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L3, A2 1 mg/ml 24 150 mg/ml $t CD105 PRSPt n i G B, 224
100 mM ZEPP5R 24 | M2 TEERIZ) 4.0 24 7.5 (¥ pH.

2. BUREE SR 1y i 30, 26 rb, onad il oK/ Hl BE € 3 2 (SEC) Tl &, 227> 95 % (1)1t
CD105 PLIALEL 2 & 8 CHREAER /D> 12 D A Z JG1E N BARIFAE

3 BURIEE SR 1y a3, e, i i K /) HiE BEL € 3 2 (SEC) JiT il &, 22/ 95 % (1)t
CD105 HUARLEL) 25°CREA7 /> 6 A H 2 JG1E K BARLTFAE o

4. BURIEESR 1 5], Herp, ol i oK /N HE B €8 3 2 (SEC) BTl &, 22 /b 90 % (1 Bt
CD105 HUARLEL) 25°CAEA7 2/ 6 A H 2 JG1E R RARLFAE o

5. BRI SR 1[5, Hodb prid 2 b 1) 2 41 2 BR s R 2h 22 b 2R K

6. BUFIELR 1 (9050, o TR e b2 £ 3k, B pH A2 44 4,

7. BURIE SR 1 IR, Homp prid 2 b 2 41282, H. pH /24 5. 5.

8. BRI SR 1 By, Horp ik B CD105 Hriksli LR gs & BAEY) 2 & 8 CHg 7 &2

D12 A2 e SRk CD105 ELISA G54 5EEZ) 50 & 150% 454 o

9. BURIELSR 1 5], b, anid i B 40 E vk - SRR TS, 71 2 & 8 CHE7 R
D12 A HZ G, BTid$l CD105 FriRMIF IS (pI) AL 8.7 24 9. 2,

10. BUCRIELR 1 5], Horh Bridkdt CD105 B A48 & HAT 41 SEQ ID NO: L fiR & &R T
FI R AZ X (V) s BA U0 SEQ 1D NO: 2 iR & IR 74 R BE I 2 X (C) s A U1 SEQ
ID NO:3 Rz B 74 E R AR X (V) sFIEA W1 SEQ 1D NO:4 iR 2874 (1) 1E
EX (Fe) .

UL BCRIZE R L 60500, Horh BT bt CD105 Bl B n SEQ 1D NO:5 i n & R
FEBII V., CDRL s HAG 41 SEQ 1D NO:6 i na /e /541 v, CDR2 ; HAG 1 SEQ 1D NO:7 Jif
TR EH V., CDR3 ; A 40 SEQ 1D NO:8 FiznZ FEM eI If V, CDRIL ; BA7 40 SEQ 1D
NO:9 7R 2 LB T 4K Vy CDR2 A1 HRA 41 SEQ 1D NO: 10 rnzd ZE /R 741 (%) V; CDR3.

12, BRI SR 1 5], 254 25 meg/ml (95T CD105 ik sk TR 45 & A B

13, BOREESR 1 157, o5 20 50 mg/ml (95T CD105 Fiiksk BT RE & H B .

14, BURIEESR 1050, S 2 100 mg/ml [HT CD105 ik s PR 454 B

15, BUREESR 1[5, FA Brid 22 ph ) 41 24 B sk LR 56

16. BURELR 15 5], HAaA 2y 20 mM A2 Re SR .

L7, BORVEESR 1 [ 30), e i 2 i 300 0 il FH 1 38 0 P B ok N it

18. BUREESR 1 IR, Hodk— 0 & T B 2 (3 AR sk T ]

19. BRI 18 FHIF], 3o ih BTk 8 A sl IR T 5 42 252 b 8252 3k vk sl T 55 o

20. SRR 1 I, g B sl mis i,

21 BURIEESR 1 RHIF), Horp ATk 2 o2& /N T 300 mM, FLATIR HIF0H 2 k52

22. BURIELSR 1 5], SoA, 26 TR I A R B B 3R 2 S5 Wil ik SEC BTl &,
/1> 95 % [FHT CD105 PLAAE K BARAFLE o

23 BURIEE SR 1 B3R, Horb, M 82 B g) N I, s SEC Frill &, 22 /b 95 % )it
CD105 PLIAAE K HARAFLE o

24. BUORELSR 1 i), Horh ik 22 Je R m .

25. BUREESR 24 (F§157), 2orb prid B AR Jsop .
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26. BURELSR 25 [T, o i SRR B ot B 2 U 0 B B

