 295 . 8pM /N FZ15. TpML /N T Z15. 6pM /N T 295 . 5pM. /M T 4
5.4pM/NTF 295, 3pM/NTF 295 . 2pM ZNTF- 295 . 1 pMEk /N T 295pM.

[0140] 7 — &85 77 B, AN T NIEAHTCLaBi A xs /NER C Lo i) i 29 o 2 /T
125nM. /N F120nM. /N F115nM. /N F110nM ZNF100nM- ZNF90nM. 7N F-80nM. /N F-70nM . 2N T
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60nM. ZNF-50nM. ZNF-40nM. ZNF-30nM. 2N F20nM 2N F-10nM< 2N F-9InM /N F-8nM. 2N F-7nM. 7>
F-6nM./NTF5nM. /D F4nM. /N F3nML D F2nMy /N F InML 2N F0 . 5nML N TF-0 . InMER 2N T
0.05nM,

[0141]  HiAAR Xt T-BrC1q LA A1 8 H & e S5 10 A B 5 250 mT LA BL HON C L 1) A 8 5 3 22205
5 E 1065 =D 1004% . /0100045 « 2 /01000045 5% ZE 21000001 o 5140, 4523 FF ) V5
HLCTaPHUAARXTCLs i B 5 Hhn] LU EL X C L i) A B9 i 2220 1000 o fiff 155 5 250mT LLIE
I AL FEAT AT AR WAk 2 B A W R R, I INELTSA L 36 11 25 58 T4 SL 4% (SPR) A= v 104
AR (B0, B0, ForteBioff0ctet System) 251 % & & Huk (ITC)  Zn 4 & vk
(DSC) <[ — 433 (CD) 53 70 A AL 2 Bl H M R 2 T R AR ART 20 BT BOR B g - $7C g
PUAARTCLa )i 28 4 (K ) wT LI I A R an K P A s b B, B anFab Fr B il i
[0142] & NYEAHUARRS CLaf 456 55 A1 1 89— A7 461t 77 ¥ 2 M & PU Ak i) B D G Fab
Fr B S GoR M TR T 3R AF B IReFab F B, Biid vl DL A I 8 1 B )31 (1911 an TgG) 8%
HHRIE PUIR I Fab i BC i 5% A0 ] DL I BE 2% 6 T e 0 0 B B o A R AL AR O
(SA) [ R THI 25 B T 2L4E Biacore3000" 5 M 2% 5 T A 4L4% (SPR) £%%,Biacore. M. , INC,
Piscataway N.J.) ,{# FJHBS-EPI&4T 22 ¢k (0.01M HEPES,pH 7.4,0.15NaCl,3mM EDTA,
0.005% v/ v i P 71P20) B I 52 o LW I N Clg (BAEATHECLa) 7] LAFEHBS -EPZE pf
T B R R MR FE AAICT-0 . Sug /mL , {5 FH AN [R] 0 2 A ik T 4 G v i 2 ek B A8 i
CASJAS 9 Fob i Bl 0 0 R 2 B, FE T VR 4N 80 1 4 9F 72 150 - 200 [ B B (RU) B i ase il 5
[#1800-1000RU . - A= H 78 K , #E3E 1k 200K 73 5 1, 25 % v/ v L B 9 25mM NaOHA R
245G Fab, [\ ORHFA T ECLa G M o SR, SR (PS8Rl THK 0. 1- 10f H) K BE)
[R Al A Fab it LA 100uL /73 B (1) 3 Z8 40 v I 140 8, IF J0VF 28 22 2/ NI IR A s I 1) o 48 2 60
W RE GBI S FERR 2 M ) iU FablE ybnitE , Fab i [ ¥ BE @ it ELTSARI /B, SDS - PAGE 4
SE o B 1R Al A (k) AR A (k) AT AR I {8 BT Aevaluation 72, B 4t # 4k
WA 21 1 Langmuirss 54578 (Karlsson,R.Roos,H.Fagerstam,L.Petersson,B. (1994)
Methods Enzymology 6.99-110) 1M [F] I 43R4 o 17 i 25 4 (K) (B 4%k /k V5107
ZE T E B RHERClg, B3 AN Cla. 73— P AL Clg (il an /MR Clg KR Clqg.
REFEGYICLq) LA EAFTE R CLal 25 G 25 AT AR 25 6 25 A 225 CHE il &
{EH AT LALEST C I .

[0143] AR FFMNIEATUARRT DL 55k B B 4ME KRG RMEATAEVREICLlabi R &5 &, I
R A WA LSS AT AU FLEh W AE AR, B0 N /N R R B ) I A L T JBR T AR
L 2R B o 7E — LU STt 5 B, PrClapufh 5 AN Clg LI R ALK 5 45 A o 75— L STl 5 &
L PtClabifh 5 AFI/NR Clg =38 ERIRM R R4S G fE— 250t 7 B, PiClabife 5
ANVINRATK R Clg R AR 45 A

[0144] 7 — szt 7 b, ACEAE NI BLCLaPiik , Arid N JEALPIC1 ofiiih 4 A 1IClq
[RIRAL 5 AR AT 73— Fhbuk gl & 1IC1 o R AL AR R B B o 78 FE b St 7y S Hp , ARSIt
PEAPTCLaPL A, FTid NIEALHTCI g HiiR S, & 1 CLa I R AL 5 FHATCCE 5% 5 PTA- 1203991 4%
AT R AR I HIC L g P AML 45 A N CLla R AL AH R BREE B o AE — L85t 7 S8 vh , N ALt
Clayifk SAR NI 7 — Ml s g 456 Cla. E R EE Lt 77 2, HiClaPik 5 HATCCE 5
S PTA-120399F 2432 R 4l i &R 72 AE I BLCLaPuAMI s =41 L 45 & B e 4 45 5 Clg.
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[0145]  A] H-F i 2 NJEALFICLaPiAR SMEANClqRALE: &, B TP R 5 45 A FF
B S RAMITTE, AT LLEEE  EABR T, X 28 5 R 5 AZREILR A &R 3 8 LB dE
HA EBCLaFF 5 C1afi7 A= IR R JIK ST 8 57 398 RN 5 4 0 52 & 5 0 N 8 E 1 o A2 75 AL A4 i
Tk VR AR TR 1 52 18] b 5 B (1 R A R &5 A A R 1) R AL, B3 A A 75— AU 32 A M )
B APUER G PR IS5 A 7 TR 508 o 3 B8 5E A AU CL RN ) - S M, B R el b R R
35 20 R R ] 5 AE 22 FLAR b, W05 AR b 12 AR T A4 BEL T i R AR 119 &5 6 ) B 0 & X b 5
SE i AR IC A2 JEOH P bR L B bR .

[0146] AR SCHLFEN 5% S PEPUARE 8 TuMBCE AR IR B R $l ) (BP 5 0 BB EEBE 1 B30
Sk D AN FF AR PLC L a i (B AnMT ERMI 97T SR 45 A A BO S5C1qif 45 & , A IX Rl 6
bZ/150% .60% . 70% 80% 90 % F195 % [ N YEAL T o 451 1, 7F 55 5 0 58 5 S P AR 11
W T LU PTARML ML B 5 25 6 B BEIK SR TZK o 45 45 i D3 2 [A) 4 3% 4 1T DL 25 5
TEARANI5E , 51 anid i EL TSAFA /B8 ok s W A FIC Lo 72 3 3 H 19 AB B AR FH 384T 2 A B
FARI R 795 - A B 22 . Clg T Ak ] 52 72 96 FLAR 838 AT AR 730 B AR S AHVE R P o 7E4E 52
(1) S it 7 22 S AR AR AR IE TR B AR 12 HTCLaPiak (B anML) (1) &8 77 a7 LA s a5 B it
4 (radioactive) BFS L EAR iCYIMIN&E  78 S 1A 52 o, RbRIC PR T AR e 4t
Clabufk 5 CLaAH B AR FFIRE 185 5E , Ho b Bridprid M iClaiias , Bl 2 & 5C1q45 A s
TR B X 45 B AR I Y I 3RS o C1 o R M A T LA LA AR I o 5525 ) IS N
[0147]  FE—LeS52jti )7 2, NIEAEHICLaHis I Cla Fl H B fifA 2 [ i AH BAE F
[0148]  FE—4Esijfi iy RHp , AN T NIEALPTCLa ik 5 HHATCCE 5% 5 PTA- 12039911 44
ATIRANNE R AE R PUAML B L HTC La s & B BEAS R BRI ICLa R AL 45 4

[0149]  FE—sesijify b, NI BiClapiif @ Pk ali s Hbt 546 B, ARG E T
AR, BT IR B A ] AR S A EE % I SEQ 1D NOs: 1-4RE LR F %, 8% B 5% E SEQ 1D
NOs: 1- 4 BT IR B IR 7 51 2 /D 270% B /D 275% VE /D 2980% 2 /b #4985 % & /b #4190 %
B A /D295 9% [F P51 ) S LIRS 91 o AE — e St 7 B, NIRAGICLa b2 Pk el Ht
S A B, AR R EE ] AR, B 28 v AR A 4R FISEQ 1D NOs:5-8[ & AT,
i A 5% EHSEQ 1D NOs:5-8MIFTIR G IR ITH 2/ 470% 2 /D Z75% B /02980 %
/b #185%  F /0 #9190 % B %2 /b 2995 % [Rl M I R L TR 7 41 o 7E — S8 Sl 7 S, NJRAL ST
ClaPifi Pkl g gt R 45 A& B B, FLAHE 5 55 T AR SelORN / al e % v] AR 3, Fir ik o 4 v A
BAFEEESEQ ID NOs: -4 LR 751, BiE BA 51 HSEQ 1D NOs: 1-40) Frid 2 5L 1R
AR DLT0% EDLAIT5% BB ZI80% /02185 %  F /D #4190 % Bl F /#4195 % [H] P
IR IEER 751, FIrid e % v AR Sl A0 5 18 I SEQ 1D NOs:5-SHIEERR 741, sis A S5k E
SEQ ID NOs:5-8HIfriR & ILFRFF A B /DA T0% B /DLIT5%  E /2180 % B /D AI85% &
/D390 % 1 2 /D 2195 % [F] YR ) IE R 41

[0150]  7E—uesjii /7 R, NIRAPICLa PR s Hpt )5 45 & v BG4 8 n] A8 I fldz
AR, BTk BB ] AR A FESEQ 1D NO: 1 EFERR 541, 5l LA 5SEQ 1D NO: 1t
REREBRFHNEDLT0%  ESLT5% B DA80%  FE /D Z185% L /#4190 % o & /b 4
95 % [FI YR 1 () R L TR 7 51, Bl i i v AR I B0 FESEQ 1D NO: SN AR T4, g R 5
SEQ ID NO:5/ ATk IR 75 B /D Z470% B /D AT75% BV 4180% B/ Z185%  E /b
90 % B F /0 2195 % [F] Y5 PE I R LR 1 471 o 7F — Se St b, ANJRAL BLCladiik sk bt 5
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gh4 R BUELTE S A ) A AR B T AR, i IR S v A IR A RESEQ 1D NO: LI R IE R T 41,
i A 5SEQ 1D NO: 1T R R 7 A 2/ 4)70% B /0 275% E /0 24180% B /b 2
85% 2 /b #4990 % B & /2995 %6 A5 1 Z AR 17 41, Frid #2585 ] AR Ik L #ESEQ 1D NO: 61
BRI T Y, 8E B A 5SEQ 1D NO: 61 Frid B AL T 2 /b 270% &2 /DAT75% B /b 2
80% & /#4185 % & /b #4190 % Bl & /2195 % [F] YR () S FE R FE A1) o #E — BB S it 7 =, A
PRALHLCLaPiRk i ss U IR 25 A B By B0 HE 51 5% v] AR I f A2 B mT AR 35k, BT I =2 % v] AR I L 46
SEQ ID NO:1RIE LR, 8% B 5SEQ ID NO: 1/ iR B 41| & /D 4170% & /b
Y175% /0 2180% & /02185 %  E /D #4190 % B 5 /2195 %6 8] P M I R LR T 51, Tk iR
FER] AR FESEQ ID NO: TR 741, 8l HA 5SEQ 1D NO: 7H) frid 2 FL 1R 7 51) 22 /b
L170% E/DAT5% (/D LZI80% B /2185 % L F /#4190 % Bl 2 /2195 %6 [H) R Ik 1) L R
75 AE— 25 5 R, NIEALPTCLa U iR B bt S5 45 & A B LTS B4k n] AR S F 2 5 ]
AR, i BB AT AR I AL FESEQ 1D NO: 1 &R 741, & B A 5SEQ 1D NO: LI Frid &
BB EDLAT0% EDAT5% B /DZI80% & /2185 % L & /b #4190 % Bl & /2195 % [F]
PRI R IR P 5, AT ik 5% v AX I A FESEQ 1D NO: SIE LR 7 41, 5 B A5 5SEQ 1D
NO: 8I¥) FTid A F R 7 5 B /D Z170% B /D AT75% /D #4180 % B /D Z185% & /#4190 % 5Y,
%2 /2995 % [ PR ) 2 R T 4

[0151]  #E—esjti 77 R, NIEAHTCL oA ali s KR 45 & F Bt 45 B4k n] AR I p 2
ST AR, BT A H 5 T AR I AL G SEQ 1D NO: 20 E R 741, B B A 5SEQ 1D NO: 2019 Bt
REREBRFHNEDLT0%  EDLT5% B DA80% FE /D Z185% L /#4190 % o & /b 4
95 % [FI YR 1 () L R 7 51, Bl i i v] AR I B0 FESEQ 1D NO: SRR T4, g R 5
SEQ ID NO:5f ATk IR 75 B /D Z470% B /D AT5% (B 4180% B/ 2185%  E /b
90 % 3 F /0 2195 % [F] Y5 PE I R LR 1 471 o 7F — Se St S8 b, AJRAL BLCl ok sk bt i
gh4 R BUELTE S A ) A AR B T AR, i i B v A I A FESEQ D NO: 2 & LR T 41,
i A 5SEQ 1D NO: 2[ Tk AR 74 2/ 24)70% B /0 275% (E /0 24180% B /b 2
85% 2 /02990 % B & /2995 %6 A5 1 Z AR 17 41, Frid #2585 ] AR Ik L #6SEQ 1D NO: 61
RAEMR T Y, E BA 5SEQ 1D NO: 61 Frid B AL IR T 2 /b 270% 2 /DAT75% B /b 2
80% & /#4185 % & /b #4190 % Bl & /2195 % [F] YR ) S IE R FE A1) o £E — BB St 7 =, A
PRALPLCL g el ss TR 25 A B By B0 HE 51 5% v] AR I f A2 B mT AR 35k, BT I =2 % v] AR I L 46
SEQ ID NO: 2 Z LR, Bl B 5SEQ ID NO: 2/ Frid B e 41| & /D 4170 % & /b
Y175% /b 2180% &/ 2185 % L & /D #4190 % B 5 /2195 % 8] P M I R LR T 51, Tk iR
BRI A FESEQ ID NO: TR 741, 8l HA 5SEQ 1D NO: 7H) frid 2 2L 1R 7 51) 22 /b
L)70% E/DAT5% (B /DZI80% /2185 % L F /#4190 % Bl 2 /2195 %6 [H) R Ik 1) L R
JF A AE— 5 5 R, NIRALPTCLa iR B bt S5 45 & A B ALTE B4k n] AR S F 2 5 ]
A3k, FiTid BB A AR AL FESEQ 1D NO: 2 & IE R P41, 5 B A 5SEQ 1D NO: 2/ T id &
BB EDLIT0% EDAT5% B /DZI80% & /2185 % L & /b #4190 % Bl & /2195 % [F]
PRI R IR P 5, AT i % v AR I A FESEQ 1D NO: SIE LR 7 41, 5 B A5 5SEQ 1D
NO: I FTid G F R 7 5 B /D Z170% B /D AT75% B /D #4180 % B /D Z185% & /#4190 % 5Y
22 /02995 % [F) P51 B 2 LR 7 41

[0152]  #F—esjti 77 R, NIEAHTCL oA ali s KR 45 & F Bt 45 B4k n] AR IR 2
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AR, BTk BB ] AR A FESEQ 1D NO: 3[R IR 741, 5l LA 5SEQ 1D NO: 3t
REREBRFHNEDLT0%  EDLT5% B DA80% FE /D Z185% L & /#4190 % o & /b 4
95 % [FI YR 1 () E L TR 7 51, B i i v] AR I B0 FESEQ 1D NO: SRR T4, g R 5
SEQ ID NO:5f ATk IR 75 B /D Z470% (B /D AT75% B 4180% B/ 2185% B /b
90 % B F /0 2195 % [F] Y5 PE I R LR 1 471 o 7F — Se St S8 rp , ANJRAL BTClodiik sk Kbt 5
ghO R BUELTE S A ) A R B T AR, i i S v AR IR A RESEQ D NO: SHI R IEER T 41,
o A 5SEQ 1D NO: 3 TR &R 7 A 2/ 4)70% B /b 275% E /0 24180% B /b 2
85% & /#7190 % 5] 22 /0 2995 % [F YR PE I R LR 17 41, BTk 42 55 ] AR I AL FESEQ 1D NO: 6[1)
RAEMR T Y, 8E A 5SEQ 1D NO: 61 Frid B ILIR T 2 /D 270% 2/ AT75% B /b 2
80% & /#4185 % & /b #4190 % Bl & /2195 % [F] VR () S FE R FE A1) o A — BB S it 7 =, A
PRALPLCL gkl ss U IR 45 A B By B0 HE 51 5% v] AR I f A2 B mT AR 35k, BT I =2 % v AR I L 46
SEQ ID NO:3RIE LR FF, 8% B 5SEQ ID NO: 3 TR B 41 & /D Z4170% & /b
Y175% /0 2180% &/ 2185 % L E /D #4190 % B 5 22195 %6 8] M I R LR T 51, Tk iR
FER] AR FESEQ ID NO: TR 741, 8l # HA 5SEQ 1D NO: 71 frid 2 2L 1R 7 51) 22 /b
L170% B /DAT5% (/D LZI80% L FE /2185 % L B /#4190 % Bl Z /2195 %6 [R) R Ik 1) B L R
JF 5 AE— 5 5 R, NIRAPTCLa U iR B bt S5 45 & A B ALTE B4k n] AR S F2 5 ]
A3k, FiTid BB A AR AL FESEQ 1D NO: 3P IEIR P41, 5 B 5SEQ 1D NO: 3 ATid &
BRI EDLT0% EDAT5% B /DZI80% & /2185 % L & /b #4190 % Bl & /2195 % [F]
PRMER R IR FF 5, AT ik % v AX I A FESEQ 1D NO: SIE LR 7 41, 5 B A5 5SEQ 1D
NO: I FTid G F MR 7 5 B /D Z170% B /D AT5% B /D #4180 % B /02185 % £ /#4190 % 5Y
%2 /2995 % [ PR ) 2 R 7 41

[0153]  FE—esujii /7 R, NIRAPICLa iR s Hpt )5 45 & v B A4S 8 n] A8 I iz
] AR e, BT A A% 0] AR A1 FESEQ 1D NO: 4R S IERR A, 5 B 5SEQ 1D NO: 4/ fil
REREBRFHNEDLT0%  EDLT5% B DA80% FE /D Z185% L /#4190 % o & /b 4
95 % [FI YR 1 () L R 7 51, B i i v] AR I B0 FESEQ 1D NO: SN AR T4, g R 5
SEQ ID NO:5/ ATk IR 75 B /D Z470% (B D AT75% B 4180% B/ 2185% B /b
90 % B & /0 2195 % [F] Y5 PE I R LR 1 471 o 7F — Se St S8 rp , ANJRAL BLCl ok sk bt 5
ghO A BUELTE S A ) A R B T AR, i i S v A IR A RESEQ D NO: AR EIEER T 41,
o A 5SEQ 1D NO: 4 TR R IR 7 A 2/ 470% B /0 275% (E /0 24980% B /b 2
85% & /2190 % 5] 22 /0 2995 % [F YR PE I R LR 17 41, BTk 32 55 ] AR I AL FESEQ 1D NO: 6[1)
BRI T Y, 8E B A 5SEQ 1D NO: 61 Frid B AL IR T4 2 /b 270% /D AT75% B /b 2
80% & /2185 % & /b #4190 % Bl & /2195 % [F] YR () S IE R FE A1) o #E — BB St 7 =, A
PRALLCLapiR el s HpU IR 25 A B BB H6 51 5% v] AR I f A2 B mT AR 35k, BT I 52 % v AR I L 46
SEQ ID NO:4RE LR FE, 8% B 5SEQ ID NO: 4 iR A B 4 & /D Z4170% & /b
Y175% /b 2180% & /2185 % L E /D #4190 % B 5 /2195 %6 8] P M I R LR T 51, Tk iR
FER] IR A FESEQ ID NO: TR 741, 8l HA 5SEQ 1D NO: 7H) frid 2 FL R 7 51) 22 /b
L170% E/DAT5% (/D LZI80% L /2185 % L B /#4190 % Bl Z /2195 %6 [R) Rk 1) L R
JF 5 AE— 25 5 R, NIRALPTCLa U iR bt S5 45 & A B AL TS B4k n] AR S F 2 5 ]
AR, i BB AT AR I AL FESEQ 1D NO: 4 &R 741, BiE B A 5SEQ 1D NO: 41 Frid &
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R TR D AT70% B /DLAIT5% VE /D180 % /D Z185% L F /#4190 % Bk F > 2195 % [H]
TR R IR F A, Frid B4 ] A A FESEQ 1D NO: 8FI = LR 7 51, 5% B 5SEQ 1D
NO: I FTid G F R 7 51 B /D 4170% B /D AT75% B /D #4180 % B /D Z185% £ /#4190 % 5Y
2 /02995 % [FI PR B 2 LR T 41

[0154] 7 —Sbsjifi 7 i, AN I N IEALBTCLa AR vl LG 2 /b —ANHVR, BTk HVRi%E
H HHATCCH: 3 5 PTA- 1203991 %58 I8 4 A F Bl H: f A7 A8 1 B b P B ARM L ) 8 5 m AR 3
[FJHVR-L1 . HVR-L2AIHVR-L3 . £ — 4Lt 77 S , AN T N4 PTCL g bidd o] DL A 45 &2 /b
—/MVR, BT HVRE [ B ATCCE 555 PTA- 1203991K) 2442 J88 4 g 28 a3 J5 A7 A 1 B Ta B Bt
AAML () 25 4% 7] AF 48 [ HVR - H1 JHVR - H2 FIHVR - H3 o 7F — L5277 2 vh , AR A T N4 HTC g
FUARAT LA 28 /20— AN 16 [ BHATCC % 35 ‘5 PTA- 12039911 2458 98 40 i Z2 8l L 5 AR 7= A= 1 2
o B P AAM L (1 5848 T AR A HVR - L1 JHVR - L2RTHVR - L3fKHVR , Al ZE /b — ANk [ FATCCE S 5
PTA-1203991) =58 J88 At M 72 B L J A A8 1) B e [ e ML (1Y) B 4 ] AR S T HVR - HL JHVR -H2
FIHVR-H3AJHVR.