27. BURIELSR 26 [FHIF], AL 20 240 mM g S0 Sl REHE .

28. UMLK 24 (I, Horh pridosi e L AUBEEE .

29. BUMELSK 28 [FfilF), HAL 5 2 240 mM Ll AURE R .

30. AUCMIELSK 1 IR, FeiE— A 3R s R

31 AR EE SR 30 {1 i 5], Frb B 2 T P )R 2R L AL R 20 58 (L AL R IR 80 Bk
Pluronic® F68.

32. B RIS SR AR AT — T 0500 140 P R P PN B R O PNt P 1 T e X A
o

33. YRIT A T BB SR A I A RO DI 1) 5 1 FL LR e i A e A L
231 mg/ml 2%y 150 mg/ml Hi CD105 PLAABSHPLR L & B 224 100 mM i) 2 £
201 MZICEERZ) 4.0 2225 7.5 1) pH BIHIF

34. BURELSR 33 (173, e i i D105 Bk & AW SEQ 1D NO: 1 iRz KR
FERRERE AT AR X (V) s B SEQ 1D NO: 2 A s s LR A1) e e 2 (X (C) 5 BAT
SEQ ID NO:3 iR MR T ERE A2 X (V) s EA U SEQ 1D NO:4 Rz IR T4
frtEE X (Fe) .

35. BRIELSR 33 (1) 7732, Herh i i CD105 Hik & AW SEQ 1D NO:5 iRz KR
JPAII V. CDRL s B4 SEQ 1D NO:6 iz 2d LM /411K v, CDR2 ; B4 SEQ 1D NO:7 it
INRIEFR TV, CDR3 s B 40 SEQ 1D NO:8 AR & FE/R 741K V; CDR1 ; B 41 SEQ 1D
NO:9 Fr7RZ LR T4 Vy CDR2 ;R 40 SEQ 1D NO: 10 Arn & FE/R /T #11#) V,; CDR3.

36. BURIEESK 33 (19 77v2, HALE 2 25 mg/ml T CD105 Hifksk oyl gs & H B,

37. BURIEESK 33 [177v2, HALE 2y 50 mg/ml T CD105 Hifksk oyt gh & H B,

38. BUR)EESR 33 (K51, HAL S 2 100 mg/ml $i CD105 Fiik sl 454 H Bt .

39. BAEL R 33 (19778, Fo B s 3/ 300 mM 2 o, HB il 37 A #h il s

4
%

40. UM E SR 33 1775, Hrp Irid i F R H AR SR #h
41, BUMESK 40 1757, A5 2y 20 mM 2 R SR #h .
42, A EESK 33 17732, b ik 2 JoliE e b .
A3, AR EE SR 42 B 773, Frb i Bl e AR SR PR .
A4 BURNEESR 43 B 7738, T rb P AR s PRl 2 e 5 i b
45. BUMELK 44 1757, HoAL 5 2 240 mM g B0 BORERE .
46. BUMEK 42 1757, Hod prid sl 2 L ALEET .
AT, BUREESR 46 17775, AL E 2 240 oM LLALHERY
A8, AR EE SR 33 17732, I P 3B A A s I PN e P ok 157
49. BUMEK 33 1751, Hoak— A8 R i M)
50. B K 49 1 77 V%, o b Jr ik 2 v 1 R 2 2R L AL IR 20 28 L AL I 80 BX
Pluronic® F68,
51. BURESK 33 [)771%, o BT il I A5 A RAH S 95 S Jed il B %
52. BUMEESR 51 {732, Jorb i et o SE A8
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53. BUNESK 51 (K771, Ferp riddsne 2 26 T E B2 e o

54. BURELSK 51 (7715, o rp BT e ne A2 i G RESt hoe « RR (3008  SrL ee  JR i
Jet  ON LI B 4 BV U A R e | Sk R E L SRR T (4R R )
R T B B M ) L PR L E R i B (R