[0155]  FE—dEsijii iy =rp , KA NI BIC gk T L 5Clad &, I 56 Tk E T
TN LR FICLaEH B — NN R EIRSL &« (2) SEQ 1D NO: 9 & L IR ik 5
196-226 (SEQ ID NO:12) ,8(#HM T*SEQ ID NO: 9 &R FEMRKIE196-226
(GLFQVVSGGMVLQLQQGDQVWVEKDPKKGHI) (SEQ ID NO:12) ffiClq#s %A (ClqA) IR IR IR
H; (b) SEQ ID NO:9fa FeMz vk F£196-221 (SEQ ID NO:13) EGAHMN T-SEQ ID NO:9ff) 2 Jt
5% 55 196-221 (GLFQVVSGGMVLQLQQGDQVWVEKDP) (SEQ ID NO:13) [FICLAMI Z LR TR KL s (¢)
SEQ ID NO:9f) 4 FEmE /% H£202-221 (SEQ ID NO:14) EGAHN T-SEQ ID NO: 9ff) & JE i bk ik
202-221 (SGGMVLQLQQGDQVWVEKDP) (SEQ ID NO:14) ffJC1qAf) S FE %L (d) SEQ ID NO:9
(P2 LR 5. F:202-219 (SEQ ID NO:15) (ELAHM T-SEQ 1D NO: 9 & B IR % 3£202-219
(SGGMVLQLQQGDQVWVEK) (SEQ ID NO:15) FIC1qAfI S Rl ; A (e) SEQ ID NO: 9ff) & J: %
BRHELys 219F1/8SEQ ID NO:9fISer 202, AHMN T-SEQ 1D NO:9f¥jLys 21941/8¢Ser 202
[FICLaAR Z LR Tk I

[0156]  fE—2Lsiyti /7 2, N PiClafhdt—2 540 Tk B R A & LRI 1IC1q
EAR—DEE 2RSS S (@) SEQ ID NO: 112 7% FE218-240 (SEQ ID NO: 16)
B AN T-SEQ ID NO: 1M 2 vk HE218-240 (WLAVNDYYDMVGI QGSDSVESGF) (SEQ ID NO:
16) fIC1q 2 A BEC (C1qC) MY FERR AR HE ; (b) SEQ ID NO:11A)Z vk 3£225-240 (SEQ 1D
NO:17) BRAHN T-SEQ 1D NO: 111 & FEFR 5 F225-240 (YDMVGI QGSDSVESGF) (SEQ ID NO:
17) BIC1qCRI R IEFRIR L ; (c) SEQ 1D NO: 11 & LR K HE225-232 (SEQ 1D NO: 18) i AH M.
T-SEQ ID NO:11f & Ffi vk HE225-232 (YDMVGIQG) (SEQ ID NO:18) [IC1qCH & Fafi vk 4t ;
(d) SEQ TD NO: 11 % LRIk FTyr 2258 AHM T-SEQ 1D NO: 11 & LRI ETyr 22501
ClaCH) R FEMRIRIE : (e) SEQ ID NO: 11HYZ R L HE174-196 (SEQ ID NO:19) HiFHRM T-SEQ
ID NO:11R & FEfR %3 174-196 (HTANLCVLLYRSGVKVVTFCGHT) (SEQ ID NO:19) FJC1qCHIZ,
FERRHREL ; (f) SEQ ID NO: 1A 2 FEFR AR F2184-192 (SEQ ID NO:20) Hi#HMN T-SEQ ID NO:11
() a8 FE R % 3£ 184 - 192 (RSGVKVVTF) (SEQ ID NO:20) [1C1qCI) s R fRb% 3L s (g) SEQ ID NO:
L1 & e hk 2 185- 187 AH N T-SEQ ID NO: 1111 & JE B bk 2 185- 187 (SGV) [ CLqCHr) & K
FRhk 3L ; A1 (h) SEQ 1D NO: 11 R IEFR R F:Ser 1858 AHM T-SEQ 1D NO: 11H) & IR IR
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Ser 185MC1qCHI R FEFR K IEL

[0157]  FERELLSLRE 77 R, A AT ANIEHPTCLaPiAr] LA SEQ 1D NO: 9Fr7R~iI AClgA
()@ IERR R FLys 219fSer 2028 1M F-SEQ ID NO: 97" HILys 219F1Ser 202/ AClgA
[P FEIR , UL X SEQ 1D NO: 117 ANCLlaCHY 2 PR R HE Tyr 2258 40N F-SEQ 1D NO:11
FinBITyr 22501 NC1qCHI R Rk 45 A o AE FL e 52t 7 =70, HTClaPifA 5SEQ 1D NO:9
s B NC1aARI IR 7R HE Lys 2198 AH N F-SEQ 1D NO: 9FT /R Lys219f0 N C1qA) & Ft
FRHR AL, LA JZSEQ 1D NO: 117~ NCLqCHI 2 B fR 7k A Ser 1858 AHMN T-SEQ ID NO: 11ft
ISer 1851 NC1qCH) 2 FPRIR T 45 &

[0158]  fE—dEsijiliy =, KA AR TICIghik S5ClaEm A4 &, 50 TEE T
IR R IR TR FE P I Cla B B — N ECE 2R IR 45 & - (2) SEQ 1D NO: 117 2 L iR vk 5k
218-240 (SEQ ID NO:16) BiAHMN T-SEQ ID NO: 11/ & FEfE % 3L£218-240 (WLAVNDYYDMVGI
QGSDSVFSGF) (SEQ ID NO:16) fClqCH 2 HE R TR AL s (b) SEQ ID NO: 11 % FEfR bk E225-
240 (SEQ ID NO:17) BiAHM. FSEQ 1D NO: 11/ & FEBR % 3£225-240 (YDMVGT QGSDSVFSGF)
(SEQ ID NO:17) fICLqCH & FEfR AR %L (¢) SEQ ID NO: 11 & Famg vk 3£225-232 (SEQ 1D
NO:18) BiAHM T-SEQ ID NO: 11A) 2 I 5 3E225-232 (YDMVGIQG) (SEQ ID NO:18) FIC1qCH]
RILBRIHE 5 (d) SEQ 1D NO: 1T BRI Tyr 2258 AN F-SEQ ID NO: 11 S S BR ik
Tyr 225MCLqCHI S LR R JL s (e) SEQ ID NO: 115 AR % 3£174-196 (SEQ ID NO:19) B;
FERT-SEQ ID NO: 1 1[I fR5% 3L 174-196 (HTANLCVLLYRSGVKVVTECGHT) (SEQ ID NO:19)
[RIC1qCI = BE IR Tk Ak s (£) SEQ ID NO: 112 ZE PR FR F£184-192 (SEQ ID NO:20) BiAHR T
SEQ ID NO:11f)% FEme % F184-192 (RSGVKVVTF) (SEQ ID NO:20) [JC1qCH) & I vk 3k ;
(g) SEQ ID NO: 11M) % LB T% 3L 185- 187TEAH N T-SEQ TD NO: 111 & LML % 2 185-187
(SGV) (ICLqCH S L R AR 4L ; F1 (h) SEQ ID NO: 11(K 2 FE B v% HSer 185BMHMN T-SEQ 1D
NO: 11 MR R HESer 185C1qCI L RR TR X .

[0159]  #E—LLsjifi 5y Z A, A AT NI TCLaPt RN HICLa FICT s 2 8] I AH ELAE H - 72
— s gy R, NJRALTCLa PR3N HIC1 g AIC T r 22 [8] A AH ELAE o £ — e sjifi 7 v, A
PEALFLCLaB AR INHIC1qAICT s 22 18] PA S C1qAICT v 6] iy A AR FH o #E — B8 Szt 5 v, A VS
HTCLaPUARINHIC Lo AN T3 — Pk, 40 5 S ik 2 (R AH BAE FH o 7E — 2887 2, A
PALFCIQPRLA/NT2.5:1.2.0:1.1.5: 18¢1.0: LEI4L 2 B3] & AN FE AR B o 8 — L
ST =, NIEARCLaPiAR e RME S B JR IR FE ) CLa MBiC LAk G ol T HII A EAE
B WC1q-Cls A EAEH AEH e Sl ZH, PrClabifk L /N F20:1./MF19.5: 1. /M F19:
1./pF18.5:1./hF18: 1./ NF17.5: 1. /b F17:1./NF16.5:1./MF16:1./hF15.5: 1./ T
15:1./MF14.5:1./hF14:1./hF13.5: 1. /hF13: 1. /hF12.5: 1. /hF12: 1. /N F11.5: 1,
/INF11:1./hF10.5: 1/ F10: 1./ F9.5: 1. /NF9: 1. /NF8.5: 1. /NF8: 1. /NFT7.5:1./h
F7:1./hF6.5:1./MF6:1./NF5.5:1./hF5:1./MF4.5:1./NF4:1./hF3.5:1./MF3:
1 NF2.5:100NF2.0: 1 NF1.5: 180N F 1.0 1R 22 R 501 4h & . fE RSt &
W, NIEAGPTCLa iR LA 20 1221.0: VGBI N BN T 1. 0: I E A2t 45 A Clg. fE R
e S i 5 R, AJEALFLCLq AR LA MG 1 E 1. 0: 1FEE BN T1.0: 145 S it ELs &
Clq. 7R st 77 2, N HTCIaPiiRAM2.5: 18 1.0: IFER N BN F1.0: 11045610
PR AClq. /L T b, AR T X Cla BRA L. 0: 1IN & & # it ERHiCLadt
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A = A CTFYE LI K 2450 %6 B 4], HH 51 Gn A 24 T A CHB Ol 5 Ffr A i » 7 — L8 St 7 S8+
NIFEAHLCLaHUAAPHICLa FICLIr Z (B, BC1g MCTs Z [A]#), BiC1q MIC1r LA JZCls — 35 2 [A]
(R AHEAE H o fE— S0t 77 S, NISAGPIC LB fifICLg FICIr Z [A] (], CLla MICT s Z [ (F)
A1/ CLaFICTr B L Cls =35 Z [ B AR LA A o 78— st 7 b, NIRAPICLadifk 5C1q
AFESS G AR HAN ST R, NIEPTCladifk S5Clq BELE & - fEH & STt 7 S+, Ntk
Pi-Clapifk 5Clq CHESE & AE— S5t /7 b, NI HiClabifk5Clg ABE.Clq BEEAI/
8iClg CEELE A o — LSty B, N HiClabifk 5Clq A%E.Clg BEEFI/BHClg CHEMI
BRI Es & AR L e St 7 R rp, N $TC1adiih 5 Clg ABE.Clq BEEFN/EClq C
HE 1) i iR B YRR S s o

[0160]  FEAR 20 T I NS AL B0 A4 4170 i P9 ol B8 22 Fofo oAk DR 1~ 2 18] ) AH LA, 451 anC L A
ClsZ (B ABEAE FH , BLC1q FICT r 2 [ I AH ELAE FHI B DL T 5 AEXT T3 A A T B iy Xt
M FEARAE DU 252 S R AE R AR ELAE AT LAk 2> 2210 9% L 2 2020% & /030% 2= /b
40% E/D50% E60% E/DBT0%  E80% E 90% L F /95 % B E 199 % . F s
Jiti 77 G ABXS T A A A TN IEAC TR B0 B, ZEAE AR N JRAPUIR I 2644 T I A2 1 4
H AR k> 2 030% EE /99 % &

[0161] 7 —LLSLhti 77 2, AR T3 A AR A FF PR B0 B, A A I N JEAHTCLa i LA
£/020%  F/030% B /040%  F/050%  E060% B0 T0%  F/080%  F90% L F D
95% = 2 /99 % , Bt & /30 % 2 A /99 % Yu [l N I =AM I C4 ) M FECAYI RN 1) J7 i 2 A
ST R R T CATI R, AN T BT HIEC, 8 T A& /N T-3ug/ml .2 5ug/ml 2. Oug/ml |
1.50g/ml.1.0ng/ml.0.50ng/ml.0.250g/ml.0.1ug/ml.0.05ug/ml . 7E—LLSj /7 Rrp, AR
TEIHUARTE S5 BE IR B I CLa AT AR R HTC La Pt R I 1B L T FilcA vl El

[0162] 7 —LLSLhti 77 2, AR T A AR A FF PR B0 B, A T N JEATTCLa i LA
£/020%  F/030% B /040%  F/050%  E060% B0 T0%  F/080%  F090% L F D
95% 8l 22799 % , 8L %2 /030 %6 %2 42 /99 %6 YU | N I 2 4] o 0T 5 B 1A AR AN A A A R
P 200 L 25 P PR AU 1) AR T IR BRI EC,  f AT B /N T-3ug/m1 2. 5ug/ml . 2. Oug/ml 1. 5ug/
ml.1.0ng/ml.0.50g/ml1.0.25ug/ml.0.1ug/ml.0.050g/ml.

[0163] 7 —LLSLti 7 Z 4, AN T AR AT PR B0 B AR T N IR HTCL o f4x
WA M ) 20 - A S 10 40 B 2514 (CDCC) #2220 % . 27030 % 22 /040% & /b
50% & /060% E/B70% FE80% & /90% L & /095 % B E 99 % , B E A 30% FE & /b
99 % Yt [ PAY P 2 0 1R A4 241 A 5 X A B 4% (CDCC) & M5 CDCC) 7 ¥ 7 AR A A S
f o % F-CDCCHI , A3 T B FUAR I EC, B AT LA A2 /N T-3ug/ml 2. 5ug/m1 . 2. 0ug/ml . 1. 5ug/
ml.1.0ng/ml.0.50g/ml.0.25ug/ml.0.1ng/ml.0.05ug/ml . L850ty =i, AR AN TFHIPL
A2 3151 CDCCAR AN 41 1 7044 4 5t 4 i B34 (ADCC) o

[0164] 7 — LSt 77 Z2 4, AN T3 A A TPk 0 0t B sl 5 B fs H B 6k IR A 25
B MA R 7B — R an B S HuR e IR A A TR IEITCLa Ptk B 22020 % | 220
30%  E/040% £ /050%  E060% EDT0%  E80% VE90%  FE D95 % Bk & /b
99% , B E /130 % 2 & /1599 % Vi il PN I S A I C LR I (AR CHB0¥ 1) (2 ., il an, R 3¢
SEAGIER4Y) o M C LR ML 1) 7 1 AR Sk A JI) (0L, a0, SCSEBIR43) o % T CLF¥
I, AR A FFHINIEAL U FIEC, {8 AT LA /N F-3ug/m1 2. 5ug/ml 2. Oug/ml 1. 5pg/ml 1.0
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g/ml1.0.5ug/ml.0.250g/ml.0.1ug/ml.0.05ug/ml o £ —LE52 i 7y S, A A TF I N JEAL T
ClgPifkLL/~NF200ng/ml/NF100ng/ml «/NF-50ng/ml 8% /NF-20ng/m1 {751 & 1 F1 & 2050 %
[RICTFI I o 75— L85l 7 B, A I N IRACPT R 75 55 BE R IR FE I CLa AIBCLa bt R 1 17
BN R FICTF I o 7E— LS 7y Z R, AR A I A JRAHTLCL g B AE N CLF ¥ ifiL il 5 A Hp AT
Vo I o E — S8 St 7 e, AN TR N EALTTCL g TR LE N /NBR S K BR C TR I I 0 5 A
A I (00, 40, R SCSEBIES47)

[0165]  7E— LSt /7 S, 55 % i 42 ] LURCK H Cla 4l A BA K s 8210 C1 s T B 51 & 11
CDC; 7 2 /b — B8 3X Fh s il 75 27, AHRT T 38 AR A FFHUAR I X B, AR A FF I Pifk bl 2 20>
30% 2 /040% £ /050%  E060% EDT0%  E80%  E90%  FE D95 % mk & /D
99% , 5, 2 /30 % 2 25 /99 % Tt Fl P B3 ) 5% 1R IR 42

[0166] 7 —Esji 5 A, AR A FF I N IR HTCL o Pt A 76 21 o A4 I 73 B 5 i 5 2R 1 A
PR AR IRY , 51] Gr k pA) /)N BROBE AR v B 1 5 i 2 2 o A P /AN BB TR T A 5 T % Y R ) /0N B
VERFERT RS B (APP) 3% BRI R Tg2576 5 < L s 1Y) &% JL R BB AUR6 /2N T - CAG 150 ; B AL
ZYEREM /N R B TISMA A 75 B, T Y6 IR 19 I8 A% /N BRI RUDBA /2] o 38 8, AT A] S 7 S figh 25 % 44
ZRIRAT MR A R AR ] LU A FH

[0167]  FEARAMER AR P I 5 itk 25 2R 1) 77 ¥ A A AT A 1) o RS T3 A A TF BRI X6
R AR AN AT PALL /20 30% B 2040% (B AD50% W ED60% VB T70% E080% B
190 % 5k %2 /095 % , 5k %2 /130 % 48 %2 /095 %6 i [ 4 ) gk 2D o ok T TR AR AR A T B, A
TFRIPUARBIEC, i 7T B /N F-3pg/ml (2. 5ng/ml.2.0ug/ml \1.5pg/ml\1.0ng/ml.0.5ug/ml.
0.25ng/m1.0.1ug/ml1.0.05ug/ml o FEXF TV A A FFPUAR BRI I, 4 9 S fisk 25 2 mT A DL &2
B5% E10% FE15% ED20% B AD35% B 40% B E AD50% , B FE 5% E E D
50 %6 Ju [ Py ) Rk b

[0168]  7E—85if /7 2, A AT AIEALHICLaPLAARTENMOT] &5 PR B8 V) A B2 vp 5 7E
NMOFJ A P /N BRAS TR Hp L 1 45345 T2 8 o W0 2 5 AR A ) 45347 T2 S P 7 5 A AR A3 2 ST o 5
G AT AL 2 220.5.1.0.1.5.2.0.2.5.3.0.3. 584 . OfFJ AT 43 Fh sk 2D o b T-FHL 1 B8
I B A2 TFRIFUARRIEC, fE P L2/ F-3ug/ml 2. 5ug/ml 2. 0ng/ml 1.5ug/ml1.0
ug/ml.0.50g/ml.0.250g/ml.0.1ug/ml.0.05ug/ml ., 44 N $51 5 T il AT DA 422 e a1 v 2% (1
FR%) LED5%  EAD10% E15%  FE020% E/35% & /040 % 5 £ /050% , 5 E /b
5% 2 & /b50% B EI/D Gt n] LU, (HANER T-APQ4 4L t4  GFAPZL (2, BMBP 4L t4 Sk P4k
[0169]  ARAFFIRBE NI TICIaPUIR , A A FF I NIFATTAR AT LA N IR RRAE I — AN B
B2 AN TP AT LR 2 SR A B v RE B R G DU N PUIER B B SRR
SN 2 A S HUAR  Z2N BUR B R YR SS A PUK (heterocon jugate antibodies) « & AFF
PR A BT LR 5 A AR A TF BT N IEALBTC L a LR MH R SRAL I Thae 1 Fr B . 78— S si
Jiti 77 A RN T BB B B 5 CL e 7 1 45 & FC Lo A= i Pk o 78— SE St 7 R
ok B B NIEALFCLaHi AR ) /N B AR AR B3 5 A B 1) A K B A M IR 3R AL, (H 4 1
H/NE Z AR AN TIPSR BB X RN R I HTC Lo Bk A B mT DL R A B8 45 1 i 27 i g
IR G 2 3 W, a6 T OB RIS W B SRR A R (S0, a0, Litje S et al.,
Bioconjug Chem.2014Feb 19;25(2) :335-41;TavaréR et al.,Proc Nat’ 1 Acad Sci U S
A.2014 Jan 21;111(3) :1108-13FAWiehr S et al.,Prostate.2014May;74 (7) :743-55) .
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FHRN L, 7E— e ST 7 2, AR FFINIEITCLadudk i BoAHLE T HA N ) K Piia B A
B A o 2 1, AN/ B AL T AR N A TR AR G B SR S B AR — S T
F, BTN IEATTICLaPi i 2 BUR PR , Foal ol 28 — P s A28 P i o fE — 25k
W7 PR R CLaBi R o A —Le STl 7 S, 55 i 5 2 {58 R 3 faad o i i o % )
PR, HARFBEAR FESEE D AR (TR) RS RS2 HIR) RS RFEAKE 72k
(IGFR) Ik %5 J5£ 6 25 1 32 AR AH S 2R 1 112 (LPR- 1AN12) | [ M5 75 352 4 LCRM197 « 56 I g ik
PUR TMEM 30 (A) 2R (1 5154 S350 TAT Syn-B. ik . RS IR AL «ang i opep Sk FIANG1005
[0170] AR AT NIEATICLaiiA T LLE— 22 & TR RN 7 Dy ge 2 L IR T 2112
ol HG T AR AR L N B AR A A 5 451 G, AR SCFTIR B HC Lo Bu A 1 1 X AT DARREAS i LA A A
AMATE A TGN, AN A B PR R A, A [E] T N TeGL TgG2FITIgG3MIFelX , N1gGAfFe XA
Cla&hi & o AHM L, 7 — LS 77 R, AR A NI HTC L aidAR v Ltk — 22 45 N TgGA)
FelX o 852 7 B, R AT NIEAHTCLg PR B FEFc X W) — PNl E 2 N E R E
e, BT IR S B IR B e (51 an BH R A 4, RN/ sl 2l B3 DL S A 7 A RIF e X 5 A b 3R
EHIFcZ R BEAE I BE /1 (L, HllnAngal S et al.,Mol Immunol.1993Jan;30 (1) :
105-8; flMorgan A et al.,Immunology 1995 86 319-324) .fF—LLsjifi j7 =, A A TFH)
NUEAPICLaPUiR B FEFc X, FridFe X AFE iR PaKaba t 4 5 Fi 24 1 524847 i Ab ) 2 L 1R B
e FE— LS T7 S, Fe X A4 H 1B e 36 1K) 7224 1AL s AR 1) 22 28 IR B il A R 1Y) 2 L 1R B
o 7E— st B, Fe X B REEAR JEKabat 2 5 #1024 147 15 4 1Y 22 % 31 B 201 1Y) 2=
FEIR B AE— LU S TT R, Fe X AL 4G kD 535 DL 53 A 7 SR i Fe X S5 Fe 32 4R A BAE
FHIIRE TR AE 24807 s Ab 1) 22 2 IR 21 il 2 IR ) = R 1R B 46 o 7E — SL St 7 2, Fe X AR 7E
MR Kaba t 4 5 #2487 s Ab 1) 72 2 R B B R IR I R L IR B 4 o 7E — LSt 7 B, AR
TN TICLabiRFEFe X, FridFe X AU FESEQ 1D NO: 7R R LR 751

(01711 HEr NI BICLaiA, 10 5 AR A FF I CLabifb by = 456 M NIk Pk, vT
DL ek AR A3 ) R0 0 85 A O 2 A i i e RN/ B AR AE L B /A 2 P i RN/ B AR i 1
[0172] Pk

[0173] R AFFHIHLCLaPu A v LA F AR ST 518 1 B3 AR S8 RN AR AT 736 72 A o A
AN TFR) R B AR (B an NV AT AA) AT DU B & 0 2 RN 2R 7= 42, il inKohler and
Milstein,Nature 256:495 (1975) il FIARAEALH M A28 HAR o R R A0 A4 AR 7 A2 AR
R S 7 A B AR ) At 5 R A R A5 A 491 Gn B B2 400 e AN B AR 1) S B AL
BUBUR T RN T AU B R HOR

[0174]  —Fp FH T A 7= P2 AR AR A T B B S S HUAAR ) 5 IR N T VR R IR R R Gt 72/ DR N AR
T2 42 2 A0 ML A AR AR A T 5 AL 2 2 AR B P2 bR L 2 L) S 8 T R AR 6

[0175]  ZvalEduikn] DUdE IS FH 2 0K 9 88 i G 9% 5 38 B0 R 2% o B e e X R R i 22 K
PO 3 o A P38 e R A AR (91 a4 FH (31 2 £ 22 JOA ) P 4 28 P Bf 0 78 (ELTSA) ) i B[]
Bl A% o A SR B, XS BRI PUAA AT UM AL 3 b (5 g ) 4388, 38 2 AN
FiAR B wEE A ASHTERIS TeGH /) i — 2D alifb 75 G 58 Ja 1 A& (R i 1], 8 G 24 e AA )
T VR FE B v ) U AR P 4R B o] LU 6 Rk AS s AR E R, il inKohler and
Milstein (1975) Nature 256:495-497 i ¥k 1 & H A (573402 WBrown et al.
(1981) J.Immunol.127:539-46;Brown et al. (1980) J.Biol.Chem.255:4980-83;Yeh et

38



CN 107207587 B ﬁﬁ HH :F; 33/66 11

al. (1976) Proc.Nat’ 1.Acad.Sci.76:2927-31;F1Yeh et al. (1982) Int.J.Cancer 29:
269-75) , T BRI ABAH I 242 B H AR (Kozbor et al. (1983) Immunol.Today 4:72) ,the
EBVZRZZ I Hi AR (Cole et al. (1985)Monoclonal Antibodies and Cancer Therapy,Alan
R.Liss, Inc.,pp.77-96) 88 = I 3C I A FH T il £ 5 v B B AA o A 77 B s B B Ak 258 98
M7 A2 2 211 GaH 2 IKenneth,R.H.in Monoclonal Antibodies:A New Dimension
In Biological Analyses,Plenum Publishing Corp.,New York,New York (1980) ;
Lerner,E.A. (1981) Yale J.Biol.Med.54:387-402;Gefter ,M.L.et al. (1977) Somatic
Cell Genet.3:231-36) . {1 & < , JoPR G FE A0 A (ML) & B 40 ) b5 Bk B3
I 1) 4 928 IR 4 % 1) L Sh 20 ) bk B2 4 e (ot Y M IR A ), I L 97zt 3845 (1) 2% 52 Y 4 B 1)
BrFR BRI LSRN A5 Z KPR 456 (RIkRe e 45 &) I B o B PR ) Z 28 T i .
[0176] 4R 2 L N1y FH T fak-5 vk 28 200 it 0 O PR 3G 28 40 i 22 1) 7 S b AR 5 07 R mT LA
TEFHIPD- 1 PD-L1EKPD- L2 g PR (B W, filinGal fre,G.et al. (1977) Nature 266:
550-52;Gefter et al. (1977) supra;Lerner (1981) supra;Kenneth (1980) supra) ) H ] »
IEAN, I8 RN U B R, X FER T A Y 2 AR R R o S A B, G PR Y B 4
Z (00, B IR A A ) A2 U RHAR 2 48 A AH F] RO IR L A RIS o A, BRI 2 A R A A T
DLE Ik il EH AR A T 117 G P2 5L 1) 86 PR 4 28 140 70N Bl 1740 9K 28 200 o AR G PR B 5 /N BB 3R - AR IR )
TG PR 34 5 291 B 58 A8 B A A R TR MR A | 2 e M A AR e g 1) 5 7 2 (“HATHS 77287 iUk
(1) /)N BB BE IR AR B 3R o AR FEARHE R AR , — L85 R A B 2 Hh AT — FhonT LU AR R &4k B
#4nP3-NS1/1-Ag4-1,P3-x63-Ag8.65384Sp2/0-Ag 14 fifi o 41 i 51 o X L8 Bl Jed 40 i &= ]
DA 3 [ T i Ok 0 (ATCC, Rockvi1le , Md) 3R 45 o iR b, HATRBURK ) /)~ B - 4 i £
RO EE (“PEG”) fil& 21 /N R IR 4E B 15 H Rb-A 10 2% 58 J83 4 M Bl 5 A FHHATHS 5% S48t i
1%, FTIRHATHE 772 R FE ARG DL A 2G5 B iE e 20 . CR Al 1 B4R B T R e AR
MAEJLRIGAETS) o X T 4564 8 2 IR PuAds , 88 Ik 975 106 2 22 0 40 M 355 5% 35 L, 197 s
FRUEELTSAMISE , A2 7= AR 20 T 1) 5 v B B A2 1) 23 58 9o 20 B e A U

(01771 il & B0 o B B0 A7 73 b % 28 Je A AL 1) 355 AR 07 22, P BHEE Y 2 ik (B nCla) IR F
SR Ry, BT Do I G E B 2 IR e A 2 S e R R AR B (9 Ao AR v v R
JE) » FH I B 25 P 22 KR e BR R [ P2 i 7 OF 26 S R 185 o A 777 RV T a2 Mk A1 s JEE 1)
TG 2 AT 3R1E ) (B0, the Pharmacia Recombinant Phage Antibody System,
Catalog No.27-9400-01;flthe Stratagene SurfZAP™ Phage Display Kit,Catalog
No.240612) . le4h, fFEf tLadner et al.ZEE EFINo.5,223,409;Kang et al.EHPFrATF
No.W0 92/18619;Dower et al.[EHPrAFFNo.WO 91/17271;Winter et al.EHFrAFFWO 92/
20791 ;Markland et al.[EPR2AJFNo. WO 92/15679;Breitling et al.EPRAFFWO 93/
01288;McCafferty et al.[EPR2ATFNo.WO 92/01047 ;Garrard et al.[EHPFR2AFNo. WO 92/
09690;Ladner et al.EPrZAFHNo. WO 90/02809;Fuchs et al. (1991) Biotechnology (NY)
9:1369-1372;Hay et al. (1992) Hum.Antibod.Hybridomas 3:81-85;Huse et al. (1989)
Science 246:1275-1281;Griffiths et al. (1993) EMBO J.12:725-734;Hawkins et al.
(1992) J.Mol.Biol.226:889-896;Clarkson et al. (1991)Nature 352:624-628;Gram et
al. (1992)Proc.Natl.Acad.Sci.USA 89:3576-3580;Garrard et al. (1991)
Biotechnology (NY) 9:1373-1377;Hoogenboom et al. (1991)Nucleic Acids Res.19:
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4133-4137;Barbas et al. (1991)Proc.Natl.Acad.Sci.USA 88:7978-7982; fiMcCafferty
et al. (1990)Nature 348:552-554 1 R] LA B 455 & 3 i FH 3 A2 7 A e T4 e o J2E 14
J7 32 AT ) 15

(01781  pb4b, EAHABICLaBUIE , B a0 NIEAL R S 1) SR g BE Uik, vl DA A2 7=, Frid ik my
DA FH b 7 25 ZH DNASE A 3145 o S A B N A AT Bk 5 1) B0 v R ek T LA o a4 403k 24
(¥ EEZHDNABE A (5404 A :Robinson et al. [ERR L& H| A JFPCT/US86/02269;: Akira et al.
KR P FI 15184, 187 s Taniguchi M. BN LF|H 15 171,496 ;Morrison et al.BRMl & FH
15173,494 ;Neuberger et al.PCTHI{EHWO 86/01533;Cabilly et al.E % F|No.4,816,
567;Cabilly et al.BRIMEF|HIE125,023;Better et al. (1988)Science 240:1041-
1043;Liu et al. (1987)Proc.Natl.Acad.Sci.USA 84:3439-3443;Liu et al. (1987)
J.Immunol.139:3521-3526;Sun et al. (1987)Proc.Natl.Acad.Sci.84:214-218;
Nishimura et al. (1987)Cancer Res.47:999-1005;Wood et al. (1985)Nature 314:446-
449;Shaw et al. (1988) J.Natl.Cancer Inst.80:1553-1559;Morrison,S.L. (1985)
Science 229:1202-1207;0i et al. (1986)Biotechniques 4:214;Winter3E[E £ F]5,225,
539;Jones et al. (1986)Nature 321:552-525;Verhoeyan et al. (1988) Science 239:
1534; fiBeidler et al. (1988) J.Tmmunol . 141:4053-4060 ik it 752 4l Hl 4 o

(01791 bk, NIsAHTAARTT LUARE bR e 77 58 (4056 [ % F5, 565, 332 i A JHI L8 T7
%) 7T A T SER T R, PR R B R S A A R SR AT DA FH AR A R ) R
Tk G 2 AR A8 5 B T R R ) 22 DR RN AT A A 38 R R L I LA () R AR 43 T I AR
5 60,5 Y R A 5 5 0T R D3 I B 2 IRARE IR A TR 0 1 I A8k 2 TR () B A gk 2B =, gl
& EHFI5,565,332,5,871,907885, 733, T43H Bt id (¥ o A FH 43— (BI04 LA 10 1) 48 e
(R 25 1 R Dh e 2 AR ATk L ) (L, 9l inCar1son, J . R. (1988) Mol .Cell.Biol.8:2638-
2646;Biocca,S.et al. (1990)EMBO J.9:101-108;Werge,T.M.et al. (1990) FEBS
Lett.274:193-198;Carlson,J.R. (1993) Proc.Natl.Acad.Sci.USA 90:7427-7428;
Marasco,W.A.et al. (1993) Proc.Natl.Acad.Sci.USA 90:7889-7893;Biocca,S.et al.
(1994) Biotechnology (NY) 12:396-399;Chen,S-Y.et al. (1994) Hum.Gene Ther.5:595-
601;Duan,L et al. (1994) Proc.Natl.Acad.Sci.USA 91:5075-5079;Chen,S-Y.et al.
(1994) Proc.Natl.Acad.Sci.USA 91:5932-5936;Beerli,R.R.et al. (1994)
J.Biol.Chem.269:23931-23936;Beerli,R.R.et al. (1994)
Biochem.Biophys.Res.Commun.204:666-672;Mhashilkar,A.M.et al. (1995) EMBO J.14:
1542-1551;Richardson,J.H.et al. (1995) Proc.Natl.Acad.Sci.USA 92:3137-3141;PCT
AN FFNo. WO 94/02610Marasco et al.; FIPCTAFNo.WO 95/03832Duan et al.) .

[0180] fE 5 —sLh 7 R, N BEPUCLaPi ik ml PAAE FH #5259 Bl e 20 G a4
(transchromosomal) 7]NERRAZ B, BT /N bR 455 7 870 N G RSt M AR/ S5 RGE - 72—
SEt g Z A, RN, A SO FR AR “HuMAb/NER Y, Ho A& gmtid A S HER) N EAE (Wil y ) A1
w2 B G R BR AR 7 A I N e 2 Bk A 8 (R ) R AR R AT e, DA A B A P s A [R) R 1)
E M54 (Lonberg,N.et al. (1994) Nature 368 (6474) :856 859) o FHN b, Frik /N £ 31
RN TeMEkx 202k, 3 H I NI N E B8 A2 5 % 3L R 48 ) R R R AL R A% , 7=
HESEAR T N TgGr B Ta BEHiAR ke N & % 9% /E B (Lonberg,N.et al. (1994) ,supra;
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reviewed in Lonberg,N. (1994) Handbook of Experimental Pharmacology 113:49 101;
Lonberg,N.and Huszar,D. (1995) Intern.Rev.Immunol.Vol.13:65 93, filHarding,F.and
Lonberg,N. (1995) Ann.N.Y Acad.Sci 764:536 546) .HuMAb/)NER B 45 #ETaylor, L. et
al. (1992)Nucleic Acids Research 20:6287 6295;Chen,J.et al. (1993) International
Immunology 5:647 656;Tuaillon et al. (1993)Proc.Natl.Acad.Sci USA 90:3720
3724;Choi et al. (1993)Nature Genetics 4:117 123;Chen,J.et al. (1993) EMBO J.12:
821 830;Tuaillon et al. (1994) J.Immunol.152:2912 2920;Lonberg et al., (1994)
Nature 368 (6474) :856 859;Lonberg,N. (1994) Handbook of Experimental
Pharmacology 113:49 101;Taylor,L.et al. (1994) International Immunology 6:579
591;Lonberg,N.and Huszar,D. (1995) Intern.Rev.Immunol.Vol.13:6593;Harding,F.and
Lonberg,N. (1995) Ann.N.Y.Acad.Sci 764:536 546;Fishwild,D.et al. (1996) Nature
Biotechnology 14:845 85191 HEAT [ #iid .ibZ ., 3 [E % FNos . 5,545,806 5,569,825
5,625,126;5,633,425;5,789,650;5,877,397;5,661,016:5,814,318:;5,874,299; 15,
770,429;Lonberg and Kay,and GenPharm International;3&[E % FINo.5,545,807Surani
et al.;[EHFRANos. WO 98/24884, /3 F199846 H11H ;WO 94/25585, 2 T 1994411
HI10H ;W0 93/1227, AHF199346 H24H ;WO 92/22645, A F 1992412 H23H ;W0 92/
03918, AFFT19924:3 H19H .

[0181] SR, ARAFFH) 55— 7 ¥ KPiClafig, FridbiClabuis & it 4% A 4% )5 Clq
% R B A 2 S50 53 0 S e sh ), SR Ja N5 22 IR e 1t 466 & ) sl Ak vh 23 B 1 D7 ik ]
ERE P

[0182]  FEARAFFHIH 73— J7 1, #5384 2 A0 BT 7 41 ] DA FH R A2 72 i/ B R T8 B 1)
Prik Pk BE A T8 A AR B AN E X (CDRs) 2 LR ik AE 5 B AR PR A B
TER . S TIXANEL Y, fE &N Pik 2 (8], AHEE T-CDRs#MNER I 7 41, CDRs A #8122 2 /7 41 5
W2 FEAL . RN CDR 31 47 53 K843 (I idds - o i A LA A a3k 44 8 60, 25 CDR /72 91 1) ik %,
I RIBI 8 RIRAFAEI TR REVE ) BB 2 B4R & T BEIY , BT IR CDRIF H1k B B 75K
H B A A F R A R SRR HESL 7 51 B R € RIRAFAERIPUAER (W, Bl WRiechmann,
L.et al.,1998,Nature 332:323 327;Jones,P.et al.,1986,Nature 321:522 525; fl
Queen,C.et al.,1989,Proc.Natl.Acad.See.U.S.A.86:10029 10033) . iXFEHIHELEF %) A
DL 5 A2 B AT A R PR L (R 7 4 Bl A AR B A0 B R BRI R T 1) 2 JEDNAKL A 2 3145
X e A TE A M 5T 51K AN F] T AT FE DR 515 (R DR R AN 75 7 BAH i Bl 24 3 18] e V
(D) JEERE Y ) 56 A 4H 2 P AR L PR o AR T 40 B 28 22 R 71 0 7 35 5085 R A8 XA il o
ANF T SR IR B A E BRI 7 51 o 51 0, A 20 i 58 738 7 A 42 X 1) S 228 g 3508 0 A R AN A
Z AN, A 40 5 AR A AE B IX 1P 2 S i 3508 3 ARIAE 4 X 4P 82 o 35 2 AR AMIZE 1) o Ut
Ah, VF 2RI R AR AR B S e iR A ARt B TR O TEE R A 5RG
P A CA ) 25 6 R 14 1) 70 BE 1 E A P, SRAT R 28 PR IR BN DNA T B1AS 2 L TR (S A
19994F:3 H12H 3#:5Z FIPCT/US99/05535) o B, 5 BRCDRIX. 1) 5 4 3 A A B e A1 0 1% H
(1) A& RSP o BT 35 0 e 504k FH T it e R A A B 4 . R A0/ Bl AR BEL 4 B R ] AR, IR
B 20 A ) AR 5 K DTk ) 3 ] X B o AR BE AN B R N/ BCAE AR FE A B R A AR IS A SR IR
AT AR X R S 5 o BLBE AR AT T R A A R BRI (R R DI I HLHO B A AR
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(VR R T TR « N T NS 25 (1) 7 1), B [ ¢ DNAJF 21 A DA 3k i 482 4 P B PCRY 38 , 58 1%
I SERTIRE G o n] B kb, BEAN AR X & O — A0, SN AL TR, H B PCRY™
gk A, L= AR 58 A6 B o] AR IX T R o 120 R LA e I A, 481 4 Y ok B R PR o
A7, B AR B0 1 o IR R AR AT DL SRAE T Rl (B 4 ) Hh i e iR 5 S e Bk 2R
F gt 5 512, DL 55— 90 (8 an/INBR) H ) 2 SN Boad e 210 11 TR 5 S S 3R R A i
G (S, 50, LR 0 S e 451155 53)

[0183] k[ A2 IR 1Y) % AN AR 1) Y W AR 10 A% EF R 17 91 o] DA FH SR T H A SR A% T IR
R E B, L= A T KRR T 51 A AH A 2 B IR dm b e 1 0 A BT 91 o 5 B 22 Al Kappa ik
JE AT LA 5 RARF FIE =5 AN « E5 5T 0 A T B ol 228 A gt 4T M, DAAGE ) S A% T R 5 ik
FIPCRY™ 1 ; #R HEKozak I M| (Kozak,1991,J.Biol.Chem.266L19867019870) , ff: #H R 15
PSS HEFEN s LS BB a6 p B ROHind TTTAZ Sk TFEAL

[0184] S T HL B ANARBE n] AR X 3, MR AL I Gm b B 7 41 FOG 2 IR AR AR A I G B 7 510 K
ZLENS I I E G A S A% T R 1K P s b 4 23 A R 30 - 50N RZ T IR o (R I, X AN 85, AT 1) 55
K% R IR ] LU 4H 255 RS 18 150 - 400 % T R 1 X B 1) B 28 XU 2H o b IR & 4RO Jis ik FHAE
B, LLAE P2 150-400MZ H R B PCRY 38 7= 4 o L 7R Hby , B AN W] AR [X SR A% IR 24 70 i 1
AL, H o A LA A 2 M B B PCRF ) o IXSS E & P W) 2 Ja B I PCRY #4411 &, LA
TE R SE B ] AR [X o FEPCRY B Hp , B0 7 B BE Bl 42 B 1E 2 X 1 B 1 B, DAP= A AT DA 2%
5y vi b B RIBHAR A P ) BnT Re 2 156 B

[0185] i % (1) B B AN v] X X B2 5 e b Ja 201 13 41 BT 5 41 B R 46 7 41 BT
P EE X P 3 BRI T A1 2 K 2 RIR T A AR B &0 P A 45 &, U R IE
BARGE R R FERIR 5 M v DL S5 AN RS &, JLIE Gy IR B L sl 4y ik Geidt N\
TE LA, SR JE Rl T R P R RE I T 4

[0186] bk FH s Hp 1 JURE 2 AR A3k 28 1), FH AL HE T ST it 4513 70 B B AL 1 oL o A A
TEI 582 NPUR AR & PRt A FE HiiR TGl 1862, 1g63 . 1gG4 IgE IgA IgMMITgD Az H: A%
PRFNGEAR o AEALLIRT JBRE ] LA A 4] g FH Sk 3 08 JH Ath B % () b 284 Bl FH SR 3R 08 0. 46 L amd a 8 %
HIE7IRENS

[0187]  [Rlk, FEAR NI — 7T, © R0 AENBRA ST (T, /SRR Pt A PClaifa, 4 n
HH B A ATCCE 3% 5 PTA- 1203991 44 22 T 40 i 527 AL 1 B ve B B AARMD) 9 T 72 AR R B A A
TFHIFAR R 2 /b —FhThae s tE (B, 5ClaE A 4E) SR AP CLgbifE. 5
— D RE R 1 B 5 £E 5 S ELTSAT I8 Hh 400 1) B2 5o B HiAAML 5 C1a ) 456 o £ — LU SR it 7 58
Hh, 2R T SCSE A5 50 70 B 4858 B TC A I € I, AR EE T B S B HUARML, S5 R AH S B BT A\
ClaBifixt i 5 B FH 2 85 525 Al 7 75— e sil J Rerb , 24K B R SCSE s 4y B fifi ik
RITC,, E E N, AHEE T 58 e HUAAML , 85 M AR I BT N ClaBu ARt 5 B AT S8 i 45 6 5%
177 e, iClapifk (an, B B A ATCCE 55 PTA- 12039911 4242 I8 41 itd 22 77 AR 1) e T [
PUARML) ) — A8 5 2 ANCDRE S AT AR [X ] LA 5 2L A1) A HESE X MICDRs F2H PR 45 4, T 7=
AEARNTE FAMY EH TR APLClaiiik.

[0188]  Hhy T-ifA E % AN 42 BECDR I AEPU AR 5 B Jif 16 45 5 e 7 1k /23 R0 77 5 Tl B A R 3]
TR FH AR ARSI I 28 S, AE — e St 7 e, A A FE I b SCRT I ) 4% (%) B 2 P vT LA
BLHE H B A ATCCE S5 PTA- 1203991 44 22 51 41 g 28 77 A8 (1) B T 4 P ARML 11 m] AR [X (1) B
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FH28ECDR3s o £ — 2L 5l /7 R, i o m DLk — 2D 6L 5 B 70 B PUARM L i w22 X (1)
CDR2s o /£ — 45t 77 Z2 b, BN GiARmT Lt — DA 45 B v FE HTAARML Y AT AZ X 1 CDR 1 s o fE—
S st 7 e, BB RT DLt — D FECDRs AR 2H A

[0189]  7E—L&sjiti 5 A, b 3CHTIR TAEAL BT IICDRT L CDR2FA/BCDR3IX 7] LA G4 Gl ey
B A ATCCHE 3% 5 PTA- 1203991 58 Jo 4 A 55 7 A= 1 B2 v B oML 1 1T AR [X S L IR T 21 1)
MR LR T A1 o SR, I8 T EOR N UK B , FEAROR R FF LA A 2 5 Class A M R
I RN EF, o] LA MRS 1) CDR 37 F1 A7 E — L8l 25 o AHSLHA, 78 55— St 77 S+, TRE LI Fudk
A LA — N85 2 ANCDRs# %, BT ik — AN B8R 2 > CDRs 71 150 %6 .60 %6 . 7096 18096 .85 % +
90% .91 % .92% .93 % .94 % .95% 96 % 97 % 98 % 99 % 5499 . 5 % HH 7] T B 70 & HARM1 K
— B HE 2 CDRs.

[0190] ik Ex

[0191]  FERELLSIE 77 P, A HPiCLabifde 7 B, AR e PiClabi s 2 A M - B /ANE) Jr
BRSNS e v i B

[0192] R EAEME AR AWK T AP B ARG b, XLy B 18 0 6 58 5
ikt iTEA R AKMBEALRESEN (W, 60 ,Morimoto et al.,
J.Biochem.Biophys.Method.24:107-117 (1992) fiBrennan et al.,Science 229:81
(1985)) « SR » 3X & i BRI AE AT LA e B 20 7 32 40 P BB 7= A, 49 A FH B AR A FF I T
ClaPuB IR - Fab FvfllscFvhids i Be#f o] LLFE R I 1# (E. coli) Hr 3k B K it
I3k s NI SR VF B4 A2 KR E IR Tl B o PLCLaBifd v B vl DA b3 B oA e T 4 S
H 7 B B, Fab’ - SH BORT LU B R WA B o [0S, JF8 HAL S AR TR AE (ab’ ) , B
(Carter et al.,Bio/Technology 10:163-167 (1992)) - #R4 55—FhJ73%,F (ab’ ),y B AT
DA B N2 1 T i s IR B rh 70 & o B 3G I A N - 22 I Fab AIF (ab’ ), v B iedk v
By = AR5 52 B & FINo . 5869046 HE i i o 75 I & ST it 7 o, BRI Bl BRBERY B
(scFv) . Z W0 93/16185; 25 [ & FNo . 5571894 #1135 [ £ FNo . 5587458 . HiClq FiClrE#i
ClaPifh v Boik vl LA “Getefuaa” , il 4n 36 [H 4 F56 41870 7 Frak (1) o iX P& A fi ik Fr B ml
DA B S P ) B S 1 11

[0193]  WUREFPEFNZHE FPEDUA

[0194]  FE—2L5jii 7y SEH , AR A FF I PR ELRE OURE S R Po AR A 2 e S 4k

[0195] XUt difds (BsAbs) s Xf 2 D ANANE I R A7 B 4555 R A Hidd, prid 22
AN AN A B SR AL FE AR LA [ — AN A _ BB R — AN B (B A A FF i — FhEk
HZMClafH) - BL# , BsAbI —#B4r 7] LR A 4G #ICLa PR INE , 71— Tl 5454
HMERERE S X MPUA T DK H T KPR s s i B (B4, F (ab’ ) XU 5 4k
LAk o

[0196] il % URE S P HUAAR 1) 7 v 42 AU 2L R o 15 G 1 77 A A K XU S M PO AR 1Y) 7 v
FE AT AN Bk 1 A/ R B 1 R RIA A AN LA AR RE TP Mil 1 stein
et al.,Nature,305:537-539(1983) o H T~ Bk H 1 E A AR BERIBEALHR S, X L8 58 IR
(quadromas) A] B = A2 10F AN R PLAAR 7> T HIVR A4 , Forp HA — R BLAG IR A 10 0URE 55 14 &5
4 o AR TE B 38 2 e S A E A D R AT, FOAH A M BB, I HL = 7 R AR 2R A
() J7 1 4EW0 93/08829 FlTraunecker et al.,EMBO J.,10:3655-3659 (1991) H1 /AT
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[0197]  #RIEASFEMI 7%, BA B B 456 etk Gk - i 46 647 20 ik mr Az 35
55 BREE FE S T ARG . BIRR G AT LU 5 AL AR 2 b —E8 0 . C 2 HC 3 X )
PR ) B E S U Rl A o AE S T B, A RS S T L A R B E A
fEE X (C, 1) HILAE 2 /b — PRl & b o g S e BR AR 1 B BERIG DNA L LA &, a0 SR 7 21 1
TS BRE F R BE , Bl A\ B & B I SRR A b, IR I G B S dE i 1E AR AR R
b AR AT AN SE LG ) = b 22 IS AR (e R 77 2R ) SE 7 Rh, BRI N A =M 2
JOR B P AE L EE R A 1 AR R R 1 o AR, 24 28 2D M 22 TR B DA AH [R) b 49 3 0 T LA 3R
1R R 2R, B Y B o R, BT DA — AR B AR A M e TR =M 2
IREE ) 2t ST 51

[0198]  FEAZTTiEM)— LSy b, AU i Uik A T — %8 ER R A — 46k R
PR 258 G e Bk a1 S, AL T 50— 25 B 2458 S e Bk AR 1 LR - R (PR AL EE 4
B ) A o LK AN SO R 45 A R AN 7R BE ) S e Bk B B S b oy B P A B
(R AU S 1A B 3% R A AR SR e 1 29 1 1) — 2 R AR e B BR B R B i3 it
— Pl T B 40 B T ST R A TFLEW0 94/04690H0 o B £ 3 T AR WU S M BLAR I 41 2
WL, 140, Suresh et al.,Methods in Enzymology 121:210 (1986) .