55. BURE R 33 (1) 7514, Forp T il I A5 AR D 9 A2 HR R o

56. BRI ELSK 55 181 7512, Fo A B HE AP 290 A2 8 W AH G 1R 8 B A L B PR R 400 194 i
AL B 8% M A LA T i o

57. BURE 3K 56 18177325, Hor IR aF WS AHOC I B BEAE P (AMD) 2 AMD B8+ AMD.

58. BURIELK 33 (177325, Horb i) B B8 3 il F I 37— IR B2 IR

59. BURE K 33 (1771, Hrp R — IR B — IR H— IR H IR GBI AS H
— IR A H—IRVEUA H—IR &5 DN H— k8 6 A H — IRt BTk 15

60. BRI ZLsK 33 17712, A il A Prads sl 5], B 20 o 08 A oA O 1) — sl 2
P PR SRR o

61. BUHIE K 60 [1K17772:, He 1 Bridk — Pl 22 i A A BChE PR (K 7 SR A R 4 I ] P AR
27 2% 41 5% 2] 10%. 4] 15%. 4] 20%. 4 25%. 4 30%.%) 35%.%4) 40%. %) 45%. %) 50%. 4
55% 2] 60% 2] 65%. 27 T0% 2] 75%. %) 80%.Z) 90%. %) 95% 5KZ) 100%.

62. BUHIELSK 60 [K17772:, Ho 1 Brid — Pl 22 i A4 BChE DR 1K) 7 FRE A R 4 I ) P AR
Y245 20 5 £5 20 10 f5. 29 16 £5. 40 20 5.2 25 £i5 . 29 30 5.2 35 £i5 . 29 40 fi5. 40 45 1%
21 50 {52 55 5.2 60 1552 65 {552 70 £5. 29 75 £ 29 80 52 90 5.2 95 £5. 2 100
RS L

63. BRI ZLSK 60 17772, A Jirad — il 22 M4 ik slORE PR 2 AR L2 #9055 R 0
T AH O IR P B2 40 L B4 B 175 ok R T PR PR I B IR Y8 7 TR VR AR ) R R R ) R R )45 i X
AT/ SR A R -

64. BRI LK 33 11751, Foh ik 697 5 30UE F RO s, BT DLE ik af e LR [
ZHHR—ADEE NS CLRARIEN sk 40 B 15 TE 9800 140 B 5 38 48 i 07
T B D053 1 Fs 4 5 B T 3 i ) 8 Y PR A7 9 PRI o

65. BRI EESK 33 177, Forp G T R EUR S I R 8RB I 7 BGE W BR R/ BT
IR,

66. 097 A T LR F P IR RRR G 7 v, AR TR B E A S 1 mg/ml
29150 mg/ml T CD105 HLABHBIR LG B 2240 100 mM ZPH], 224 1 M £ T
B, 29 4.0 229 7.5 [ pH AT 5928 35 PR 50T i) B O BT iR BRARRIR 0 I — P sl 22 b
I SRERAT 2 S2 A

67. BRI ZISK 66 117712, I A1 BTk HRARPIR 0 A2 48 58 AH 5C 1R 2 B A 1 L B PR PR 400 194 e
T AL B et M3 A LA T i o

68. BUHE K 67 (K777, Horp Ik aE e AHC I B BEAE P (AMD) 2 AMD B+ AMD.

69. BUHIE K 66 K177, H A Prid$i CD105 Hiatd & HA U SEQ 1D NO:1 PR 2d 2k
PR RE AR X (V) s HAA W SEQ 1D NO: 2 Fin2d BE 1% 7 4 e e 2 X (C) s AW
SEQ ID NO:3 Pr/nzd A M ERE R AR X (V) sHUHA U SEQ ID NO:4 fryRzd 2L T4
e E X (Fe) o
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70. BORESK 66 (17715, Hrh rid$i CD105 Hrif & HA 40 SEQ 1D NO:5 i /nzd SE IR
JPAII V. CDRL s A0 SEQ 1D NO:6 Fronzd LM /741K v, CDR2 ; A4 SEQ 1D NO:7 it
INRIEFR TV, CDR3 s HA 41 SEQ 1D NO:8 AR FE/R 741K V; CDR1 ; B 41 SEQ 1D
NO:9 AT 7R & FEERFF 411KV, CDR2 s ALEA U SEQ 1D NO: 10 Fizn & IERR 751 i) V,; CDR3.

T1AURIEESK 66 187725, ot Bk — el 22 Pl A Ak Bt PR 2 e 4 i A L 00 1) 5 HIE 30 2
T AH DG IR P B2 40 L B4 B 17 ok R T X PR I B IR Y8 7 TR VR AR ) & R ) R % )45 i X
LERLIAN /) BIRPT IMAEVEU o

72, BURE K 66 (1) 75712, Forp BT il — Fh s 22 i A ik SRR 1) 7 B R B dee S ) ) BTG
Y1 2% 2 5% 2 10%. 2] 15% 2 20%. 41 25%.2 30%.Z) 35%.Z) 40%. 41 45%.%) 50%. 2
55% 4] 60% 2] 65% 4] T0%. 2] T5%. 4] 80%- 4] 90%. 2] 95% EZ) 100%.