[0199]  RFEWO 96,2701 15k 3 E % FiINo. 5731168 R 1) 75— Fh 7 vk, Bk 43 75t 2 1A
) ST AT DA T A4k , DA A B 2H 200 Ff 5% 5 5 v el i i S — SRR ) 1 o0 B e KAk o BB 5
i AT DA AL FE PR TR e S CH3 X 1 22 /b — 8 3 o FE %7V, SR H 2B —Hudk s B S i —
B 22 A /N R N e 5 8 Dy DR B I (4 2, T A R B B 2R o 7 28 —HUAER 4 T I
Fri b i /N EE R EE (a0, 928 IR 85 2z BR) B R s L e, T LA = B
3R IR AN B AR [F) A AT RO R “B” o IR ITVE AR R R AR T H EA TR E A
P (N R 5 AR B SR T — B LS

[0200]  AAHLAA Fr BO™ AR KUK e ME TR R 3R AE SCHR o A 138 o 450, SOURE S M e AAs m]
PLiE A 2% 8 (chemical 1linkage) fill£%.Brennan et al.,Science 229:81 (1985) Hifiid T
— ok e BE PR I R E KR VIR AR (ab’ ) i B T R A B AL S 2% 6 70 T A
PRI AL AR SR T, IR L8y Bl o iR, DARS @ Bt Il i — 3 Ak & W FEBH 143+ T8 i A4
ITE o SR G, P A I Fab’ i Bepl e A N i AR R FH R 21 (thionitrobenzoate, TNB) 742
Yo Horp—MiFab’ - INBATAEWIHE W i i NFab’ - INBATAEM , LA e WURE e At pidd o 7 A=
(R BURE S P AR AT LAE g i i) a2 B4 [ 5 K7

[0201]  Fab’ 7 B ] LA E £ R AT B b el U 9 28 40 2 AR TR 1 BUERY 7 1 Bt 44k - Sha laby
et al.,J.Exp.Med.175:217-225 (1992) i 1 2K NIEA BRI HUAT (ab’ ) 277 77
A o BEANFab’ v Bear il BHOR AT B 43 W JF B AE AR A Ak 22 AR LUE AR S P Pe ik« B
IR B RURS S P AR e % 55 i SRIKErbB2 52 AR 1 A M A1 IE ¥ 1 N TS5 &, FFfil ke N 2R
21 B 1 IR £ 4 P 2R AR 12 S DA BT N SR LR I E A

[0202] % 452 A 2 441 B 355 7 22k o) % AN 20 B SO B AR B B R At . A O s 461
n, U R IR AR O I R A R B BB ) %% JKostelny et al.,J.Immunol.,148(5) :1547-
1553 (1992) « >k H Fos A Jun [ 1 55 2UR B 8 ok L DR i 6 5 RS R BT [ Fab’ #845
TR PR A R AR BAE X A TR, T2 B Sk, SR 5 5 A A T bR e R AR i
Hollinger et al.,Proc.Nat’ 1 Acad.Sci.USA,90:6444-6448 (1993) Hiid iy “X 44
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(diabody) ” HARIRAE T 55— il £ XURE 1/ — M Pudg Fr BRBIML I o 1% Bt & B A T AR
i (V) ol Bk SRR R AR I (V) A, Ik B S AR R DA 2= TR — S5k R N
() TGRS o AL, — AN Fr B BV AV 388 5 55— v B B R B RV RV S EC 0, A
T T BGRB8 2 7 A G P B 4% Py (sFv) — BRAZR il 8% XU S/ AR 44 A BR 1) 3
— FhifEg O G . 2 WGruber et al.,J.Immunol.,152:5368 (1994) .

[0203] ETRHAEA ZF M EIPUE. BN, =45F F PR Lg% . Tutt et al.,
J.Immunol.147:60(1991) .

[0204] 7R XURE S EHUAR AT DL & IS AN R PR o 78— LSt 07 S8 vh , WURE R ML
IR 2EG 5 — PR C L, IS 3 Han 36 5k of i B o 1) 28 — ) o AU O R0 2 At JE A Rz
Ao id ot I i el (2 W, i, Gabathuler R.,Approaches to transport therapeutic
drugs across the blood-brain barrier to treat brain diseases,Neurobiol.Dis.37
(2010) 48-57) ML P AHE (HAR T, R E B 24K (TR) Vg 3 244k (HIR) JHR &
FEHEAEKKE T2 (IGFR) % FE R B 2R A0 B 1AI2 (LPR-1A12) VMR EE 3R 3244, 1
FHCRM197 (F1 M5 75 R T FE PR SRR A | 55 YN Je B3k B9 n TMEM. 30 (A) GRUAL ) B
T FIGI AN TAT  Syn - B 528 R IR 2ROk, 2 R IR B0 38 % 7 1F L 17 1) Ik Flang i ope p Bk 451
ANG1005 (Z WL, f5ll1, Gabathuler, 2010) .

[0205] Z W Piik

[0206]  7E—UEsiji 5 e, RAFMPUAREIE Z NPk . 2 MPuknr CLEE M Prik iR
U R IEZ PR BT 45 A PR ) 40 Y ZEAL R/ B2 AR ) o« A A TR PLCL gk el
Pk A BT LU B A = ANEGE B 2 AN PURE 45 A AL (B an DU AR S ak) 1 2 A Piik (B 1gM
), FonT LLS G i id i B 2H 3R 50 G i BT IR P A4 () 2 IKEE AL IR 1T 7= A« Z2 M Hi A v] LA AL 4
TR RO K = A B 2 AN PUR S S LT AR S T R, Bk RS e
FEFc X BUBEE X o FEMAE DL T, FUACK B 6 F e X FIAL T-Fe X I 2 25 R i 1 — AN 2 A0
JR &5 B AL R AR LS T R, AL 2 PR B = A B4 )\ PUR A AR I HAR
— LSt g e, A VU UR S G0 2 M PURE & 2D — 5 2 IRBE (TE— L5 g
RHWKZIRED , K —%E X2 MEEE S A BE 2 A n] Bk H i, — % 2% %
FREERT DL 4EVDL - (X1) n-VD2- (X2) n-Fc, Hrp VD12 55— n] ARt , VD22 45 — AR I, Fe /& Fe
X B — 4% 22 % , XTAIX2AC R A IR Bk 22 K, nsZ 0Bl 1 o Bl , — 25 B 22 4% £ ik ml DL A 45
V,-C L3Rk -V, -C L -Fe X & 5V, -C,1-V,-C 1 -Fe X B . A S0 2 P ol LLsE— 54
/DA (FE— L8 SLTt 77 22 DU AN) 5255 P AR 22 ik o A ST 2 AR mT LA, 4, A 45 A
21 AN B L)\ AR 2 IR o AR SO UM ) 5 B R AR a2 IR B R T AR s DL K, W]
3 R L FECLIT,

[0207] RE&EE DA

[0208] YR 45 A PR AEA A T VE Bl N o SR 45 & Uik B P A S S B Pk (1 4m
KAFFRIPCLaBi R B LBk 7 BY) R 9 a0, SR g & Uik R i — AN Pupk T DL 5o fi s
BEL, B— PR SEMRMBL LR PUA D S B 1K 5 9% 22 40 40 B 1) 8 A2 2 A
T L4014 3 E £ FNo . 4676980 , 3 H. U FH TR HIVIE Je o [H b5 A FFNos . WO 91/
00360.WO 92/200373FIEP 0308936 .75 & 7] LA & B 1 ik 2% o O AN J7 VR AE AR A1 il 2%
Puiss, B 4E AR LL Bl e AT BRI J7 325 o 40, S e B3 3% ] LAad I O Ak W B 35 S 87 Bl a8 i T
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S it Tk B SR A o B T2 1 5 3 P ) 40 ST 48] 58 T S 2 I 26 R R R - 4 - 32 T B
. ¥ 1 AR5 i 5 [ £ FiINo . 4676980 H A F [ B LL o Yl &5 5 HiAA T A ASE T A ART 777 58 ) 22 Bk
T3 3 R ) 2% o BT 10 32 R A ARSI A R, IR 5 2 R AR B R — R 7R 5 [ &
No.4676980H AT,

[0209] G NF ThRef T2k

[0210]  #E—uEsji 5 9, Il B AR A TN JEALPTCLaPu A, DA SR R4S - Th g A/
S AT A ) L7 2 3 S AT BE R R A R o 9, 2EAE 52 X [P e 32 AR 45 A 5 AT LB A
B RAR, LA RS IR Bl /b H B Fe 2 44, il WiFe v RTFe v RITA/8EFc v RITT, [ 454 5% Fl
I AE— 285 T7 R, RN D Re i B BR BUARF e X (5 U fE TgGIY CH2I80) BN - B B4k 11
BERG IR o FE— LSt 7 SR, N DhRe i@ I AZ 1 AN TgGI X, 1141233 -236 . 297 F1 /84327 -
331X, AR AR IR, WnPCT WO 99/58572F0Armour et al.,Molecular Immunology 40:585-
593 (2003) ;Reddy et al.,J.Immunology 164:1925-1933(2000) ik 1 .

[0211] AR STATHHIR 4T - *MADUAAR 118 52 X AR AT DA A& 4 AT Al SR LA MAR (1) 380 - 51l
I RAFCLEE A5 7 (BlanClo&h &8 ) e X A 2 R IR iR 3, TeGiiR 5 AMARICLAL
G356 2 JE B AMA S ] AR o 4R TE , X A TgG1ID270.K322.P329 . P331 1) & —
A, Ala T 2 2 FRARPUAAR 5 Cla 45 A FR IO AMA I BE 77 X T i 28 1gG2b, Clah & 24 74U
4 E318.K320f1K322.Idusogie et al. (2000) J.Immunology 164:4178-4184;Duncan et
al. (1988) Nature 322:738-740.H T2 % 5[ FR 25 1gG2bHCl s 45 & FFE318.K320 K322
AKX T e PR R AR ILE ) (Duncan et al. (1988) Nature 322:738-740) ,iH it
i FOEE - B AN M ThRER R I B e — AN R e BRIt R AT — A, TgG2bHICLaZh Arid
AT ARG IR o A — e A A 2 # 5 7 RUR BRI R C Lo &5 & o o T IR Cla 4 &, i m] DA
R B e B A R B PRI BR L, 5l NG ly T 1e Leu. 8§ Val, 8 iPhe . Tyr . Trp FIProiX #E ]
75 B RAR R R e B e IR = AR B AT — Ao A, RIEIRCL s 25 A iE M ik ] LA
FtnSerThrCys FiiMe tixX #F 1B M JE B 7 U AR 5L 25 0k L 320 f1322 , (H AN B # 7% £ 318, .
BEAb, BB A 4l & BT 2 75 B F e X 35k R Ak /K AL S P& 4 ] LARH 15 % MATE A o TgG B B CH2 35
PR 55 R A TENE (Asn-297) MBS AL T IR RS 7 Ihae R L TH M (Jefferis et al.
(1998) Immunol Rev 163:59-76) .FcEMEMIME ML 1gGI I R IHFEAR T FeXf #MAi BT I Clg
RS 740 32 AR F R &5-4 6 1 /) (Alhorn et al. (2008) PLos ONE 2008:3:e1413) . 5%
AR FRF c R WER YR CDCFIADCC o 2 Wl 32 A0 mT LA 3 sk bl 17 I 56 e » T W T T A2 51 e b P e
BR A 1 2 Kl endoS#a G5 1) 108kDa ) N VIR EFBES (EndoS) , Hak Ve AL BT A TG 2 1) B4k
) R AT R B 1 R, 0 L S Bk A R E L e MR R A EH (Collin et al.
(2001) EMBO J 2001:20:3046-3055) .

[0212] Dy 7 BB AR i ML - 32 Y, AT LUK AR RS2 4K (salvage receptor) 4G & A& I
APUER GERZ PR B W, a0, 1 an 3 B & RI5739277 Firad o WA SR A8 T, AR “kb R
GG RAL H5 1867 T (9140, 1gG, + 1gG, 1gG,BiT1gG,) HIFc X IR AL, &5 7 9T 8 I TeG
I3 FHIR N IS 3 1

[0213] e ELRRT H&

[0214]  RAFFPINIEAITCLabu il , B BUA 7 B 1 2R 7 ZIME AR 4 8 B 21 451
PERPUAR PR B B 5 5 R0 3 AN/ 8 B AR ) A 1 TR AT R A AT DA IR B I BT NE
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YA TR AR B Gr g BT AR SR BRI R R, B T KA R LR E TR A B &
FLBR T 0 28 R 1) 2% o SX PSR A4S , 49 G, HiAA () G2 TR 7 41 Hh 1 Bk R R L AN/ Bl
1/ BB B o SRR e N RN B T AT AR A LIRS B A B B R RIS A A TFICLg
WAL A a e DA EAE RS ) IR A B, N AR R AR . R IE R AL IE
AT DA SRR SR BB JE I L 4 S AR A S ) B A

[0215]  —FpE HLCLaPiih EAE ik TR A7 s iR 4 E Bk B BURE 2 X A F ) 7 V4 FR
R CNARHERZRA” , inCunningham and WellsfEScience,244:1081-1085 (1989) flfik . H:
W, AR R Bl 2 B SR A ) (v HE AT R B 2 Warg vasphiss lysFllglu) , Hg
PR B 7 H A7 R SR R (B I T R R SR T R B 48t , A T 52l T IR 2 B 1R 5 e )&
(A EAE B 3 78 B 7 5 51N A sl L B R AR A, IS B ooxf B e HL A Thie
() BBUBRE 1 S S R AL At it o TR, BROR T S N R 17 F1 AR A o7 s 2 TS 1 s
RAFII I A B AN 75 Bt 8 o 10, 2R 1 43 BT AE 45 78 6 R RAZ ) 2R , 78 #1350 1~ 5L
X 347 P BRI BB AL AR , I35 B A B B BE SR PR A SRR I R A8 4

[0216]  ZHEER 7 HI90 NELHE - 5 (“N7) Fl/ B 2L (C7) Rl A4k , BT @A R 1 K
TERIN—MREZR A — B ANBE 2 AR 2 K LR BB AR IRREEN T8N
3 N o 2R ity 47 N 1R S 471 0 958 L AN - A vt B A T e 22 11 P Ak B 5 0 i 2 1 2 TR T
P FUIR S T 10 B 38 N AR B FEHTAR FIN - BR.C - 2K -5 18 e A4 1L 37 2 32 J A0 B 8 22 B 1
AR

[0217] 5 —B R R IR B AR X AR ik 4 PR & 2 /0H — AR F
B S 0 1 TR e i o B 52 DR VAR 1) L M A T B R AR X, (H PR AR 4 2% FE 2 R 5
B R ORTE N RAR ULk B3 bR T o W X R T B s 0 2O, T BL 5N
TERA i 449 TR B3R (1), B U0 SO 2 B BRI gk — D R 1) B < B 1t i) e A, I
X AT I 1 o

[0218]  FA: IR E

0219 i g R it B 4t
Ala (A) val;leusile val
Arg R) lys;gln;asn lys
Asn (N) gln;his;asp,lys;arg gln
Asp (D) glusasn glu
Cys (C) ser;ala ser
Gln Q) asn;glu asn
Glu (E) asp;gln asp
Gly (G) ala ala
His () asn;gln;lys;arg arg
T1e (1) leu;val ;met;ala;phe; IE =R leu
Leu (L) IE=ERA L ile;val ;met;ala;phe ile
Lys (K) arg;gln;asn arg
Met (M) leu;phe;ile leu
Phe (F) leusval;ilesala;tyr tyr
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Pro (P) ala ala
Ser (S) thr thr
Thr (T) ser ser
Trp (W) tyr;phe tyr
Tyr (V) trp;phe;thr;ser phe
Val (V) ile;leusmet;phe;ala; IE=Z MR leu

[0220]  jE It e AE N B0 T b o0 SR 22 ) S 2 1 A, W SIS oA A A A IR ) S
it - 4EdF () B X 2 IR E 2L R0 2584, 1 an 3t S a8 e 5, (b) $EAL mAb 73— R o
B KM, BUFE (o) MIREAAR R o MR A 3[R A B ot , RARAFAE BBk EL 73 9 BL T L2k

[0221] (1) Bi/KH: IE5E &R \met alawval.leuile;

[0222]  (2) I 2E/K T s cys ser. thr;

[0223]  (3) B&T%[*) :asp.glu;

[0224]  (4) Hd M :asn.gln. his.lys.arg;

[0225]  (5) s2Mal 77 Ml A kAt - g1y pro; Al

[0226]  (6) 75 &I : trptyr.phe,

[0227]  AR{R <7 B e 75 IR S — R0 Bl 1 B 4 o — 2RI i

[0228]  ARAIANVE S HEFRFHUAR I I AR AA G 22 IDE 2 IR ok 2 1 mT DA B 46X, 18 FH 22 2R
B, U7 7R B A AR e YRR b7 1k e S8 Bk o AH S i, 22 I R Bt o] LA I A\ Bridde b
PASE e e e G2 Ui uik i By, Bl anFv 1 BY o

[0229]  fE—dLsji /7 Hh , B3R & B #op APtk (i an, NJEAbEl A FiClabifs) i
— AR AN AR X IR Bk G SOk R T BT K B S B AR AR, 5 A o
APTRAR LG , B A olodh i) A 400 2 18 0T o 77 AR 3 R B AR AR ) — o 07 488 1 7 A0 % 0 I W T
PR RIS AN R TR 5 2 JUA = AR XA 5 (5, 6- TN ) 3 AR DAAE B — AL
mE PR AE A R RE ) S AR B o AR DA Rl 4 1 22 R T A RORE 381, 2R 7 A JORL HH
MI3FI SR TTT =4, bH G = AR R Pe AR AR A LB T S B o SR S5 5 WA STRIT A FF B, ok i B
P R AR AR ) AL W i 1 (gD, 456 25 A0 ) AT I e « A 1 48 0l P T A A R A a2 v A2 X
A7 R AT N R IR 4 TR AZ LS T TP i 45 B A 03 ik i = A8 X Ak s« 5, B A 4b
Hh, bR - AR R S YR S R S5 R AT R A BT Sl bR AR (B A A TR Clgik
1) 2 18] 0 42 fish s o MR AR A ST IR R 57 R, 3K S 432 f 7 35 AR A 08 140 e 228 A A P 1 e e 22
— HIXFER AR = A, — ARG AR SR IR M 3 , R AE — N B AN A O e e B A A
SR B Ok BT I — IR

[0230] 5y —Fh AL A A4 1) S JHk R AR AR e AR B Ak 1) R G i A A X o 53 T A 5 T o £
iR BRI — AN B AN R KA ST 51 A/ BUIMAN — AN B2 S BUAR H AN A7 AE 1) Bl 2 4L
(IDA=

[0231]  HUAARM)BE AR B RN - B B0 - 1 N-IE AR K A A W8 70 R A R A& Tk
JH 5 R B b o — K7 91 R A& W9t i - X - 22 G IR PN R A4 Bt 1K - X - TR &R » 72 Bl KA & 0 8 4y
il 328 T R A B e MV BE TR ) e 81, e X B 17 I 2 BR 2 A AT A 28 ZE 1R DRVt , 76 22 ik
AEAEATAR] — PO FE B =K 7 51 2 T B 7E R S S A AL 5 O - S R B B SR AL FBN - £ I - SR
Jiz 2= FUE L BB IX Lo o ) — Rl TR AR & R IR b, BARS- BRI & IR B 5 - R I 22 &
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R AT A S A DL 2 22 A IR TR 2R

[0232]  FEHUAAR AR I IR S A0 A7 A T LB o S R 7 41 A L & B ) = KT 81
H ) — A A (TN R A A7 1) T 77 {8 3 SE 3 i A2 ik ] DL I 1) JR 2 ik
(1 7751 (0 - B8 1) B A0 A7 10 Vs In— A 2 A 22 R B I3 2 BR P ik i o FH HL B 4ok
AT

[0233]  #hdt - TEPUAA I U HE R 72 51 AR AR I AL IR 73 1 AT LA AR $tek 8 i 22 b J7 9% il
2 XL TVEAL R HAPR T WRIRRIE 3 5 (FE R IRAFAE R L TR 7 9 AR IGO0 ) B8
T LS ) 2% 1) A% S 1 B AR AR S B4R (BN A A T HLCLabidds) Bibifs i B AT 5%
FR S 1 (852 A7) A8 \PCRISAR AN £ 20 J AL K il 45

[0234]  HeHifiiE i

[0235]  7E—Lesfii J7 S, AR AT HI NIEAHICT api ik B L Hidd Fr B mT LA i — 218 1
PAEH #AMY RS B BT Ay , FriRdE 8 B B2 = AU O R0 1) I HAR 25 5 3R19 1 £ —
B ST 7 R G S T PR AT AR A R S AKVE I RS o K BR S P ) I PR i e S
BIALFE , (HAPR T, R & — % (PEG) \ & —BE /N LR R W R AP 4E R VIR BB VR Ol
B BRSO Be i 3 -1, 3- I8 E R 1, 3, 6- =W kE . L0/ HoR I 3L IR Y IR m R
(R ILRY) R E SR (E 2B e i) 58 2 B 8 IR Y AR A
I/ BN CIR LR VR A G EAL 2 ool () R GIREELL RCEATIR G R & 1%
PR T R R AR 7K A B AR 5 A T AE )% v B SRS AT BLRAR AR 70 75, AT RS )
B AN B 5P IE R I S-S MR B /T U, n iR 1 — AN KA, BT
AT A2 AH [E] R BAN [ (1) 237 o 3%, AT DAAR 4 T I8 25 ek e F T AT AR A SRS i £ H
A/ BRI, iR 5 R A A H ANBR T ZE SOk i B i) AR YE Bl Dh e PUARAT A =2 5 H
TR E KA N IR TT & X SRR H e & A Y il fEReming ton: The Science and
Practice of Pharmacy,20th Ed.,Alfonso Gennaro,Ed.,Philadelphia College of
Pharmacy and Science (2000) 91 /AJF .

[0236] xR . HifRATE T 40

[0237] AR FFM NVEATTCLaPi Ak mT DLUIE i =1 20 J7 vk F A & 4 7= A, 491 o [ & )
No.4816567H FIrid i) . 7 — L85 77 v, e it 70 B B AL IR , FL R D A A JF B A —Fhit
ClaPiR IR R Fr 51 o X A AZ IR PT LA 9 i &5 VL) R IR Fr B AN/ 55 A HiCLa AR 1 VH
(IR 7 5 (a0, Prik it 42 /sl 5E) o AF — e st B, IR A IX MR I —
Pl 2 Fh AR (40, IR BAR) o AE—LeSi 7 S8 rh IR IS A XA A R IV 15 40 . £
—UESt T S e RIS A (B LT AR LY - (1) SRR A, Pk -1 S
TS & BRI VLI 1R 7 51 AN 3 PR B VHI 28 B2 8 7 41, 5 (2) & b & AR B VLI 24
FER PP B IR AR 1) 38 — A, AN A g & U B VL IR U 1R e 21 1R A% R 1) 5 — 38044 . £
—BE St 7 ZE 1 T 4E M EAZ I 1, v [ G B IR SE (CHO) 248 i =iabk 22 4 i (371 4, YO
NS0.Sp204ffifl) .