73. BURESK 66 (17712, Horp BT il — R s 22 B A sSRER 10 7 B i B aee S 1) () BTG
22 f5 20 5 6520 10 1520 15 15 24 20 £i5 24 25 5. 29 30 1540 35 £i5. 2 40 £i5 . 2 45 5.
2] 50 fi5 2 55 529 60 fi5 24 65 5.2 70 £5. 24 75 5. 29 80 £5. 24 90 5. 24 95 £5.4 100
G TEZ N

T4, BURESK 66 [1)771%, b BT dilm a8 /N T 300 mM 22 o, H BT ik il 57 FH 26 il ik

75. TP B IT A T KSR E T EEE SO RS 1 07V, AT ) iR AR i A AL
251 mg/ml 2%y 150 mg/ml Hi CD105 FLARBLHPURE S F B, 224 100 mM 205, 22
291 MZICEENZ 4.0 245 7.5 1) pH B HIF], BT IR S AE s 1 — B a2 AR BORE
RAF BN

76. BURESK 75 (17715, FHrh rid i CD105 Hrif & HA 40 SEQ 1D NO: 1 i /nzd 5L iR
FRANIREBE AT AR X (V) s B W SEQ 1D NO: 2 AT/~ M 741 AR REE 2 X (C) ; A
SEQ ID NO:3 Frrnzd 5PN M ERE ] AR X (V) sHEA W SEQ ID NO:4 Fronzd 2L R T 7))
e E X (Fe) .

7T BURVE SR 75 (1751, Frp il $i CD105 Hrik & HAA 41 SEQ 1D NO:5 iRz ZE IR
JEAI V. CDRL s B 40 SEQ 1D NO:6 frzn 22/ /7411 V., CDR2 ; A1 SEQ 1D NO:7 it
INEIEFR T V, CDR3 ; B 40 SEQ 1D NO:8 AR FE/R 411K V, CDR1 ; HA 40 SEQ 1D
NO:9 FT7n & F R 741KV, CDR2 A1 EAG U1 SEQ 1D NO: 10 Fion & FEMR ¥ 51 V,; CDR3.,

78. BURE K 75 [K)7712, Horp B i il 7] () it FH A ik 52 38 (1) A A o

79. BURESK 75 (K771, o BTl Jane 22 R 2 e g sl 5 PR e

80. BUAIEEK 75 W77, Horh PR Je i 2 SRR

81. BUHIEL K 80 [ 77325, Horr Bk SEAAI A2 1t H LT A 2R el B R S 4408 < B2k R
R AR TS O i B B TR S B AL AT A B 4 B Sk
SR FE VB O M B SRR i RE S R B YIRS EV B e (2 TR
MR TR BRI AR R ) Z

82. BUMELSK 81 17712, I A ik S A4 989 A2 25 o g « SFLIIiho8d " P g i e« wir 471
HR IR  BRSE AR, BRAT AT IR 1 e 1R e s

83. WANEL K 75 [ 751, Fh ik 97 S 82 I A RO ol , BT Lod g i LR
BRI A ) — AR AR 1T TR AR VP 9820 KT 40 L 18 5 sk 2D %) 48 e 5 9 m 76 48 i

5
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PAT B D — 543 T B A 8 T P T oA 1) 40 R A7 3 PRI

84. BUMELK 75 BT, Horh g7 R EURE I e sl IR 3 B SE WH BR A/ BT

85. BUFIELSK 75 [ T3, Herp i — b Bl 22 Pl AR BOE AR P 7 B B 452 i (1) B A1
212029 5% 21 10%. 2] 15%. 4 20% 41 25%. %) 30%.Z) 35%. 4] 40%.4) 45%. %) 50%. 2
55% L] 60% 2 65%. 24 TO% L] 75% 2] 80%. 2 90%. 2y 95% B4 100%.

86. BUHNELSK 75 [ 7712, Ho A Prik — Pl el 22 i A BCRE DR 1) 7 TR A BSR4 ) 7] PR AR
Y 245 2 5 4540 10 F5 29 15 £i5. 20 20 5.2 25 £5 . 2 30 5.2 35 £i5 2 40 £i5. 240 45 £
2 50 {52 55 5.2 60 £5 . 27 65 fi5 2 70 £5. 29 75 £ 2 80 52 90 5. 24 95 £, 27 100
RS

87. BUMIEL K 75 1771, HoA 54 25 mg/ml $i CD105 HitAsHpi)ag:i& B

88. BUMIEL K 75 117712, HoA 54y 50 mg/ml $i CD105 HiiAs Hbi)ag:i& B

89. BUMIEL K 75 17712, HoA 549 100 mg/ml $i CD105 Bk Pt Jr & & h B

90. BUHIEL K 75 117712, He A ik Gz il 2 H 2 IR e L TR i

91. BURIEEK 90 1 51, HALE2) 20 mM HZFREL R

92. BUMEEK 75 W77, Horp Tk 2 Jo 2 b

93. BUMIEL K 92 (17712, Hodr prid il 2 AR S Bk

94. BUMIELSK 93 (17712, He At Fri 4R340 Js PR B i g J5pl e e bl o

95. UMLK 94 W77, HoAE 2y 240 mM g EERE BIREHE

96. BUFELSR 92 17732, Forh Fridofl 2 L AL pE i

97. BUAIELSK 96 17775, A2y 240 mM (L ALBE T,

98. BUFIELSK 75 (1) 751, o Bk 65048 2/ T 300 mM 22 Tl H Bk il 371 FH 26 il i
99. BURELK 75 1y U7 i2, Hodk— A & R M) o
100. AUF)E2 =K 99 1) 732, o i ok 2 1 3 1 5002 58 1L AL I 20, 28 L AL T s 80 8K
Pluronic® F68.

101, BUREESR 75 177, SErp Ak P it A s o)1)

102. #il5), HAL 53R 16l 1-39 HRE—F.

103. 178 2\ G4 HAL B BOR Lk 102 51

104, BUREESR 102 BRI TG 7 78 AL BeAE S5 I 0%

105, BUMEESR 102 FIHIGRIFE $25 T 9097 MU A2 BOrH DB 10 25400 vh 18 1 i o
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RS R ER R

[0001]  AZ 5| H

AHIEER 2012 45 9 A 5 HERASH3E EIf B HHE S 61/697, 111 B G, 1% Hig DA
L SERUISTDEEE: P N
[0002]  ASHIEW & UL ILFEIR B EHR HE SEE A5 US 2010-0098692 A1 [fREEA
FA4:'5 35882-706. 201] ;EEHLH| 5 8, 221, 753 [ AT ALRES 35882-706. 202] ;3 [H H
iH5 13/485, 702 [ U A %35 35882-706. 301] ;F12E H HiE 5 13/390, 896 [ fLHE A%
+'5 35882-712. 2017, H DL HBARIE ik 5| HF A A3
[0003]  J¥4iFK

AHEEH CAZL H EFS-Web DL ASCIT A% 53228 HLAE I DAL Bl ik 5 | F A7 471
Ko FTIR ASCIT #5 U1, 76 2013 49 H 4 HAR, 404 35882-714. 601_SL. txt, K/NHy 22,121
T
[0004] REHTS &

S e A DR T R BT 28 — KR A RBET R A . fEH S b, A HE T AT
fE o AXAESR W, JhE BRAEIE Bl 1L 50 7 ABETS, I HAEER 2 140 e sl . R
RLO A PET L8 B 2 T B, FRREE 5 R AR T I8 R N 7E1R 2 H 5K, e &2 i
FEMIEH .
[0005] b4, RIS T o5 A1) ROk A A1) 89 Jir e e P B S e i i o, L R ) 48 D3 L 4R IR KL
AT A iy BRI AR . V2 AR R A DR NN AR 1, PTIR EE Gt B R BA T R
A BRI B ARIR S . VT2 e R E LEIRTT LU 2 B8 1 S AR 55 .
[0006] I &, 350 A PR (R 4 o) PRI AR AS i) A2, R 2 A 200K LG T3 14 BTV o
JE— P, SLRRIEAE T S EURIE IO AR KBt AT . SR A ET a4
R, EIE RS OCT , E AR B AR A2 BIAS TR AR 3R 7 ) B
[0007]  Ifil /5 AE e WA IV T R I A AR B R . LR R Y, 1l A AR B AE I oL 72
Fpg B FE A AR A . B0, 5 AR R R K s A B A IS RAEMK T
[0008]  7EHELLE ARG T, M A2 13052 BRI, 75 A 252 B2 4128 P I 40 B 34k 78 2 i) i,
TR E FEM S 1) 77 Ko VT 2 XFE 18 B ZS ELRE 7 i 4 B s fn / sy . s
5 H T S B AR P (M T I B2 1 A A DL R B RS S B T I AR Y
[o009] & AR