[0238]  ARNFFFEME T HICLaHUAR I & ik fE — 28 SLiti 7 b, Frid ik FE e iE &
PUATIEI FAF T, 5577 5 A S PiCLa PR AZ BRI A A TT I 18 40  AE— Le St U7 58
Hh, FUAARRE 5 N TE A (alorg 4 IR AR) 1R,

[0239] X FARAFFHINIEATTCLaPUA R A A4, TS HiCLaPiiR AL IR 45 70 5 , H4d
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N B A8 2 AN AR R AT 38— 25 e B A/ B TR 18 S A R IE X B R T DL 2K 5 b g
43 B FEE I AR I (5 4, 8 1 FH g S dm D AR ) 2R B AR B ) SR R R R M A A
SR IR IRED) -

[0240] &G ASCETIR B gt A A FF AR PiClaifd, B F B 2 ik (B S AR
BB A& I B AL , (EARNPR T, 50 B 3R RN R IR FAAR o 53 Y o B 3 A mT DAAR HiE A v
ARAE g, B AT DA AS S0 ] FH A O 2 o e 28 A B 45 o R SR T A2 3 1Y) o e 8 A AR i A8
FHR T 2 20T A BT AR AE 2 v ) se e ik o A B IR E wnee 71, LR A —A4
R B 1) P DR P L, 0/ BRT DA A BT T R B A s R ) S R AR IE R R A Y
S AF) A, 4 JFORE A4 B R B , 491 pUC18 . pUC19 . Bluescript (4, pBS SK+) Fl'E [T AE 4 |
mp18.mp19.pBR322.pMB9.ColE1.pCR1RP4 I [ 1A DNAs « Al 28 4R 5 KL 491 i pSA3 I pAT28 o iX
SEFNVF 22 e v B B AR T DL R ML A3 82 7 91 iBi oRad  Strategene Al Tnvi trogensf s
[0241] Rk Ek MR 2 v Z ) 2 % TR EAE, L E5F R AT IR . RIEH AT
VB i 25 225 IR B3 A Dl % €8 R DNA ) AN BT 43 B ) — 3043 751 2 A b &R ol o A & R 3R 1A 3%
WRALTE  AEANER T, JFORL, 973 35 20, B0 HE A0 B IR AH SCUR 55 L 0 #E ei 2 , ARLRIPCT A FF
FNo. WO 87/044627 /N FF ) Fe ik #i Ak o B AR 4H 40 38 % 7] LAALEE , (HASR T N ik () — Fhak £
Pl (55 P51 s IR A — Al 2 MR e 25 IR s A 3@ 1 B s il o A (9 s 3l 7 1G5 1
AZEEF) S TRIE REHBE) , 88 10 7 —Fhal 2 FrB s sl oo i, Bl an iz stk 45 6 40
e e L VA 2 S Tk o L

[0242] &G SRV AL IR 1) 35 A4 AT LA B L 22 P 24 5 v b IR AT A — Bl 51N B4 3240
e, A 45 E 2 FL, R SR AS S B BR AT W DEAE - 5 SR W ml SL fth 47 i AT 1) 5 e s FE A
}27% (microprojectile bombardment) ;A5 B4 Gy s FUBHY (5] 4 , 78 B A B G 11 30571451
WA REEOUT) o 51N FRAREE 2 4% 1 R 1 3L B 08 Bk 15 32 40 I R4 o 76— 51
Jiti 7 A BAR S AR, TR IR & B WIS A AT PiClabi ik ) — AN N E R )T
51,

[0243]  FF Fo b ol R IR B - S fid 244 1) 63 1) A 3 0 55 iR A% A% A o 45 a5 A
ANFFEIPTCLa PR T LRGN A 7= A2, 5 0002 24 A 75 B AL FIF ¢ 380N - Th RE R o KT 7E 4]
B o ek B AR BRI 2 ik (1, 25 [ 5 FNos . 5648237 .5789199 4115840523 ; Charlton,
Methods in Molecular Biology,Vol.248 (B.K.C.Lo,ed.,Humana Press,Totowa,NJ,
2003) ,pp.245-254, kR T 1E R HFRIEPUAR R B AERIE Z 5, B n] DL A 41
R s o BT 0y, FE AT dE— P alik .

[0244] B T IR AX AN A6 AL AN 490 0 22 R SRR B B, R & A T P - dm i 3k
PPy v B BRI T =, B HE R AR AR A N VR () BB RN RE R bR, S S B AR B A
438555 4 () N BERAL A K FiAAk (918, Gerngross,Nat . Biotech.22:1409- 1414 (2004) ; Al
Li et al.,Nat.Biotech.24:210-215(2006)) .

[0245]  FHFRIAMEEAL PR R A3& 10 75 L 400 AT LAk B F 2 4 i A= ik (56 HE G A
HAHEMER) o JCEHEAE VAN PRS2 B B RS Y A AN . 2 FPAFIR R B B ik 2 4 Hl T Bl
FE U M — 2 s, SRRl FH T e B b SO (Spodoptera frugiperda) 4 . A6 47 24
B Bt wT DL TS & (040, 25 E % FINos . 5959177.6040498.6420548 712597841
6417429, Ferh iR T FIF 724 5L R 77 A HUAR IO PLANTIBODTES " A
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[0246] G HESIW) AN ALt o] CLAAETE 35 - 1 0, & BT 72 B AR K R FLE 4 i R nT
Re e HI A R FL 30 P40 i 5 0 e S 2 FHSVAOR AL B CVL & (COS-T7) s AR
Y & (2938 4Nl nGraham et al.,J.Gen Virol.36:59 (1977) F ATiA 129340 ) ; 465 R,
B 20 (BHK) 5 /)N B 22 4L SC R AR (A9 dnMather ,Biol . Reprod. 23:243-251 (1980) Frid i)
TMAZHE) s 05 40 (CVD) 5 JEINZRAR'E 4n e (VERO-76) s N5 S50 4l i (HELA) 5 K'5 41 g
(MDCK ; buf falo K 5 FF4HAE (BRL 3A) s NAl4HAE (W138) s AN (Hep G2) 5 /)bl FL A iR
(MMT 060562) ; TRIZHAE, il iMather et al.,Annals N.Y.Acad.Sci.383:44-68(1982)
W T IR sMRC 540 ML s FNFSAZH AL . Ho & A IR FL3h 4 1E £ 40 i SR 46 b E 4 R 9P 8
(CHO) 4 2 , FL$5DHFR - CHO4H i (Urlaub et al.,Proc.Natl.Acad.Sci.USA 77:4216
(1980) ) ; Al HEIR 41 L Z 451 41 YO NSOFISp2 /0.0 38 FH F-Hu a7 A= 1) 45 e W AL sh W 18 £ 40
R LER, S 0, nYazaki and Wu,Methods in Molecular Biology,Vol.248
(B.K.C.Lo,ed. ,Humana Press,Totowa,NJ) ,pp.255-268 (2003) .

[0247]  Z5MHEW

[0248]  ARAFFHI NIEALTICLaPiARTT LLARE 4 & 2 & Fpdilsal e 3697 g (il dn , 38 i
F) B I R PR 5 G R 24 25 n] 52 1) sk R RE R 20 &k 1 £ 245 (9l n, 1897
BT A IR AT PR B E B S i), L AT LA P ) s ] A e AR A B AR T
PR ) 751 o 3 o ) 510 ) S50 4 , AN BR T, 1) R 700 o 71 SORE 771  38 77  V RT)
F V) N T B R TR R NSV AR - 502 S0 mT CAALEE , (88T B 75 1 7] L A R 7
(R 25 25 AT 52 1 TR B MR I A, FL2 % TS ) FH T sl N 45 245 10 29 A & W 4
TR PR RE TR AT A B A 52 i 2H 5 1R AR 03 1 o 3K PR 8 711 1) S 91 i (AN PR T, Z8 18K
ZE K VAT T K (PBS Ringer’ s¥A VR - il SR BV MR FlHank’ s - A8 A JF I 25 24H & 1) Bk
HilFR AT DLt — 20 s e B BT EE I L AR VE T PR L TG S 2 S B AR E A TR A
55 G WIE AT LU HE e I B A T AR A R A o, A8 pHA 7 AN % ] 2 R T
FR T A IR 7

[0249] AN TFFI 25 W4H & Wik vl DAL HE 22 Bl g SR AR AT — A, B dndre S8 A 7] 24 2459
HEYEHEZ KR, 2 K0T LS &R A mr e & 98 6 DL 5E 2 K AR P9 e v, 53 1
o L2 B 2 e o (19, 380 22 IR ) - S 0, B AR L 2 4, DL S 3 hnis A e sl i) o X g
T EC S SRR Se ) B HANBR T, SRR 2k A B IR £h AT IR IR SR A IR £R . H S 2 K
0] DL R A A T AR N R YE D) 0 R A X Py FEFE  (EA R T, KA &4 S %L
R L E K E T (B, 8 B S BE VR AR

[0250] &G TANEZRBIZ 2580 H17 8 H e 2 n] PLAERemington’ s Pharmaceutical
Sciences,Mace Publishing Company,Philadelphia,PA,17th ed. (1985) 3k %, T 24
Wik J VAR Rk , 2 W Langer,Science 249:1527-1533 (1990) .

(02511 b3 10 i it FH o 36 14 23 T A DA [ A4 50 28, 48] da i 3 791) v 77 R OR 551 B0 DAV A
Y, 451 G P 70 W R 7R VR B R T 2t R o 9 PR 2 40 mT DL R TE PR R AR R A 45
QR ) BE FLRE A L H SR B R AT 4R R AT 4 = AT AR AR R R B B IR IR MR RS T
AR ER B — R R AR B IR R 2 o WA N DS AL i i B8 A B L R T L R MR L 2R e
J7 53 B B T O RN B Ay B R AE 1 B AR MR A ) S A A AR R T
Pt HE AR PR LR ANRT B FH 8  SRALB RO AT LA FH 5 )8 e 4 77 R R e 2
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FRU R AT LAAE 1) 8 J s S T i o AASE 245 0 S50/ 8] B3 A S S8 T T 4 1) P LA
AR B, DL 2 A ] NASER RIS , I+ OR37 Fr i) S 52 23 SIS, B0 T LR i
A<, FTAE B Wil rp a3k 20 A - 10 bt P PR B0 7 28 T DL 3 G R RRIR 5, DA a8
B ESZREE

[0252] & & T i B At A A0 1 70 B4 25 K A RIS 35 7K IR S S92 1 0 RS0, L mT DL
A DR G 0 R AN AE AT 1) 7515 S0 1) 52 3 1) LS5 05 B9 Dot A B 7K R AAN
B 7K TE TSI, FLmT DAL B BT AR HE A R B A E TR AT FE AR

[0253] TR #1252 & Wi AL oy DUt s vy 20 FE K OF B EAE W REA HIN TS 3
(il hn 22 bR 5 b (National Food,NF) 2, 3% 28 /o2 7 #r 4¢, 30 i R ot 2 /024 ]
20 o 1t H, T3 A A R FH ) 286 38 3 52 T T Y o DGR TSRSk, 45 58 AL S
LA P AT & B, 79 2 00 7 038 5 AN E AT AT Rl RE (0 A BV B e o AR AT A 3 3K, LT
REAFAE T & R AL R b o i 1 At T A S W) 2 e Y, B A B R S5 ) I HAEGP
AT

[0254] Dy fi m oA # e Z2 4 ) DR B ARG E A H IR #1790 R BAAREARAK » 24 R it
PRI IX = R, A B A X, AN R 53 /b 5 3 ot i e e A2 mT AYIARS 1)« R E
WA BIE LI RGBSR B a5 £ 1 R RIS I B B A A I, BLsK
By 7RI,

[0255] g sEnOr B X SRS L FE R PR, B A 22 JF (9 NIEAL BLCLa LR 0B A2 AL ]
2 fif s A A PTR80S i e e s B I 2R 5 W Ak R T
AR N W EE) A 0 o At i A 42 1) 24 W00 I 3R 5 0 e ot F) B 3t 2 52 21 AT DR 3R R 560 = 4K
BV AWK s RSV L s R EMER UK Z JGIEZAK , LE TR &9
R Xt 25 ) B BATEE N A LTRSS AL A S RS 5B AL &
) DX IR ST FITIRAE 24 RN AT DA RIORE L Fr W P AR AR 4 I SS  JF T LR S
P R 40 AL R IE B AR AT RS AT AR

[0256] M R] A BEAAL) , RIVEAT ¥ 5070 A T 3R G 0 2k ot b i s PRl R) , B 2 e
R e r I P R A B B 2R D o o A T ) SR S DAL 5 ) e 5 ot it P A7 e 31
NRTIN 8] B R 52 BT IR 1 1 o 55 0 A2 0 o R S I R P R AR AN A s Ak )
AT B AR B RO R A A B B R S R AR AR PRI T R R

[0257] W] RAAE FHA AW mT B e 28 S MDA S 0 mT DL HLISE B PE , =2 LR Ao 7 A A 3 2
PRS2 R B 0 AL A o BRIV SRR A iR R T 5 E B B LB R RO AL 5 R DU AR
o REDT AR & R A R A ] LA SR A BRAR A IR o JUH B R FE Fe Sk i
BRI R &) (R ZEMESLIRYD) A2 HE S o SO 1 SR B A 5D - LR | L- FLIR L HMH g
LR CTERR VR RN BRI A WAL & o Jd i s L - LIRS EkD - FLER 26, SRAF 18 [
AR SRS 5 1T NI B RO 1 TNt A o JC OSBRI 2 L BF IR AN FLIR (M 3L 3R 4, Hrpid i
LT IR 55 LR A L A1) 42 1) A A ok g o P2 o Ao ERBA A X 3L IR WD R AT T L1 35 B I 2 PR AT 7L
W2 AT — b X SRS B A8 B A 1T 0 o I R A LR F) b 1)t 2 S M R N DT I 128
FLrpRE SR U AR A 8 S S AR AN 51 75 B0 o SO 1Y) 22 W 0 475 SR R 5
ANTHREACZT HE 2R i ol R R P B 21 4 3K, FLRF IR RS ANV TK, 70 T BN K Z15kDE 500kD
S AN TT IR RN R 3 W] RAASE P A 400 T o AR 1 7K U o 7K Tt i B 2 I SR WA ), JLRFAIE
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72 HE W W SOV Ak o AT DUASE FH ) s 9 1k AR 0 AT B K Bk fEHe 1 ler in:Hydrogels in
Medicine and Pharmacy,N.A.Peppes ed.,Vol.III,CRC Press,Boca Raton,Fla., 1987,
pp 137-149FHilik .

[0258]  Z4Wp57) &

[0259] S AT NIEATICLa PRI A 2 TF 250 -5 0wl DLAR 4 © 50 07 N H
(ol , 45 7 2 HPTCLaPUIa T I A, AN ANt ) 5 B J7 325 48] dn i Jok oK 741 2 Tt
BYCCE I I — B TR) P e v @ LA P IS P L R P L A LB R LR
RGN NSNS E N P L 0N

[0260] AN TR 2450 40 5 P ) 700 58 R A B 1) 247 40k 52 mT A T S #4222 4K
I R 7R B A 2 IR AR B E e A AE I EOR N R RE JIZ N - ShPse e i e N3iaTT
A RO E R T AT SRR 48 5 o A ROT) & AL M TE] ) I 8 AT BL 4% liMordenti, J.and
Chappell,W.“The Use of Interspecies Scaling in Toxicokinetics,” In
Toxicokinetics and New Drug Development,Yacobi et al.,Eds,Pergamon Press,New
York 1989,pp.42-46 Bk 4 J5 24T .

[0261] b T A2 T B AR AT AN PSEALHTC Lot A4 (1) 44 PN i FH , & R0 & Pl AAE R R R 21 0ng/
kg B2 K £)100mg/kg MAANR B 8 5 2 2 [A]ARAY, , X B T 25 241845 o A8 — LU STt 77 22, 51
R KL 1mg/kg/ R A 10mg/kg/ K o hT7E JLR B K I [A) b 51 55 45 24 iR Bk T 220897
BT JonE BOIR 0 ) 7 B, AT VR YT B AR SEBL 7 RRER B B A B 40

[0262] IRV 45 2477 22 W] LA Tt FH N BTCLa iR I I aa 71 &, 9 K 2 2mg/ kg, 78
J B b — it R 20 Lmg / kg B JAI4E 4 7 B H e 4 24507 ST e A I, X Bk T = AR A
SRk B 245 43N 7y 2 3 RS o a0, A ST b PR A AR 2 2 — IR B A IR AR R
St T 2R, R N K Z930g/ke 2K Z)2mg kg (B A0 K Z13ug/kg . K Z110ug/keg . K 4130
ng/kg KZ1100ug/ kg KZ)300ug/ kg KZ)1mg/ kg BLK L12mg/kg) W LA AL H o 78 55 L8 S it
7R SRR TR IR R IR RER — IR BB — R — IR — IR B — K
U AT YN Y U R SIS
5 U AFBIA Uk RS B S I I 697 0 M T B 5 B
AR BEAT W W o 45 2577 22, B4 it FH I N A HTC T a i da, AT RLAST. T B A FH I 751
111 i o T A4

[0263]  Sf T & I NI HICLabifas , 78 O &8t A i — IR B 2 I N IR BT CLa i 1) A4
Hh, BRI 7R AT DAAR 4 2 50 1 1 o AN 45 T 15 050 & 1 A R4 BTCLaBidas o o vFAli N5
WHTCLaBTAR IR /7, AT DA S I Rh 2 3R AT PRI R T RE B £ S0 28 e H AR ATREAR o
[0264] AN T NIEAHTCLaBLAAR I it FH AT DA A 528 2 1) B2 (R 8RSk 5, 9, 52
BB it B H R R TT IR TS AR N R R E R R . AR HCLadit
A it FH AT DAAE T PR IR () B P 2 A B SR (1), 5l ] L BL— S 471 (A R M 7 Bt FH o
[0265]  SCHRFRFEME T B IE M BARFIE M ITIERI 485 2 W, filtn, 56 [H L FNos . 4657760
520634455225212 o AN[F] B 1l 711K 23555 AN 5] B30 97 FIAS [F) e A 28 T O 7R 7 23—
HAR &5 B B 2 HEAT 1 i AT A 0 75 AAS[E] ) 77 2 08) 55— B B ZH 285K, X 2L
BHBAEA A TT VG A o 11 HL, wT DA — sl 22 o s oph i) it FH s e e 322 8 i v i FH 771
B0 TAE LR BB AR I ] o B AT it Y, X R T AN [E G L, FE SR AT IR T B ARSI T
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XPRER I BT 2 BE 4] o (H 2 , HOBI 4R 24577 R vT g2 A I X MG T B 1 e AT DL B
TR R AR AN AT R

[0266] V&7 M

[0267]  ARAFFRALNIEAPICLabifk, R HBURS G B, BATAT LA 5CLaZs & fiC1q
(1) AR 0 1 o 3 e N YA HC L g U AE TIPS B IR H XU BV T S5 MATER LA R 2 9%
5, CLFE  AE AR T, AR AT I J0AE « 28 P 8 hE A1 E B G % o3 iE 77 T A2 A FHIR) o AR HE , 4
AL ATERT, AR AT NI TICLaHTAA T F T ARG T 1T 5 MATE A I
o5 B AR L RS , BT IR 2 3 B0 4 , (HANPR T+, #H R 1BAT PR J0OAE - 28 M99 hE A1 ) B S B8 o e » 7
— B T S, IR A B A XA AR LS T =R, R MR RN

[0268] W] LA A A I NIRALHICLaHUAARTE IT B A 22 0B AT P o3 iE B0 45 5 P 420 2 o Bl R A
TR RIRE , A HE (8 T CF 1 5 sk 25 2% o X S8 e n] LA HE , (HANFR T, B ZR 9% v 2R
o5~ L2 2 1 &R AL E L 2 R Al AL L OBIR VLR B E AR (AR - BRI R A AR
(GBS) ~ELIENLIC /7 RIS A BEENLZE 48 L IR % B 0E A & A% A i « 78
— B 2SR AT PR IE S i R SR AR T A MASZ AR 3 (CR3) /C3BLAMASZAARCRL o 7 — EE i 22
IRAT R IE A, S ik 25 2 5 A0 T B MR ) SIS BT %  AE — SR, SRR A IR ot
B A Wk o AH S L, AR A FF B NIRAEBIC L aPu A v] FT-3697 il sl de 5 A48 A HF I s &2 B AT
PEIRAE () — Fh Bl 5E 22 FloREAR o 7E — LB STt 7 Sorh , A A THBME A A A TF R &R AT 1
ToE B AR IR ST TR B — Ml B 22 BeRER ) 77 v, O i A A A TR TR AL
PrCLaHTARLL, il an, #HIC1a A B SR EAER , ClaRICIr M AHELAE A, F1/8C1g MICTs
AR EAE A .

[0269] W] LL AL T NIEAHICIaHUARTE T B 2 Bk H & fe e i 4 , H AR T, 2%
KIBAEITT 28 (RA) SRR F B 2550 (ARDS)  Jai S S M Al - v 2 5 1 3zt iy 20 2345340
PR SMIEFA T AR P B AMASTE A B2 L 28 RIEIE RISV B 28 S T BB /N ERPE B 28 Rk
B R ARIMEI O NS T B AR B A B D RE R G  TTAY 38 A 1 B /N R 28 TgA
05« U B 3 A ERER A IE U JR 25 B R YT AT R L SR AT AR L BB
ARVESRE I 22 AR B AR 14 (AMD)  (AMD-¥24E) b B IR 25 4 ik 25 B T 45 i A= (CNV) ] ) e
& B JR T AL TR L A R I P A0 Do B A R P 48 HIR PR L 30T A 5 s B R s S B K B
T BV ST AU, /I k400 P B . A e R 2L 23 I R A R 22 35 i 7% (NMO) 498 1o Je ok i Jhk BEL
FE (CRVO) 15 I 38 A A0 P99 IS T 67 380 A AP PR AR P IR AR 3 A8 A e 4 L 1 ZE IR AR
X T A% R I A A 2 9 A L A0 X R ITIL 787 98 L ANCAUITLEF 48 5 7R B A0 X i i A2 S R A A8 T
ARURE -1 AMD « 25 715993 S Bh ik 28 &6 15 1 22 A PR Bh ik 2%« 2 R BEALE DL R RS A HE 8 Stk
HEF L I FE B P2 BE ZE VR i s (COPD) Mg iy AT N MMl 98 o 7E — Bes i i &b, 5 &
o p s n] Lt — 2D AL (AR T, d AR - R R 2RS4 (GBS) ERENLIG 77 LYW R 9o  HFF
AT B R 98 BT K AR U3« FLBEYS v 2 LI IR PR 38 I 1 P R R H B B
PRV I 22 ML ) PR 255 AE K 28 0 AR MR IfILGE 5 R P I 6 (HUV) WA 22 L
JFERE  BUBI Rk 98 AN T3k R R ZF i

[0270]  7FH B G , ANl ph 228 Rl 28 (NMO) H o B Br B IBoE AMA R 45 . FENMO 3
W, & UAMA IR B S PuAR, 1 anAQP4 - §R 1Al B B Ak 5 H B S P EAQPAR &5 & 1M 5l K .
AQPAHH BEBUF AMATE (LI & LR AT AR X MNEUE RN 2 — P B AMAR FCla 5 B S
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-A SPUE - R B EUE G . 3 SHURTT DL FE RIRAEAERPLAR , 51 anNMo & 2 1) i i
A CIEHS 9 FROINMO - TgG) B Ta B HL A4, 451 inrAb-53.

(02711 AHRZHE , AN T B NI TICLaHTAARTT HT-¥697  Pilly ek 3 AR A JF ) R e &
e JBETIRI — Fh B 2 FIEAR o A2 — LB SEHt 7 =B, AN TR AL A AR TTI R s H
B G PR B AR G I TR BRSSPl B 22 MR () 7792, HL R ad i i R AR A I )
NVEACPTCLaBi i L, B, | CLa M H S PRI AH B AR, CLaMCIr M AHE AR, F1 /8%
ClaMICIsHIAHEAEH .

[0272]  mUL F NYEALHLCLaBiAR v 97 B A P 5 o8 AL , (HANPR T+, R R o , 91 Gn 1128
PRI > FHREERE o BT FH T N YEAHTC L AR DR A A QU P 5 110 A 70 R A P A 28 R AR A8
I o AHRSLHE , A T N EALTTC LT AAR T F T35 7 T0LS7 BR S5 A A T B AR U 4 2 73 1)
— B 2 AR o AR — SRS T R AN TF IR AR A A TR A M 59 1 A A
YEIT TR BR3Pl B 2 AR 7 v, Ho il i A AR A TR N IR BiCLaBiia L,
i an, FHICLg M H SR A EAE R, Bl ind - #2555 3 S PR A EAE A, ClgMIClr
(R E AR, A/ 8 CLg MCL s AH BLAE .

[0273]  HEVRYT

[0274] AR AFFHIHUATT L, AHAIR T S AR AP A IR AT P E | 2 P05 RE R /B H £ 5052 T
JE ) H eV T A

[0275]  fE—2SLyti T R, A AT NIEABIC Lok LLIR T A 2 5 28 i - A MA A
FPoik (il an e FvEST - FMA DR FPuA) , Gl andicl sEBtClLryifa, B8 —HiClahiiikdl & i
o 2 — B 52t 7 R, KA T NIFALHTCLa iR YR IT B & 5 58 — f1 58 = rp Al
PU-AMADE TP, 140 28 —HiClaPiik il shidhk M/ BihiClrhiiR 205 it H o

[0276]  fE—ESLjt T SR, AN I N IEALHLC L oA 5 B A 44 41 B 7514 (ADCC) 1]
FIZH - it FH o ADCCHI 77 AT LA G045 , (HANRR T = W 1 NK 20 i 00 1) 52 42 451 4 33 9 HLA - A VHLA -
BECHLA-CHI A% 1 4 Tg - #3244 (KIRs) AR FIHLA-EfF CRYBESE 32 CD94/NKG2A 57 — SR AK (&
W, a0, Lopez-Botet M., T.Bellon,M.Llano,F.Navarro,P.Garcia&M.de Miguel.
(2000) ,Paired inhibitory and triggering NK cell receptors for HLA class I
molecules.Hum.Immunol.61:7-17;Lanier L.L. (1998)Follow the leader:NK cell
receptors for classical and nonclassical MHC class I.Cell 92:705-707.) DA M55
(W, U, Inmunopharmacology 1990;Volume 20,Pages 73-8) .

[0277]  fE—ESLH )T R, AR AT NI HICL b a5 A MATE AL Y 55 2 & 15 40 i1l 551 2H
it FH o X A ) 7 AT DAL S  (EASPR T« (K] BRH W o4 ; DXl 7 DHL I e 47 ; BE BHL Wr C3 1 1) %)
fRICD59\DAF\CR1.CR2.Crry=Comstatin- Ik Al ¥ IR 4SS & Inbr 2z sl & = H G AF
JRC3aRFEHLANGIUISB 290157 ; HR Hi s 75 DA -1~ B AR AR S A A 10061 751 491) 4am 2% 5 ) At PP RS PR
# (FUTHAN; FUT-175) M AKES K- 76 BAFR R (MX-1) FIAF R (B W, i, T.E. Mol Ines&
M.Kirschfink,Molecular Immunology 43 (2006) 107-121) o fE Y85 77 =, A AT
NIEATICLaPiiR A H S Hidh 5 I B S P57 < 18 AH B A B 300 77 266 Tt A o 3 P4 i) 75
AT CLELFE AL ) B S PR B ATV TR 2 B B AL 491 G Bk BRRNAT AL B F R A, A0 H
AQPAHT JF BN ZRAT o B, X A4 751 o] LA FE R0 B S iR 3R 07 1k B Bk &5, 9
HA 51 & 28 g g 4% 5 BE BT 551 o 3% FhBE B 55 o] LA H , a0, B 5 Pt iR 45 A RNASE 14
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B HF s = ThReMECLa 4 &AL S PiAR (5140, Fab Jr B sl 4 7 /b TR 2 AN 456Clg
RIHAA) o

[0278] W

[0279]  ARAFWNIEAIICLaPidER , BRILDIREME v By, i BAF 1281 & - (Rt , A A FFH it
AR A FFR BRI DhRe 4 B i 773, Ho R T2 W B 1, 480 dnkes A 4 A sk IR T4
IR AL TR I CLa o fE— S8t 7 Ze, ik MA@ N o AE — 28 St 7 R, Frid Ak 72
SR M IRAT PR RE B A8 1 B E B S B R N BB AR S STt T B, AR A TN
AHTC LA FH T I 5% fipk R0 5 fish 25 2k o A9 A, 7 BB A PR 220 AR AT 1 T 8 451 A BT 20 2K e R i B
T OGHR 1) 3 mT U & 2 9 ik 25 2k

[0280]  7E—HESLj )T S, 12 W 7 VAU S 4B MRt FH AR A T B NI PTC LB iR s H T
Be i B R WU 5 AR B R i 485 6 R AR (1) 25 3R 6 5 S ik ) 485 5 B AR vl LEAT 58 &,
i AR R N R R G IR - R ST E R (PET) (XS 261 ML Z8 AR VR T K
SN E TR AR (SPECT) i BN ZE 52K (CT) Al a) vH ALK E T2 AR (CAT) .
[0281]  fE—RLSLjtiJ7 R, 12 W 7 VR KA M AR WA i, 1 L 2H 2R R A A L 4 2R Bl 4 g
W SR fih o NIJRALBTC LAk B ThRe M i BE 5 AR WA ot B ik o Aar I 15 SR s 485 5 I P AR < 1%
r i 775 PT AU Jont 5 R il 56 PR 2R AT € 2 o AR VDRE TR I PR AR T DL 5 ARSI 2
SR AR J7 32— AT , AL FE o B 20 RO S B 4 Ak 2 | S 2 2H 2346 % \ELTSA,
FACS 3 Bt B¢ o 2 T T A W s 7 Sk B T P~ 2 30 W J 2 4 i 7 % o B R A8 St 7 v, HidA
TR R ZARIC G 00 PR OF L 9B J R P8R 1 H 7 2 S0 087 2 4 7 e A
[0282] X} 55 SR fih 25 & P BT 1) 8 B R AT T AN o A7 78 1) 9 fis 50 %) AR DU = o il 7Y
Hl, SR b £F — BRI [R] A B EE 2 R S B B U RGO T 2 I & s MR AT 1
P53 P T 0 R SR B B IR T A 2 HE TR &R R IS I8 I A AR
AT V0T () S5 AR AT PR ) O 5 2R o B, ARG S i B i R A L R B A N TR) SRR S A
AR RN R B AR HE AR 72 IEAE AT V097 B9 A AN A b, v 7 1R 97 R%0nT DL et bl A4 32
VEIT AN R 9 fiph 25 2 3ok R ARG R ZE o 14 9 fiph 25 2 ok R SR VP Ak o ok R ZH R 3 AN B 52 ¥ 9T B
RSO BRYR T, 1 a0 22 FEL RN RE

[0283] 7I&:

[0284] AR RNIFIEFRALEH A N NI TICL aPu R 5l H Dy e 1 Fr Be il i & o A 2 JF
R RS — B 2R TR S48 &8 4l AR A FF B NJEAHICLabifd o 72—
Be st 77 2 WG St — D A FE AR A A T B T VA A R U B o 7E — e St T S, X d
Ut B A FE AR A8 A T AT AR 7 vt P N A BT CLade ik BAVE 97 B2 W 5 A MA TS A A D 1) 35
UL, BT IR e B4 , (E AR TR 2 B AT 0 I (51 ] 7R K i BR8) « R H &
G B P A/ AU PR T i o £F — $E STt 77 S8R, Uil B AL HE B anAE A A v AR A 23R i v Bk
TE A A H ] sz U C L ) 158 B o 177 & vl DLt — S A FEAR H X A = 153 2 A 22 93 DA S T
[RIBT B I 28 R IR B 1E A TR 9T B AR U B .

[0285] i BH @ H BLFE R T VIR T IR & B 25 7 BG4I G B . A4 il UL 2 H
Ar ) R 3E (f9 n 22 77 & 0 2% BT B A7 771) & o A 2 AR 70 8 Hh S AL 1) 30 B JE s R A
B 25 A 26 1 B A5 ) A5 e B (8] ik ) & R A 3 R 4R 00)  (EL A P se i ik B (1) G A7
fif A BOGRE BT U ) g AT s 1 .
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[0286]  FR&EEAAL UL HRMA SV M TRIT , Gl insp LB A7 R0 - Ut B g A1k LA
TS RAS S TR AR T i

[0287] A I A Bl G e 1E 2 i B e o S i AR LA  (HANPR T, AN )
B (Bt B ) SR IR R (My Lar) BREBRHS) 55 369 X 5% 38 E , B an N\ 2% &)t
JIE B (B hnms 25 2%) BB B N B S 20 &4 A B B 3 o k) & T ARV JE T I A7 X
1 () a7 455 T A A PP AR B/, LA AT DA B R R S B SR 2 (1 26 1) o st

RIZFRIZET) ALE Wb i 2D — B M 77 2 22 M A MACR AR B M 77 o AR i) A E— 2 B9
R iE P

[0288] a7 G W] LR L o 4 1 FL A 2 70 451 a2 b R U A5 5 o a3, R S AR A 4
LR AR & B B 5 R AT RO R B A Ui B 5

(02891 it iod 25 [ 3k St 1) 45 B 6 A3ty BR AR A2 T o SR 1T, EATTAN N 24 45 B 9 LUATE A
5 2BR AR 23 TF A AR AR 75 T B B o AR 22 T rp B A 1) 51 R E LR B i 51 A 7 X5 9
AR

SE e 51

[0290]  sijitafell : APt PiClaPudk =4

[0291]  f&ist

[0292]  ASEjt iR T H BR 24238 R 4 faM1 GRIE/NER Bt A CLafidhMl) = A= 58 4 N Rk
Uik Ad H gm S BTk B 09 N7 5 BR A A N A B SEAZ B IR 7= A2 & B N Bkl 22 [X
N 2 J5 B L TR B 905 A\ TgG4 (S241P 1.248E) H 4% M A\ Kappa BEH) 8 ik _E . NJRALST
PRTENSO (/MBS & il 20 i 32) 4R R M 3RIE b AT Se B AAliAL , FEA8 I SE S+ ELTSAI &
I 5 A= W mE AL B RML F A 56 5+ 45 5 AN Cla o 178 7€ [ Hi 408 A8 FH 32 S ELTSAII g It 3
H5AEMEAL IR G PR TS 456 /MR Clg.

[0293] 455

[0294]  $i AClq VIX F17E

[0295]  {# FHRNAqueousR-4PCRiA & (Ambion cat.no.AM1914) ,RNAM FIEMIFUAARH) 4438
Je A R PTUE HR R SR B SR o B ] 5 R RAT 5 e S W1 9 51 it AN T g G AN T g 9 35 1 LA
X 519 — 2 HEATRT -PCR. B & VIX RNAMH FH —2H 7S AN i 3 5 403th (HARIHF) g4 34, H A4V
X mRNA{SE AT % kg () — 20 AN ) 5 51 A0t (KAZIKG) #4738 o

[0296] S T-VHIX , By SR BE B4 38 7= W) 75 Tg G 51 it HBFIHE Hh 4 % W o % TV X, B 31
KR 8= Y fEkappa 51 ¥WKC , KEFIKGH 47 & I o EHBEAN B D B9 4 B3R5 IR PCR =)
a4k, IR vaE ] TA voRE# K (pGEM-T Easy,Promega cat.no.A1360) H 35l . mdt14
ANVH b BE FI244 Vi o BE R I

[0297]  FAANTHREALVHIE R MK E TG HBATHE K] 144 78 B vh 4 8 51 o BN Thg Ak Vi I [A]
MK B 51 0KCHT A 7 % 8 45 53l « M1 gG 51 it sRAF B AL T T AR X R 3 gl 7
H 5 TgGHUAAR A Fh 7 — 3.

[0298]  BRVHFFIRC 461 54 2 FE IR LA S Ve Fy FI R 46 1 PR S S R BR A1 , D RE AL VHANV K K [A]
A5 58 e A 7 B ARIR] o BB AN d5e v] B BT P 079, LS T 548 5 7 81 i
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R 51T AE SVIX S Kb a1 I 00 51 403&E B -
(02991  ThEe L VHI E IR 741 «
QVQLQQPGAELVKPGASVKLSCKSSGYHFTSY WMHWVKQRPGQGLEWIGVIHPNSG
[0300] SINYNEKFESKATLTVDKSSSTAYMQLSSLTSEDSAVYYCAGERDSTEVLPMDYWGQG
TSVTVSS (SEQ ID NO: 21). VH [{&E4E[X (HVRs) HIFAAEFI T RILLHI A
[0301]  ThaEEAL VK IR 751 :
DVQITQSPSYLAASPGETITINCRASKSINKYLAWYQEKPGK TNKLLIYSGSTLQSGIPS
[0302] RFSGSGSGTDFTLTISSLEPEDFAMYYCQQHNEYPLTFGAGTKLELK (SEQ ID NO: 22).

Vi [EAF X (HVRs) HIHAERFRIZHOR .
[0303] ik A PRI 2
[0304] R EMIHUARI VHAIVK /7 51145 F 51 Y0 B PCRY 14, BTk 510 51 N FH T 3 [ 21 T g G4
(S241P L248E) H 5 Fkappa® R & F A& (K1) 1 55 MUFR 1l B DIAL &L o8 T oa B 2L A,
BamHTHind TTTAISsp I PR fil 1AL s MV #1) B RSB o VHIX S M uT AIHind TTTA7 5545 50
B , 5 ELVk X {5 FBs sHI TAIBamH T PR il V4457 55 498 5 B o 79 b ) ek 8 e 00 e 0 A
[0305] & R NPT AR X 7 HI 1t
[0306] Sy 7Y EVIX AT REXS T Prik gl A RpPE AN TT /D 1) 81 B “L0 R R , R ML
A B VIX B 25 A B A5 FH Swi s sSPDB#E A= e 134T 43 #1 - HVRs I BT A0 35 10 K 22 B0k 2 (RR AR
Kabat F1Chothia P # 1) & ) FHA THE S5k Fk — L IA v B LA ML VHAIV T 51 A5
B HEZEAR I , 7 HHVR1\2R13FE 7 5VF £ B PR mT LLAHZELE .
[0307] M\ B3 4341, U AMLI & BN 7 21 RT BLASE FHHVR s A8 |72 A2 AE I o] AL I 336 1 7k
Feok A H 2 20 A e R HHVR T 51 o A BRI AT BRI AR IS 72 AR WP M R B, Sk B — 28 A
PR BT L 1 BenT LA, & DL P= A2 5 B E87 21 Hh (1) JIR A8 A AR R AH [R] T HVR's o % THVRs
HMERERE 55 T X, 224N AT (s £ 00N 7 F1 X Bl % 501l 938 B9 N VRV IX AT 68 2H s o
[0308]  CD4"T#H s 2 7 ] 36
(03091 BET-Z5M AT, o] FH T 72 AEML N VRAL AR A 7 410 IX B %) K B A0 240 1 20 A e B 5
18 FliTope " $e AR 73 H7 , LA Tk 5 AMHCE 1145 {07 PR 45 & (o SRS 4T (Perry,
LCA et al. Drugs R D. 2008;9 (6) :385-96) , At B . &n#7i 44 75 51 AH < T4H i 2 157 )
TCED ™ T4 i 72 17 B4 5 (Bryson, CJ et al. BioDrugs. 2010 Feb 1;24(1) :1-8) HIil&
BURBEAL S BT o 43 5 301 A 56F AMHCZR T T2 B 2 HE NP R 45 S W 7 91 X B sl 4 o149 o 2 25
FAETCED [ 7 51 [X Bl 77 3% 5 X B a0 1 2L, I FLIX S8 X B (0 20 4 Wl B vk 2
(W L SCRTIR) S PLBAR X B2 (8] 3 B A0 5 T 0 1 TN 2 7« % 72 10 17 F1 X Bl 2 2%
B> B2 BT AR AL 1) SEREVIX T 41 A o DA B8 7 41 (VHL -VHA) FIPY AN R85 )7 41 (Ve -
V) B fo A3 BFH T 25 R 1, 7R FLAN YD AR P (1) 38 DL A PR
[0310] A J5AL HE B A2 B T AR IR 1) 17 971
[0311] gt FAR iR AR , 9 A B 4 ] AR 35 (VH) Fllkappaf i v] 2835k (Vi) 28 4 1) 2 JE R A A%
P& 7 S RE 5
[0312]  EEEER[AIRARAL (VHT) PR FER 5102 -
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QVQLVQSGAELKKPGASVKVSCKSSGYHFTSYWMHWVKQAPGQGLEWIGVIHPNSG

[0313] SINYNEKFESKATITVDKSTSTAYMQLSSLTSEDSAVYYCAGERDSTEVLPMDYWGQG
TSVTVSS (SEQ ID NO: 1). VHI 745X (HVRs) AR~ RIZEHIA .

[0314]  EEHE W] ARIRAR (A2 (VH2) [ LR P51 22 :
QVQLVQSGAELKKPGASVKVSCKSSGYHFTSYWMHWVKQAPGQGLEWIGVIHPNSG

[0315] SINYNEKFESRATITVDKSTSTAYMELSSLRSEDTAVYYCAGERDSTEVLPMDYWGQG
TTVTVSS (SEQ ID NO: 2). VH2 48X (HVRs) AT RIZHHA .

[0316]  EE k] ARIARAS (VH3) IR LR ST 51 2
QVQLVQSGAELKKPGASVKVSCKSSGYHFTSYWMHWVKQAPGQGLEWIGVIHPNSG

[0317] SINYNEKFESRVTITVDKSTSTAYMELSSLRSEDTAVYYCAGERDSTEVLPMDYWGQG
TTVTVSS (SEQ ID NO: 3). VH3 [J48[X (HVRs) HAIFAERI T RIZR A

[0318]  EE 4k n] AR AR A4 (VHA) B2 LR T 51 02 -
QVQLVQSGAELKKPGASVKVSCKSSGYHFTSYWMHW VRQAPGQGLEWIGYVIHPNSG

[0319] SINYNEKFESRVTITVDKSTSTAYMELSSLRSEDTAVYYCAGERDSTEVLPMDYWGQG
TTVTVSS (SEQ ID NO: 4). VH4 {548 [X (HVRs) HIFHAAFN T RI LA o

[0320]  #F b5 /7 &, VHL . VH2 . VH3BR VHA FP AT 2 — AN AHVR -H1 B A5 7 #1GYHF TSYWMH

(SEQ ID NO:23) ,VH1.VH2.VH3B8YVH4 1 {F & — M IHVR -H2 2 A5 J¥ 51| VIHPNSGS INYNEKFES

(SEQ TD NO:24) ,Ff HVH1.VH2.VH3EVHA - 4T & —MUHVR -H3 H A ¥ FERDSTEVLPMDY (SEQ

ID NO:25) .

[0321]  Jbd EL % n] AR I AR A1 (VHL) HIRZ IR 7 91 A

[0322]  CAGGTGCAGCTGGTGCAGTCAGGGGCTGAGCTGAAGAAGCCTGGGGCTTCAGTGAAGGTTTCCTGCAA

GTCTTCTGGCTACCATTTCACCAGCTACTGGATGCACTGGGTGAAGCAGGCCCCTGGACAAGGCCTTGAGTGGATT

GGAGTGATTCATCCTAATAGTGGTAGTATTAACTACAATGAGAAGTTCGAGAGCAAGGCCACAATTACTGTAGACA

AATCCACCAGCACAGCCTACATGCAACTCAGCAGCCTGACATCTGAGGACTCGGCGGTCTATTATTGTGCAGGAGA

GAGAGATTCTACGGAGGTTCTCCCTATGGACTACTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID

NO:26) .

[0323] Yt B 5 M) AR AR (AR 2 (VH2) HIAZ IR 7 H1) 2

[0324]  CAGGTGCAGCTGGTGCAGTCAGGGGCTGAGCTGAAGAAGCCTGGGGCTTCAGTGAAGGTTTCCTGCAA

GTCTTCTGGCTACCATTTCACCAGCTACTGGATGCACTGGGTGAAGCAGGCCCCTGGACAAGGCCTTGAGTGGATT

GGAGTGATTCATCCTAATAGTGGTAGTATTAACTACAATGAGAAGTTCGAGAGCAGAGCCACAATTACTGTAGACA

AATCCACCAGCACAGCCTACATGGAGCTCAGCAGCCTGAGATCTGAGGACACGGCGGTCTATTATTGTGCAGGAGA

GAGAGATTCTACGGAGGTTCTCCCTATGGACTACTGGGGTCAAGGAACCACGGTCACCGTCTCCTCA (SEQ ID

NO:27) .

[0325] % L W] AR I AR 443 (VH3) HIAL G 7 1) A

[0326]  CAGGTGCAGCTGGTGCAGTCAGGGGCTGAGCTGAAGAAGCCTGGGGCTTCAGTGAAGGTTTCCTGCAA

GTCTTCTGGCTACCATTTCACCAGCTACTGGATGCACTGGGTGAAGCAGGCCCCTGGACAAGGCCTTGAGTGGATT

GGAGTGATTCATCCTAATAGTGGTAGTATTAACTACAATGAGAAGTTCGAGAGCAGAGTCACAATTACTGTAGACA

AATCCACCAGCACAGCCTACATGGAGCTCAGCAGCCTGAGATCTGAGGACACGGCGGTCTATTATTGTGCAGGAGA

GAGAGATTCTACGGAGGTTCTCCCTATGGACTACTGGGGTCAAGGAACCACGGTCACCGTCTCCTCAG (SEQ 1D
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NO:28) .

[0327]  Zhid E i ] AR S AR 444 (VHA) FIAZ TR 7 1) 2 -

[0328]  CAGGTGCAGCTGGTGCAGTCAGGGGCTGAGCTGAAGAAGCCTGGGGCTTCAGTGAAGGTTTCCTGCAA

GTCTTCTGGCTACCATTTCACCAGCTACTGGATGCACTGGGTGCGACAGGCCCCTGGACAAGGCCTTGAGTGGATT

GGAGTGATTCATCCTAATAGTGGTAGTATTAACTACAATGAGAAGTTCGAGAGCAGAGTCACAATTACTGTAGACA

AATCCACCAGCACAGCCTACATGGAGCTCAGCAGCCTGAGATCTGAGGACACGGCGGTCTATTATTGTGCAGGAGA

GAGAGATTCTACGGAGGTTCTCCCTATGGACTACTGGGGTCAAGGAACCACGGTCACCGTCTCCTCA (SEQ 1D

NO:29) .

[0329]  Kappa®®# n] IR AL (V1) R IEIR T 22 «
DVQITQSPSYLAASLGERATINCRASKSINKYLAWYQQKPGKTNKLLIYSGSTLQSGIPA

[0330] RFSGSGSGTDFTLTISSLEPEDFAMYYCQQHNEYPLTFGQGTKLEIK (SEQ ID NO: 5).
Vil A8 X (HVRs) HIHUARTR RIZ A

[0331]  Kappa?#f n] A3 AR 142 (Vi2) B2 LR 7 51 2 -
DVQITQSPSSLSASLGERATINCRASKSINKYLAWYQQKPGKANKLLIYSGSTLOSGIPA

[0332] RFSGSGSGTDFTLTISSLEPEDFAMYYCQOHNEYPLTFGQGTKLEIK (SEQ ID NO: 6).
Vk2 [EA8 X (HVRs) HIHLER T RIZHE .

[0333]  Kappa®#f il AR 143 (Vi3) B2 LR T 41 2 -
DVQITQSPSSLSASLGERATINCRASKSINKYLAWYQQKPGKAPKLLIYSGSTLQSGIPA

[0334] RFSGSGSGTDFTLTISSLEPEDFAMYYCQQHNEYPLTFGQGTKLEIK (SEQ ID NO: 7).
Vi3 EAEX (HVRs) VAR RIZR A .

[0335]  Kappals4 ] AR AR A4 (Ved) I 2L IRTFI A&
DIQLTQSPSSLSASLGERATINCRASKSINKYLAWYQQKPGKAPKLLIYSGSTLQSGIPA

[0336] RFSGSGSGTDFTLTISSLEPEDFAMYYCQQHNEYPLTFGQGTKLEIK (SEQ ID NO: 8).
V4 (42X (HVRs) HIFARATR RIZE #6A .

[0337] FF—Mesofi FRF, Vel Vek2 . Vk3E{ V44T & — M IHVR-L1 B A 55

RASKSINKYLA (SEQ ID NO:30) ,Vk1.Vk2.Vk3EVk4HF & —ANKIHVR-L2 24 £ HISGSTLQS

(SEQ ID NO:31) ,FF HVkl.Vk2 . Vk38 V4 -F LR —MIHVR-L3E A P F1QQHNEYPLT (SEQ 1D

NO:32) .

[0338]  YwtSkappais i i) ARIMAAAL (V1) FIAZIR T A1 A2 «

[0339]  GATGTCCAGATCACACAGTCTCCATCTTATCTTGCTGCATCTCTCGGAGAAAGAGCTACTATTAATTG

CAGGGCAAGTAAGAGCATTAACAAATACTTAGCCTGGTATCAACAGAAACCTGGGAAAACTAATAAGCTCCTTATC

TACTCTGGCTCCACTTTGCAATCTGGAATTCCAGCAAGGTTCAGTGGCAGTGGATCTGGTACAGATTTCACTCTCA

CCATCAGTAGCCTGGAGCCTGAAGATTTTGCAATGTATTACTGTCAACAACATAATGAATACCCGCTCACGTTCGG

TCAGGGGACCAAGCTGGAGATCAAA (SEQ ID NO:33) .

[0340]  YwtSkappais i n] ALIMAL A2 (Vk2) LR T F1 A2 «

[0341]  GATGTCCAGATCACACAGTCTCCATCTTCCCTTTCTGCATCTCTCGGAGAAAGAGCTACTATTAATTG

CAGGGCAAGTAAGAGCATTAACAAATACTTAGCCTGGTATCAACAGAAACCTGGGAAAGCTAATAAGCTCCTTATC

TACTCTGGCTCCACTTTGCAATCTGGAATTCCAGCAAGGTTCAGTGGCAGTGGATCTGGTACAGATTTCACTCTCA

CCATCAGTAGCCTGGAGCCTGAAGATTTTGCAATGTATTACTGTCAACAACATAATGAATACCCGCTCACGTTCGG

TCAGGGGACCAAGCTGGAGATCAAA (SEQ ID NO:34) .
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[0342]  Zhidkappat® HE ] AR IRAL A3 (Ve3) LR T B 2 -

[0343]  GATGTCCAGATCACACAGTCTCCATCTTCCCTTTCTGCATCTCTCGGAGAAAGAGCTACTATTAATTG

CAGGGCAAGTAAGAGCATTAACAAATACTTAGCCTGGTATCAACAGAAACCTGGGAAAGCTCCTAAGCTCCTTATC

TACTCTGGCTCCACTTTGCAATCTGGAATTCCAGCAAGGTTCAGTGGCAGTGGATCTGGTACAGATTTCACTCTCA

CCATCAGTAGCCTGGAGCCTGAAGATTTTGCAATGTATTACTGTCAACAACATAATGAATACCCGCTCACGTTCGG

TCAGGGGACCAAGCTGGAGATCAAA (SEQ ID NO:35) .

[0344]  Zhdkappat? HE ] AR IRAL 144 (Ved) LR T B2 -

[0345]  GATATTCAGCTCACACAGTCTCCATCTTCCCTTTCTGCATCTCTCGGAGAAAGAGCTACTATTAATTG

CAGGGCAAGTAAGAGCATTAACAAATACTTAGCCTGGTATCAACAGAAACCTGGGAAAGCTCCTAAGCTCCTTATC

TACTCTGGCTCCACTTTGCAATCTGGAATTCCAGCAAGGTTCAGTGGCAGTGGATCTGGTACAGATTTCACTCTCA

CCATCAGTAGCCTGGAGCCTGAAGATTTTGCAATGTATTACTGTCAACAACATAATGAATACCCGCTCACGTTCGG

TCAGGGGACCAAGCTGGAGATCAAA (SEQ ID NO:36) .

[0346] A 1gG4 (S241P L248E) # #51H i 8, ¢ 5]

[0347]  fdi FHARAEFE AR , Zwfid N 1gG4 (S241P L248E) & %1 2 48 (B, CH1 . CH2 . CH3 FN 4 i

X) B2 IR AL IR 7 514 1 0

[0348] A TgG4 (S241P L248E) 441 & Ik i) = LR 7 51 A2
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFEGGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNS

[0349] TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSR
WQEGNVESCSVMHEALHNHY TQKSLSLSLGK (SEQ ID NO: 37). S241P 5345 fl L248E
RAL LRI R 2o R

[0350] A TgG4 (S241P 1.248E) CHI )2 e 7 41) 2 -

[0351]  ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV

VTVPSSSLGTKTYTCNVDHKPSNTKVDKRYV (SEQ ID NO:38) .

N 1gG4 (S241P L248E) Bk X (M2 HERR 771 % : ESKYGPPCPPCP (SEQ ID NO: 39).

S241P FAS ML T RILEAA -

[0353] A TgG4 (S241P L.248E) CH2M) & FEME 7 41 4 «
APEFEGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK

[0354] TKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAK (SEQ ID
NO: 40). L248E F74% HIRARRI T QI 2 H#iiA .

[0355] A\ TgG4 (S241P 1.248F) CH3fI R IERR 741 42 :

[0356]  GQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS

RLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK (SEQ ID NO:41) »

[0357]  #whth A 1gG4 (S241P L248E) M 44 1H MM IR T I 2

[0358]  GTAAGCTTTCTGGGGCAGGCCGGGCCTGACTTTGGCTGGGGGCAGGGAGGGGGCTAAGGTGACGCAGG

TGGCGCCAGCCAGGTGCACACCCAATGCCCATGAGCCCAGACACTGGACCCTGCATGGACCATCGCGGATAGACAA

GAACCGAGGGGCCTCTGCGCCCTGGGCCCAGCTCTGTCCCACACCGCGGTCACATGGCACCACCTCTCTTGCAGCT

TCCACCAAGGGCCCATCCGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCT

[0352]
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GCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACAC
CTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGC
ACGAAGACCTACACCTGCAATGTAGATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGGTGAGAGGCCAG
CACAGGGAGGGAGGGTGTCTGCTGGAAGCCAGGCTCAGCCCTCCTGCCTGGACGCACCCCGGCTGTGCAGCCCCAG
CCCAGGGCAGCAAGGCAGGCCCCATCTGTCTCCTCACCTGGAGGCCTCTGACCACCCCACTCATGCTCAGGGAGAG
GGTCTTCTGGATTTTTCCACCAGGCTCCGGGCAGCCACAGGCTGGATGCCCCTACCCCAGGCCCTGCGCATACAGG
GGCAGGTGCTGCGCTCAGACCTGCCAAGAGCCATATCCGGGAGGACCCTGCCCCTGACCTAAGCCCACCCCAAAGG
CCAAACTCTCCACTCCCTCAGCTCAGACACCTTCTCTCCTCCCAGATCTGAGTAACTCCCAATCTTCTCTCTGCAG
AGTCCAAATATGGTCCCCCATGCCCACCATGCCCAGGTAAGCCAACCCAGGCCTCGCCCTCCAGCTCAAGGCGGGA
CAGGTGCCCTAGAGTAGCCTGCATCCAGGGACAGGCCCCAGCCGGGTGCTGACGCATCCACCTCCATCTCTTCCTC
AGCACCTGAGTTCGAGGGGGGACCATCAGTCTTCCTGTTCCCCCCAAAACCCAAGGACACTCTCATGATCTCCCGG
ACCCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGCCAGGAAGACCCCGAGGTCCAGTTCAACTGGTACGTGGATG
GCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTTCAACAGCACGTACCGTGTGGTCAGCGTCCT
CACCGTCCTGCACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCGTCCTCC
ATCGAGAAAACCATCTCCAAAGCCAAAGGTGGGACCCACGGGGTGCGAGGGCCACATGGACAGAGGTCAGCTCGGC
CCACCCTCTGCCCTGGGAGTGACCGCTGTGCCAACCTCTGTCCCTACAGGGCAGCCCCGAGAGCCACAGGTGTACA
CCCTGCCCCCATCCCAGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAG
CGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCC
GACGGCTCCTTCTTCCTCTACAGCAGGCTAACCGTGGACAAGAGCAGGTGGCAGGAGGGGAATGTCTTCTCATGCT
CCGTGATGCATGAGGCTCTGCACAACCACTACACACAGAAGAGCCTCTCCCTGTCTCTGGGTAAA (SEQ ID NO:
42)

[0359]  Zwht A 1gG4 (S241P L248E) M 4%CHL A% ER 7 1) 2 «

[0360]  CTTCCACCAAGGGCCCATCCGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCC
GCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCG
GCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAG
CAGCTTGGGCACGAAGACCTACACCTGCAATGTAGATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTG
(SEQ ID NO:43).

[0361]  #wht A 1gG4 (S241P L248E) HE 444 BEMIALIL 7 1) 2 -

[0362]  AGTCCAAATATGGTCCCCCATGCCCACCATGCCCAG (SEQ ID NO:44) .

[0363]  Zht A\ 1gG4 (S241P L248E) M 4% CH2 AL L 7 1) 2 -

[0364]  CACCTGAGTTCGAGGGGGGACCATCAGTCTTCCTGTTCCCCCCAAAACCCAAGGACACTCTCATGATC
TCCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGCCAGGAAGACCCCGAGGTCCAGTTCAACTGGTACG
TGGATGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTTCAACAGCACGTACCGTGTGGTCAG
CGTCCTCACCGTCCTGCACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCG
TCCTCCATCGAGAAAACCATCTCCAAAGCCAAAG (SEQ ID NO:45) .

[0365]  Zht A 1gG4 (S241P L248E) M 4% CH3 AL EL 7 1) 2 -

[0366]  GGCAGCCCCGAGAGCCACAGGTGTACACCCTGCCCCCATCCCAGGAGGAGATGACCAAGAACCAGGTC
AGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGA
ACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAGGCTAACCGTGGACAA
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GAGCAGGTGGCAGGAGGGGAATGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACACAGAAG
AGCCTCTCCCTGTCTCTGGGTAAA (SEQ ID NO:46) o

[0367] |27~ ML EAE AT AR X (VH) ) &R 7 A N IR AL VHAR AR VHL - VHA ) S L 1R 7
FIEIFEBIRT LG, DA ML kappa 8 7] A2 38 (Vi) 28 S 1R 7 21 AN VR AL VAR (R Vi ] - Vied 1) 22 ik
& 7 B F BT EE

[0368] & R N B4 AR A4 (1) 1)

[0369]  ffi F— RYNE B FEXL TR A MMLET A R ARVHA Ve X B X, Frid & FZ HIRE T
1B KEFERIPCRY 1Y, LIRS R BRAT AT B ) PEAL s i 2 KA B VIX AR 2H 28 1 A R 4 B
R ICRE F1gG4 (S241P L248F) HEHE Mkappaft $E I pANTR LB AR R G (EI1) o VHIX f8
MIuT AMHind TTTAL 4 50 % , ¢ FLVi X A FIBs sHT TAIBamH T RR il 1 A7 £ 49k 7 b o BT ) ) 7
HIS A W PR A

[0370]  HUfAf)RiEA4lifth

[0371] it 164582 NIRAPUIAR S B AL 58 FL A T R b % L BINSO A v o St A1, R & A
MLAIPE AN X B — B A AR AV 1 1 #% & VH (ChVH) BL & B A #:& Ve (Chvi) FIARRVHL , #7 B35
R 5 B YL 148 FH200nME) & 1 04 (Sigma Cat.No.M8407) ik o b -4 AN by 42 1ty 2 F e
WA 52 IR A 7 3 FH TgGAELTSAMN 38 TgGRIE /K-, 3 Ho e i 1 3R 08 R HIREL, ¥ R IR AT
TIEH T AR 16 ANJFEAMI AR L Kk M1 ChVH/ Ve 1 AIVHL/ChVefifds , B #%
P AR E B v A T AR S o A A 2 R (1) 5 1) 0 38 T 6 ke 1 R 4 P DNA ) ] A% S it
AT DNAJN e T B A

[0372] FEFEHAEHEWEEE A (GE Healthcare cat.co.110034-93) &, fiik4iftl 5 4HiE
B3R BIBW 2 S e 2= PBS, pH 7.4, I HLASE R 2 T 00000 i) 2 FE R 7 41 ) Ot R A
OD,q,, 7€ B o HR B AR A RN VRAY AR A T g Gs 383 340 J5 14 SDS - PAGETHI 4 434 o Xof 82T~ VHAN Vi B ]
TOOMI R /INFE S5 5 4 U 2], Ve A AT AR SR 4R i el oAt AN T RFIE I R (B13)

[0373]  %FXf NCla#itJ5 i) 38 4+ELISA

[0374]  AJEAMIZZ AR 5 AN Claf 45 & i@ id 56 S ELTSARE 70 B . — SR 51 = A5 B i ki 44
(5ug/m1£0.0021g/m1) B 75 5 15 1 W BE 1) AE D BR AL 1) /N BRML AR (B 8 20 . 021g/m1)
BE, ZJa EMIREA L. Oug/ml ) NCLaf iR E37T°CREGIEE 1NN o /N RMLETAA ) 45
GBI ES R -NENYEF LYY (Sigma-Aldrich cat.no.S5512) FITMB (3,37 ,5,57 -
VU FF BB %) JEEY) (Thermo Scientific cat.no.34029) M#AG . s S AEIM HCL A5 1k,
W Y6 B E450nmMDynex Technologies MRX TC TGS ERFHRANEEEN , I H 2 #1456 i 26 .
[0375] W47 HH P2 AR 1) A N JEAML AR AR S ik ML BTAR B A AR 45 & it 261 . 45 &
At T SR PUA R LUK SMLEYIC, Fr #EAL J5 I TC, 8 (PHAS AR T B 36 4+ ¥ 45 5
50 % 1M PUAR IR BE) 5 I H HNSORE Je i duik = g tb e GR1) .

[0376] &1 :45& NCLaHIARXS IC, B A1 EL A ot i) ik /K1

o377 T4k HxIC,, F KT (ug/ml)
AL 1.00 12.6
ChV1/Vkl 1.09 7.0
VH1/ChVk 0.92 11.9
VH1/Vk1 0.90 14.0
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VH1/Vk2 0.84 14.5
VH1/Vk3 0.91 28.9
VH1/Vx4 0.80 22.6
VH2/Vk1 1.15 1.4
VH2/Vk2 1.12 3.8
VH2/Vk3 0.75 21.3
VH2/Vk4 0.72 6.1
VH3/Vkl1 0.65 16.9
VH3/Vk2 0.82 8.7
VH3/Vk3 0.63 19.8
VH3/Vk4 0.83 32.2
VH4/Vk1 1.03 8.5
VH4/Vk2 0.84 1.6
VH4/Vk3 0.77 18.3
VH4/Vk4 0.92 2.4

[0378] K17t NIEAMIAE R 5 N CLa&h & 1) THR AT TC, 18 EA K0S B FRINSO 4 fid 5 1) 2
H FERIEKF

[03791 W A B AR AR I AR AEAL TC B #EAE0 . 633 1. 15T , R W BT A 578 4 AR
PO IMLBTAR ST N CLaff) 45 & 3R S MU N Claf 45 & 3R 2 A 24 10 . Be Ak, ML Tk &
ik, K2 BN IR AARTERIA K L HUAR 1738 hm.

[0380]  EFX/INR CLaPt JE I T F+ELTSA

[0381] A VEALMLAR A4 5 /N R CLla ) 45 i ik 6 U AN IR B I LA VHL /Vie 1\ VH3/ V3 \VH3 / Vi
4MIVHA/Vi3FEAT TaFELTSAT A 73 B « AAHICIM TG4 (S241P L248E) Hifks bl tu & 1E NS &
Z W — R = A5 IR P (100ng/m1 3]0, 046ug/ml) # 74 518 12 ik B i) A= kAL,
[k EMLPTIA (B 29K 0. 03ng/ml) IR & Z 5, TETRSE IR A5 . Ong/m1 ¥ /N CLa 1 ~F i
37T CREREME /M) R AMIPURI 4 A B E RS R - A YL (Signa-
Aldrich cat.no.S5512) FITMBJEY) (Thermo Scientific cat.no.34029) mi#e4s M, fz M AE
IM HC1 R 4% 1k, W Y B #E450nmMDynex Technologies MRX TC TTYGMR Wi brix sz, 3F H.
g A £

[0382] [R5 % = AR i N JRACMT AR A 3ot ik EML A4 B A AL 25 & il 2R 1R . 25 & il 2R
TSGR LU AMLIIC, At S IC, (H GR2)

[0383]  K2:45& /MR ClaffAHXS IC, fE

0384 [ HIRHIC,,
HRAML 1.00
VH1/Vkl 1.62
VH3/Vk3 1.50
VH3/Vk4 1.91
VH4/Vk3 1.84

[0385]  R2/R HY NIEAEMIAE R 5 /N Cla 4 & 1 T BAHXT IC, fH -
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[0386] 4k

[0387] >k S RPUAARMLIIVIX PR 4t o B 2w, L= A AdE 5 N TgG4 (S241P L248E)
B X R AR 1E 5 X 25 A R VIX ik & Piik . b4k, 1gG4 (S241P 1L248E) [1)— R ¥
[ DY AN N JEALVHIX FRPUAS ARV XA T 1 R 2

[0388] ik & PUAAI N IEALVIX BRI 2H & (LT 16/ Puddo) 7ENSOZH iy o 1 08 , # 4difh
FHAETE S ELTSAIE 4k 5 N Claf &5 & . 5 & 8 GR D # T E S | AMI Pk LL %
IF ok N U ARMLAS A 347 HE P o 83 SDS - PAGE - o 6 I 5] 2 45 AN A e 2% 5 1) TR AR AE S
AN o

[0389]  sciifif52 : N s HiCladifAVH3/ k3 5l /) 7 3R AE

[0390]  fij41

(03911 e S W4T R Ui 5 S s & MR B 10 S 1 22 e A% IR 8%, 9 BBi acore " 22 1H]
BT IR (SPR) 43, 15 758 BH 45 6 (1) 81 775 ] LA S I o i 25 (1) 3 26 LA B L 5 i A i A=
I EEAR NIy g L S S

[0392]  Fri A= W) A% ok 5 458 FH SPR S Fiof M I T R 46 (1) 40 “TCAR” FO LI v P 1) 45 & TC AR
PR o3BT 2 TR A AE ELAE FH o SPRAZ H ¥ FEL for 25 FE IR I, 7R 2 N TBUI I 264 T 20 E & R
JZ BT TUIAE 43 i J2 2 T ¢ A2 SPR o 72 AR 1) 3R T 55 B8 100 AL T S i 6 1 4 e J2 1 AR Xl
(1A J5 PR 3T 558 23 0 A ) 38 A R RURK o i 2B 70 3R THI W) B 1 )5 - B 3 JOAE B AR FH B2 Ay Joia 1) 4
S DRI o] AR A I3 4 F S IR S IR ) A RS R T 45 & 7 B — DN 5 45 G 1 i E R
o FTue S, AT A58 25 45 1 o AT A D B0 PR B /N AR AR R A B (T 2 R S ) o i B AR ] 4
FIE10 MBI 10 MY B P9 (355 A0 8 5 (K) » 10°M s " 210TM s 22 1] 1 5 4 33 R B
(k) F110™'s 210 s 22 [a] (o gt Bl R 0 k)

[0393]  ZHAR R HEEAREMMAEL, H B EAE I AY 5 77 # 0T LR e 8 A i
FH o SRR S 30 W TH A2 B EL A, ROAE AR 1) — LRREAE , FNEE (3 0 H 1) —F b 0 3R Th i 1% —
H, 7L S FOR S04 R (Huber and Mueller,Curr Pharm Des.2006;12 (31) :3999-
4021 ; flLakey and Raggett,Curr Opin Struct Biol.,1998.8(1) :p.119-123).

[0394] A SZJti 5l HiR T A& 0 HEE I Biacore T2003 1 45 5 1L R GHAT N AL $T
ClaPufkVH3/ V3 (Fab H BEN 4 K TG &) FIC1qFR 1 2 18] A AR ELAE I 3h 1122 R AE

[0395]  BARLAIG

[0396]  Ff i

[0397]  ASEti 8 FH A AIAE R 3T B .

[0398]  E3:REH

03991 e BRI (ng/mD)
IgG-VH3/Vk3 400ul1,1.2mg/ml
Fab-VH3/Vk3 450u1,0.3mg/ml
/IR Clq 4 x 50v1,1.0mg/ml
AClq 10 x 50ul,1.0mg/ml

[0400]  /INER AN CLqfE-80°CHEAfF, — H MR 5 fE+4 ClififF .FabM1gG VH3/Vk37E+4C i
o — BRilE 5 , Claie AR VK _EARAT , FRAE24/ N A
[0401] fYFRiE &
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[0402] f¥i iz fTBiacore T2003FfL%# V1.1 (Uppsala,Sweden) fJBiacore T2001X %%
(SN:CN 12231)
[0403]  #Fl
[0404]  FF K} ABiacoredhfF, W1 T Fos:
Biacore Preventative Maintenance iijf]&5 2: BR-1006-51, Lot No. 164110

Series S CMS A& 4585 BR-1006-68, Lot No. 10102398
[0405] U AEfEIPET & BR-1000-50, Lot No. 2027942/41

10mM Z. % pH 5.0: BR-1003-51, Lot No. 21702813

HBS-EP HijkZ2ihik: BR-1006-69, Lot No. 2027942/59

[0406] BSAMSigma (A3294) $15 .

[0407]  VWfE

[0408] P sSLEG#RE IS Biacore “wizard” AR 2L . K ¥Biacore J7 i 1% FH :
[0409]  [&5E

[0410]  Zh S35/ 3BA A

[0411]  f R B FHVE i

[0412] 455

[0413]  VH3/Vx3 Fabifill

[0414]  HiCLlg NIFEALPLAARVHS/ VK 3HIFab b B AR 98 A2 7 7 (1) I A2 A FHFab il il 2% 1l 7 &
il . 2K TgG VH3/ Vi3RI A2 1. 88mg/ml .y T 3R1S 2 8 B I Fab Fr Bt , 64~ [ W)
N225ug K TgGHE MG VI & FF falifth . i b I Fab 1 4> K Tg Gl i f# A Superdex 200
Increase 10/300GL#E (GE Healthcare Cat.No.28-9909-44) f1x PBSI&AT 2% Mk /AR FH
FIFBEL 5 1% il 3k — D Al o A IS T TN 0 = R Fr 2 R T DO &2 8 (BC ) () OWF TG VH3/V
k3,Ec o oy =1.45, % TFab VH3/Vk3,Ec |,  =1.4) , FEahiBiL 0D, e & A AT
It IR IA 5 A JESDS - PAGEHEAT 70 M (B6) o 648 2 e ik e 4l AL B AR 1 25 S B e i e e
HISDS-PAGE B I o 1ug I AEAN AR i 4% N2 BINuPage 4-12%Bis-Trisk&Ef (Invitrogen
Cat.No.NP0322BOX) H I 7E200VH & Fiz1r35min. [ 4rid (M) Z4rifiFermentas
PageRuler PlusTiZs [ (Cat.No.SM1811) ol #% 17 Hi i R K VH3 /Vi 3Fab ; 3 1% 27 H HE ik
JREVH3/Vk3 Fab; i@ %37 4 R VH3 /Ve3 TgG il %47 tH AR I ST VH3 / V3 TgG.
[0415]  Hi il 4%

[0416]  /INERClq (mClq) A1 AClq (WClq) U BIFE i 7E -80°CHitiAF , I HAE B VIR IR , 53 3%
FEZ ANy, EHT R T -80°C o 73 Mt ¥4t — P Wi B T-HBS-EP (10mM HEPES pH 7.440
150mM NaCl,3mM EDTAFN0.05% (v/v) P20) I T-i4T ) 1541817

[0417]  fY ZsiE#

[0418] AW T, R4k E (Biacore Preventative Maintenanceidjfl|&52) & 7EiafT
AR AT HEAT - BT AR ) RS A 2 (257038 I e vl SRS 28 Ve IR G A1 4%
PR A 3R AR PR R AR AT T AR HE IR EL

[0419]  RGUER

[0420] 43 ANCM5ES B, RTS8 J5 FIBIARR #EAL VA W (Biacore Preventative
Maintenanceid il &2) AT brifEAL A IR AR ZE EAE10°CHFE , 725 CIa T o 5 7
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WIN B A NIBAT G2 R HBS -Ep I R G5 Hp 5 £E ] 5 2 BT, U5 v 2R 1 HI50mM NaOH P 7
5, DU HE 2%

[0421]  [HE 41t

[0422] Wy THHOFRE M, PRASE B )& s — 4S8 BAhClg AimClg GBS AL D) AN LA,
— AN F A TgGAIFab GO A A13) /E B - Sfm/hCLaf & 52 , 7EpH5 . 51 1OmMP) i R £h 2% it
Wk 1 BRIV Bue /mL R REAT I L T T oG AP ab ) 5 X 15 pHS . OfF) 10mM) P T2 5 22 b vl
W, FEER I B2 0. 5-2ug/ml N AT, PR HAECMS Series SREER i (Biacore) b
BEAT o P 30 1325 0 Hr B S Fr AL TRIA LS B Wi S 7K P IR A BT R o

[0423] K4 Fr28m N K (RU)

F.l F.2 F.3 F4
s hClq mClq mClq

foaza] | AN =H 808.3 801.3 824.1
. Fab IgG IgG

— =H 10.4 12.8 51.9

[0425]  Seddtiid TR TAEANALENL (F ) , bt AL LRIAL S FF3R A I S ALK T
[0426] T30 /325 520, T 16/ 8 0 L 6 0 7 2 R ), L 95 2 T I
F O, T L2 28 L 100- 150 90S228 67 (RUS) f 40 B 05 K &5 L R )
R 0 A P i T 258 21454

N P .y /kf]]:‘?éjMw' -
l0427) ML BAELIRU) = ﬁ X ] EHIBEIACRU) X Spy
L T4 w

[0428] R HImC1qAIhC1q P # KT EIMWIZ 410kDa CCHER AR A 3% ) , R I 1gG 2
150kDa Ot 44 F At 7+ » SR I Fab & 50kDa (ffiitE) « 8 TR & 100RULA K Ah 23t &
(Sm) & 1H) H A5, Cla il 5 1 FEAR H A5 oK & Z1820RUs o FH T #H CoFab AT g G [# 4k, 2% 1 1) 5% AN
77, AR BCAAR ) B R R T RE MK (FEBiacore B AL B AT H A TORUS PR 52) -

[0429]  JEHE RS G 1H

[0430]  JEAHFRIELE G W RE S H T 0 A sl e A b ) 2% BT, SR QRS e HLHERL
i) At A R N, e b 3 T ) A ELAE FH o AE AR =9 B2 (500nM) FImC1g FThClq Py 2
TESF300F0 J5 , 43 M2 FAF 1R I, 2 000 3] & 2 1) AR RS e 14 255 (NSB) o BRI, Bt Im kg 50w
g/ml BSA (10mMP4 B8 £ , pH4 . 25) ) Ji5 e A< [l 44, 1 BEL M7 22 3R 4% B 4% (Moore et al.,
MAbs.2010Mar-Apr;2 (2) : 181-9) .BSABH K25 B th £ S @ IEFc 1 Hp B & 34T X T &, [
7K~ #£~8000RU . 5 FH500nMf*) FabEl # TgG , FECMB R [0 A WL 4E RINSB, I HAE ) /171817
{4 B BE T , BSARH KT 2% [Hi K & FINSB.

[0431]  FA:{rigg

[0432] 435 ), LUK S B P OE S 30FPE ST IM NaCl/50mM NaOH# I+ F4E 4
R o AR f5 — IR AR G, SIN180R [ & D IR, [l R E T — 45 &M I 4h
[0433] FRHMHRE

[0434]  RPEREIELLTES) J1 =B AT RS AR P 1A] L R 45 SR, 40 BT A ) 2B R 4 1)V 55 1
SN AEBN BT AR, OO SR BIRR e WSS G iR A RGN B 1 AT IE R
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[0435] i i Ae il

[0436]  M&h AR AL E 5 AN B 3R H AN GC B 3R I #1270 W0 i) Tl A 5% 1) 6 258 4y
I, JiT B e dE PR 7 AR o Y B A R A R AR 2 35 I, BT 3RAR M 31 J1 2% i i T B S AN HEA
o AR [ 5 110 T A 1) %55 B, B 185 Iy A ik 56 ] DAyl 2> Joit i e s AP o AR 91 < i 1) e I %5
J5E 2% T AN ARALFRIMWIR) LR ) 2 565, AR ST IR HY 1 400L/min R St A TH 2

[0437] 3 e By s ]

[0438] 34 I 7 4% i) S 9 4 FH SR PEA FIC A - 5 A W AH AR FH LA ARGE I DA 106} 1 285 5 452 8L 11 v
72 o S AT LA AN [R] (1) I 8] B G2 s S 1) 436 v 5 380 3% 117, I FLA B8 1 28 4 40 i LA A 8 2 1
W68 2 k) ) 17 224 o a0 S S BIXFER) DL R, MR BRI MR 45 & A R A 5, S M EAEH
R, N RBAER R E R E A

(04391 4nRyriktl FVERCAE , 55 NhCLagh & AN PR A ¢ I 26 F 7 mT DLE Tiok) 2]
T 324 I 7 4 o e S Tt DA, 1) B 52 25 P 5000 2 A B 2R i (1t SRR iE 4

[0440] B S350 HT

[0441]  1: 1456 B SevIw e T2 iiis/ 5 MM EER (S EX2) h T
P AR PP AN B 2R () T A2 (BSABELIKT () 2 1H7) , Z 4R €  Jey gy, DA X 31 % 126 7€ 1) 3
J1EEA T A JR o0 BT o WD SR 75 22, AN, Bl an AR S AHFC AR (2 LSS A3) MW G (
W EEL4) B T A IE B PP

[0442]  ZEX2.10H1454

ka

S—
[0443] A+B AB

" kd

[0444] 2533 AR AHECAA

kal ka2

[0445] A+ Bl ABI1 A+ B2 AB2

kd 1 kd 2

[0446] 2534 A CRANTY)

kal ka2
[04471 2B+ A BA + B BBA

ke 1 kd 2

[0448]  FifRFTAL

[0449]  FeT-Xf 2R A i) 2% B (BRI R R 5E I HTAR S5 -5Cla) , IARCLo & Ml ik [l € , IF
HAS FHmC Lo W8 W 24K 155 7K - FINSB, % CM5 K [ 4 /ME EERThClg (B AT A S B A T HICLg : pT
8-9) o tHT-Cla®R & Wka e P AH A 2 A AT 2 14, B9 38 3l 775 (SCK) e W14 F >k 3845
TR B 725 B0 8 B B S22 0 BT AESCK G HEAT  AE B f1 238 47 WATA] , Bl A4 A4 i 4 v
5P PR S it 2 W AT A A7 0 R 1 — < A R IR P AR SR AR A O AR , B0 E BN 15 o i BT 7R
HI48/INEF N, Bicds B B 7225 C /& A 5 1 omClg Xt Fab i 7 H AR SE A 8153l J1 250 M i
B AE VA 2% T A AR B 0 STt

[0450]  H A& g 4 v) &, Fab T g G 5 #f 4 FHAE 80 7 2% 40t B B A4 5 G o PG AZR 1) 2 e
IMCULIBE G i FE SR AT T

[0451] By J) % H s AR IR AR IR 2R 400l /min gk AT , DL fse /MU ARART 1 75 1 o1 B 5 2 2508 o P A
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AT % 1B OS2 0B LN FE 0 50 s G A 8 20 1298 47 v, LUK 36 492 0
FRep 2 RIS BT 40— O R s b o T 5 112498 4T L 3 3 TR I AW DB AT . 265
iR 1 9 B Bl 52 PR 50 4025 40 DA 80384

[0452] 45 2 B MUS00FD , B 5t Vi — 2 38 vk BE ) 0 WP M3 SR B IR 25 o 9 T 7630 )
2 0 R B BEL IS 50015 B (10%) , A Bt 0 K3 10800FS , AT 4 2.5
s S, LTI 3 0% R B 2 JEGEIHE 1A 15 S MF 2.F 3FIF 415 {5 5
e

[0453] % F-mC 1o FIVH3,/ Vi3 Fab B I AL A P30 7925 2 501 % Rl i Tk 7 35
7 o FCLa, 2 FE A B (K, {8 1230M, 24 FERE PRI BOK 8 42677 n. R RIKDIA
1 2 ST 2 o1 T T A R B 1 2R A % T HenC 1 o B 26 7 AT 555028 4 IR
8 = R A IR B

[0454] %5 /NRLCIafIEN /1240 b

Kk, SE kq SE Rias SE Chi* | Kp
L aH (1/Ms) (ka) 1/8) (ka) RU) | Ruw) | (RU?) | (aM)
Fab 6.23x10° | 1.4X10° | 4.6x10™ | 1.7x107 | 37.0 0.6 0.8 747.9
- VH3/Vk3 | 6.9x10° | 2.4X10° | 4.1x107 | 1.0x10™ | 33.4 0.5 0.9 606.6
[0455] e FHE | 6.5x10° 4.3x10” 35.2 677.3
Std 5.0x10° 3.1x107 2.6 99.9
mClq 45x10° | 2.6X10° | 5.6x107 | 3.4x10” | 88.6 0.6 1.9 125.6
Fab 1.7x10° | 1.8X10° | 9.1x107 | 5.4x107 | 50.0 0.3 5.6 121.2
VH3/Vk3 | SEH#{E 3.1x10° 3.2x107 69.3 123.4
Std 2.0x10° 3.3x107 27.3 3.1

[0456] K5I T ¥ FiBiacore T200llE mClq M Fabfi) 1% 1AH EAE H I 3 715540
Chi2fH RN 25 A FIfE B 500 S HERR 1) 45 B B AL I 7 5 FR BT BB BRAIG , 137 & F2 B ey« 5
B S I SEAE AR R AR A B i i (1) B 28 AH OC ) AN e 1, NSRS 3l 7 B ) A
AN E 1 o ~F- 35 B A R AR SR - 38 3)) 5 A AR T2 AL 73 AT R A DR SD o

[0457]  IgGAHFabP # 5hClaffy A EAE 3 1% S HAEARZ R BE /R BTl (6% B T-1
XPURSERY, ST T ARSI AHARE ) o O 1 8 5 F1 T, hC Lo Wl AR BCAR , SR 1T, X PR il 1
FAEIR ) F125 43 0T DA R T 2 B 5 an A S AR FC Ak 45 A A 2 (25 503) L N B 24
BRI DLARR G54 78 A 2 WL E B ot 23R 1 AH R B A RE X BThCLa 4514« 4hClat AR
ST, TgGARIFab I & DL T fe 36E e 535 A 77 1 S5 AR AR B2 434 ] 7 o At FH 1) RS 2R RN B &3 % 1) —
o s Y (G5 x04) 7 A Bt « B R B A6 JF R B 35 48 = L6 B B bRt , IF HOE
7 375 1) AR S 7w I RS ) e B o B 45 SRR W R AR B LT, S A A Rl T2 M
J1.hCLatE N Hr s H , 4x K VH3/Vk3 TgGIIKDIE &5. 8pM, VH3/Vk3 FabfKDIE /&8.6. 7
TR A2, A S 2 K8 DL 2 T 0 AR EOR RS il & o B8 KA S I 1) 52 31 R A E 1%
(1) PR 1) (BSAZELWT JZ) , 7 BAR/K P () 45 & SJ 158 T e G e 0 g o 1K e 55 3R 5hClafE N BLAAR BT 3k
130 45 AR Hh oG HR o

[0458]  %6: NClaffBh Jieotr
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k, SE kq SE Ry | SE Chi® Kp

A st (1/Ms) (k) a/s) (kq) RU) | Ru) | (RUY) | (pM)

Fab 5.2x10° |82 4.6x10° | 1.3x107 | 154.9 |0.033 14.8 0.87
hClq VH3/Vk3 . i i

1gG 3.9x10 96 3.1x107 | 5.3x10° | 387.9 | 0.11 206 7.9

[0459] VH3/VK3

Fab hClq 1.1x10° [ 190 9.1x10° | 1.4x10° [ 13.5 [ 0.0015 | 0.0773 | 8.6
VH3/Vk3

hClq 9.6x10° | 360 6.4x10° | 2.9x10" [ 6.5 1.5x107 | 0.076 | 6.7
IgG 1.1x10° [ 190 5.1x10° | 1.4x10® [ 17.4 | 0.002 0.143 |49
VH3/Vk3 | EHIME 1.0x10° 5.8x10° 5.8

Std 6.2x10" 9.1x10” 1.3

[0460]  ZK64HiiA M FBiacore T200ll 72 IhClq 5Fabili# 1gGH LxF LA E AR F 2h 114 %
Ko B 2 R 5 o HIZL A0 5% Y S 7as 11 250308 2 W TG U0 5 o v AT X S 4000 21 4 P B A2 2 1Y

BRI A GRT) o
[0461]  ZR7: AR AHBCAR AR TLAE 30 J152 0t
K,1 Kql K2 K2 Ruwl | Rum2 | Chi® | Kpl | Kp2
Aotk ST (1/Ms) | (1/8) (1/Ms) | (1/S) (RU) | (RU) (RU?) | (aM) | (aM)
[0462] Fab 1.3x10° | 2.3x107 | 1.8x10% | 6.3x10° | 80.3 78.7 0.1 175.0 | 3.4
hC1 VH3/Vk3
q IgG 2.0x10° | 4.6x10° | 1.6x10% | L.1x107 | 152.6 | 247.1 241 227 |73
VH3/Vk3

[0463]  FLTHIRfH FiBiacore T200i5E HIhClq S5Fabil & 1eGAR 5 AH B A A0 HAE I3 /)
20 B S R A B AR X AHBC B Y ) B AR SR [ e 22 W7 56 2 1 s 313 i b B i
WIS R

[0464] 45t

[0465] {5 FHP AN FIZAE N ECAR , 20 HThClg MmClq 54 K TgGAIVH3 /Vk3 [ Fab F B AH B
VE o R 1 1) B LA S Cla B A WAk 2 £ CMB A7 Jie W I 2 T8I 1) i) B2 SR FF R 1g G flFab 3k
T s 45 SRR, 5 IR T IR 1) 25 A B R ZR 101, B 3l 7y 2% il 48 B R R H 2R A0 01
WG AR TgCRIVH3 / Vi3 Fab F Bt & TR A8 B BE R Bl X hCla s tH 'S % 45 A (437N
5.8pMANS. 6pM) , SR 1M Xt FmC1q 5 VH3/ Ve 3fFab F B i &5 & , WL S B A 5 A7 (123nM) .
[0466]1 S ts3 : NJEALHICLa PR 4 MA AN S A 1A I

[0467] £ NG 5 sh 4 ¥ P I 52 (CH50) A, NYEALPTCT it AR gl A%l , LA By 5 A A
ClabA K FH B Claiiid I AMA R HI g

[0468] A< S 5] it £ FH A AN JSALHTC L g T4 A2 AR 1 S it 451 1 ) 0k 28 P2 1 R H1k 3 15K
Wt A5 1 () N IRAL AR A8 FH < BLARVHL / Vil (2B12) SHLARVH3/ V3 (5HT) B4R VH3/Ve4 (3F1) Al
FUARVHA/ VK3 (1D3) o /MR B T 1 44M1 (ANN-005) Alik-SMLEAAR (3E2) ik F/EXT B .

[0469]  CH50ME F A F 2B Current Protocols in Immunology (1994) Supplement 9
Unit 13. 19 FriRHEAT o 87 Bt it L 44550 FF (1) A IiE (Cedarlane,Burlington,NC) 8%
0.625u] Bl 7 35 L L JE M B 35001 Y GVBZE 1k (Cedarlane,Burlington,NC) Ht, 3 [r) H:
I 50w 4 8 T GVBLE vt o I N JRAL B (lng) o Bufd - L& VR A P 7E VK L Tl & 304>
B, SR S IIN B 1000 FIEAZH L (2x10%/m1) o, BT K BRI NI 5 - EAZH i /2 P2 s 42 R
SEE = FE RS (Current Protocols) H AU B, 5 AR I U 45 3£ 1ML (Cedarlane Cat#
CL2581) A Il 2 (Cedalane Cat#CL9000) ;=41 . EA4HM . MLiE MLV A MAE3T CHE B
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30704, T E AR UK bR L. 2m1 0. 1IBMAINaC LI A BNE &9, £ 66 it
BEHURE 0D, |, » LU 2 20 IR 2R M 1 & o UK A PR 40 1) 1 40 BL 2 5 50 /N BRL T G LA
(Abcam ab18447) FHLL T #%E -

[0470]  PUANCla4h&difhk (2B12.5H7 W 3FLAN1D3) LA & i & 77 2 st , LA 5 £ A CH50
5 I 5 HR L CLg HR AIE 1 (I TA) o« BEFPPTAAARLL3. Ing 15.9ng62. 5ng F1260ng ) 7l & 12t
AR, R R &6 BT HICLaHi AR LR ZI10: 18 KA1 1L it EEE 5C1a4s &
() R 5B Y5 B o B S HTC L i ARML (ANN-005) Al SMLHTA (3E2) # F/E S 18 . VI3 /Vk 33T
A (5HT) PAFRI R AR #S 7 s AN HICHE 03 L , AT ik 2] 1 FE 5 B SRML LA R A ML PO AR 7
FH2Y (BEI7A) o A, 75 Z K Z960ng I VH3/Vi3Hik (BHT) JVHA/Ve3FifAk (1D3) FIVHL/Ve1Hifk
(2B12) LA #1150 %6 B98I 2 5 i (B 7A) o 75 22K 29250ng ) VH3/Ved Ak (3F1) AR
2495 % 1L 2 1 af. (B 7A)

[0471]  PUANClq4s&Hifk (2B12.5H7 W 3F1AI1D3) i 4k ik, LA & 76 K B CH5 090 =2 v
Clq Ayt (B 7B) B FhHiiA#BLA3 . 9ng 15.9ng. 62 . 5ng F260ng ¥ 7 & AT Mk, F ik 5
BT HICLaPUAR LR Z110: 18] K401 1AL 24 BV 514 & 1A RGh &3
o MU LA 7] £ 2 1) 77 2N AT o R 2R HICLaPufRML (ANN-005) Alx-AM1$i44 (3E2) % FH1EZ
R VHL/ Ve 1k (2B12) LA & AR HS I J7 XA CHE 03 I, Firids B A% FE 5 BR RM LB 4k Ak
EMLITUAPE & A2 (BITB) o AN, 55 B K Z4160ng (I VHL / Ve 1 Hi4A (2B12) JVH3/Ved$itk (3F1) .
VH3/ V33 4k (5HT) FIVHA/ V35144 (1D3) LA K 2950 %6 21| K £180 %6 ML I 281 1 9% 1. (]
7B) .

[0472]  EAARON TIEZEBRMR , IR BH DLIE b 24 451 1k W R0 S e 0 g VE AR T, H 2 1 B
= RS it 4511 AS I 24 47 38 A S PR skl A i B Ve L o A S 51 I BT & R AR SCHR I A T
FHSIHMRIE 5] A SCE AR

[0473] sz g4 « Ak AA PN B0 KGR B0 70, AVEAl N IEAE SLC LaBUIR B 25 8 73 2 0t ifL i
C1a7ZKF I 25 RGN LA S AR A MA A 5 I

[0474] 28 p BRI DR IR (T.V.) , M) & B i FH 15811 00mg /Kg 7l & (N=2%:7 & , &
A — RAME— R NEAHICLaPiAkVH3/Vk3 (BHT) o

[0475] L yRE L AE T IR 1) Al - 551K - WEFE AT LA A2t FH /5 0. 5h . 2h . 4h.8h.12h.24h
72h.96hF1120h, 3 HAF457.9.12.15 18 F121 K o ML IR FE AT DASESS , 383 590020 B L3 , 3F
BE J5 & I A7 T -80°C H & AT

[0476] >k B A A A VH3 /Vie3 (BHT) Y I3 7K~ FR) 7€ = & PtCla ik K1 =2 LLhClafE
R MY AF B AZELTSAM & 1 , 255 34T NSHTHUARER M . Black 96FLELISAF-#K
(Corning,Cat#3925) # %78 1 2ug/mlf) AClq RMAFLARA099) .24 CIHEHIF B J5 , i &
Dulbeccof# iz £h 22 i £ 7K (DPBS, Thermo Scientific28372) JEHE3Ik, 3 H & A 3% BSAHY)
DPBS 4°C FH Wik 1% o 85 =%, BH Wri Wi A2 B , SHTBR A LIS A it BEAE 2000212000000 15 4 e
v R ) N R LT R i LS 0n 1R ANFE 3 0 21 BT iR AR b, BT I #7250 3 % BSA R
0.1% & (KPL Inc.51-12-10) FIDPBSMINRSGE M H o A 72 = 0 K LA300rpmfE & iF & 171
B o SR 5 5 1) AR 22 v N 50u 1R B 50 . Sug/m1 14 5 Bl B R g 2L 96 1 1L 2 370 - AFCHL
& (Jackson Immuno research,109-055-098) .4 =R & 1/ 65, FHEH0.05% M5 K
DPBSE e~ MR 3K o B3 VI P AR AE T-AR IR Bl 2% LA 300rpmfH) 7Z 37 7 82 1043 8 o P AR it 5 B2 me T
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f , PR W R g SIS B 2020 8 (Life Technologies,#T2214) o & 61T ELE AT LA
Perkin Elmer EvisionisH #5152 H . An ik #H 28fF FHAPLIZ AR & T HL & REME S H bk
e pling/m1 R E , 3 HGraphpad Prism#: il k.

[0477] ke [ AR b ) T C 1 quK T B B 22 = CLq i) L35 7K S A P R oA [X 99 B hC Lo ks e
PEELTSA IE KA € 1 o 76 P FRELTSAMI E h , 5C1a R IR IR 88 B R #B 46 & B Bk JL1 4% AR
HiZKPiiE (Abcam ab71940) o 78 55 — VRN 5E I, 5 5H7 45 & AR [E A7 510 B 28 R AS [ VHS / V3
(5H7) BML#E FHAEERMIBTAA , 200 8 H B Cla/KF o 78 58 — vl e A, JL1BE FAE SR 4T 44 LA
TR AE M RE S P E BHC1g M SANXEE S 1ICLq i 2 .

[0478]  Black 96FLELISAF#X (Corning,Cat#3925) #1478 1 1ug/ml ¥ JL1 .44 °Cid 7%
H 5, FW FHDulbeccof iR #h 22 M3k 7K (DPBS, Thermo Scientific28372) &3k, 3F HA
A3 %BSAKIDPBSA CRHWT I 7 o 55 — K , BH BT s v A S B » C1arban oH IL 75 A s BN A L 375 6
FE1000 2100001 705 [l 4  , LSO Bl , FE 75 0. 3% BSAFI0.. 1 % iR A DPBS A 4%
MR I AT o TORAE = IR T E LN, (a2 i b i N 5011 73 ) 5 Bk 4 gk 1 il -
FIPTAMI B JLL, BIA &K E200-400ng/ml FE A CEGERINE . K, HEH
0. 05 % it PR DPBS YA e T AR 3R o 5 I BEA AE AR 3R 3 2% LA 300 pm) P A 47 25 1053 % . ~F
WR B 5 4% T 1 PR B TR I S 0 & 2043 b o R 8 AT L M Perkin Elmer
Evisiontth #H2H. brifh i 2618 i APLIZ AR & BEAT UG, R EE T 1H B 3 e oK FE , 76
P IE B8 J5 FGraphpad Prism&: il #h 45 .

(04791 M HILIE A it v ¥ty A I L 2 1) 5 5 < 8 I 000 5 5 ST A5 3 o (X AL, (R Al 1
BB K B A 7T A I A b BA 1 50RA B B GVB++22 i (Complement Technology Catd#
B100) H, I 5 A0 [ AR B X 17 & 73 40 B2/ mL I 4 =F 21 40 Ha U6 $T 4k (Complement
Technology Cat#B201) J& & - FF A TE3T CHEE 1/INF o X HRFLAE 4 37 DU E JE 2k (AN & AT 4]
I35 ) 22 PP AN100 % ¥ I (f3F FH 25 B8 7 7K) AR e R pk & O, EISTRBE R R B 1)
ELTSASP# b, #E4 1 5nmiBe B G FE o BT A A i WO FE BB FIRR 1 269 HARTEAL 2100 % 1%
Il (EBFIK) o FEL: SOMRERS , ML i 2 7 H K RO 21 () 35 1 i 50 - 70 96 o KT B
A S 06 ¥ L 22 1 fh 2o I 8 FR Ze AR AL

[0480] AR MR TVt FH , WL %% 281 L5 5HT 7K ~F- 771 B MR Y 38 0, #F15mg /Kg 7] & T [ ~250ug/
m1 FIE100mg/Kg 7l & T 1 ~2000ng/m1 i) e RALARIN « #E3E 20 K 7E100mg /Kg 71| & T HUFE
SHT 5 S 1035 /K P A& B 5B, SR T 76 15me /Ke R R, M35 5HT /K AE 4K Ja B AR B T4
MK PR (E8) o 7E 15mg/Kg il &~ , MiFCLa7KF (JL1-MLIN ) k5 KGR K>90% , FHEAEF
GeE F JE5- 1R 2 [ 52 B 2648 (B9A) « AR, 100mg /Kg i 77 & 3 BUAE T 4 it FH i I3
ClaZK PR LRI IA 20K (F9A) o IfLiE CLaffy JL1 - JL 1300 5 th 0 00 28] ARARUAS = g B8 LG R EST
() HEFE (F9B) o 72 9 N JR A2 FIELTSAN 5 H X6 I 75 C 1 q 14 56 21 1Y o ARG AR 463 4582 149 o AR 1y SO U
(— A MBHTLECLq I AHE AL 45 & IR MITTE , 73— DN HA LG Clg BRI AL A A
MHTAR) B 7~ 8 16 BT YT Ja , MIECLa/KFA%IERR « 5 MIECLa7K-FR#IK—FL, #£100mg/Kg
R, FF s e FH 5, 35 R A I 5 00 0 214K ik 20 % 1) FR S FE G (B110) o 7 15mg /Kg 771 & 1)
ANXTR , HF 4 F i i 1 B> 90 %6 B 5K , HAED - 1 1R Z (A & B2 26 1H (K110) »

[0481] XLzt AR, 76 B B N, PLCLaHIARVH3/ Vi3 (BHT) fE7s 5 24 25480 )%
PREI, 3 H LI C LazK - FE I B A 18] i3k A2 7 SR BRI
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0Ss A9 IMITODOIHONAMHHMAS LAHXDS SHISTIASYOSAATIVOIODTOAD 1 HA TH

T A
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00T WAOVIAAAYSAISLTSSTONAVISSSHAALTIVISADIANANISOSNAHI 16 HA TH
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