ASCHRAE T B CDL05 HLAA IRIHT il 37 & Bk il 5510 1) T 78 X ot AR 1 o) 55 FH
FARTT M A R DO E I A i A HIE SR AL T ] H TRk P BUIR A, B, ¥6T S
CD105 AH % 5 i AR R RIR G U5 o
[0010] 7Ny, A SCHRAE T AE 20 1 mg/ml £4 150 mg/ml $it CD105 Fifk B HFT 5
GEO B, BEZ 100 mM GErb) B L4 1 M Z T 4.0 249 7.5 1) pH 117
[0011]  FE—ANJ7 1, i dilF0)7E i & I R Aeg 1, FonT AR M0 5 s AT IR o 35 P ik 1)
FBEE I TR] A PR &, WE e KN HERR (v (SEC) ATl &, 227D 95 % 14T CD105 Hrik
SRR LA B BAEL 2 B 8 CREAE R /DY 124 A 2 J5 0T LAE h SRS AE o {FE— 265 5

7
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S, XA (Y TR () 2R ) A A 2 R B R B 2 R R 7K o 3ol BT i 5 B o e TR A A e
& WU K /NHER a2 (SEC) Pl i, 2271 90 % 3T CD105 iRk Bl BT IR 254 v BR/EL
25 CHEAF R /D2 6 A A 2 J5 AT LME R BRARAFAE o fE— R8st 7 2, SR 11 I35 ) 22 o 77
e LR

[0012]  Jb4b, Frik$t CD105 FLAABHPUIR 456 v BAEA 2-8°Chilifr /02y 12 4 HZ Ja W]
PLERZ) 50 £4) 150% 454 (L CD105 BLISA £55 e ) .

[0013]  7E 2 & 8CHEfF R/ 12 HZ )5, Bl CD105 Frik i35 Al (pl) "2y 8. 7
2592, Wk, B, B0 kR s AR BT

[0014]  AAGURE A N A & BEf#, DU CD105 Pk sl P Ja gl & 7 Bl LA e 22 /b4y 12 A4
H &2/ 18 A H 204 24 A~ H . F2 /0% 30 A~ H 204 36 4~ HBUE KA

[0015]  7E IR 5 ¥ VR AL 6 B4 2 5, Wil ik SEC il &, BTk 550 ] L&A 1E A
BARLELERI 2 /D 95 % (13T CD105 Pk, v HE, 5k J) 4, M2 i3 i, Qi@ it SEC
i &, w500 AT CLE A AR A SARAEAE R 222D 95 % 19T CD105 ik

[0016]  HT CD105 PRSI PTIR &5 & v BEnl LLAL & e 45 & CD105 1) CDR (1A [ 41) . {E
— AN AERR IS T, BB D105 iR HA W SEQ 1D NO: 1 im0 74111
BRI AR (V) s HA U SEQ ID NO:2 Prnzd T4 s sEte 2 X (C) s HA 4 SEQ 1D
NO: 3 /R 2d ZE IR P A1) (B BE W] AR X (V) s ALEAT 40 SEQ ID NO:4 PR 2d ZE IR 41) I 2 X
(Fe) (Z 0, ot ¥ 1) .

[0017] £ 55— M EAEBR il M S 77 22 b, Frid i CD105 PifA & HAA 4 SEQ 1D NO:5 iR
RILIRFHIR V., CDR1 ; AW SEQ 1D NO:6 Fina& ZE /R 74 vV, CDR2 ; A 1 SEQ 1D
NO:7 T 7nZ BG4 18 V., CDR3 ; HLA 40 SEQ 1D NO:8 Fion & 3L /R /7411 V; CDRI 5 HAF
41 SEQ ID NO:9 7Rz ZERR e H1 K vy, CDR2 s HLEAA Q1 SEQ 1D NO: 10 Fronzd ZE R F1 i) Vy
CDR3.

[o018] 73 B NYRAL I 25 Az It CD105 FifAm] LA & AW SEQ 1D NO: 11 Prnzd sk
W& 7 47 f B ] AR X OR AT G SEQ 1D NO: 12 Al 7n & K6 MR e A1) K 5 B v AR X o A JEAL — 2
o, 5 T B 1) FCAt AR B o PR s 4 , (HANPR T, SEQ ID NO:13.14.15 F1 16, AJsfk - £
92 e P oAb = PR S AL 4%, (EASPR T+, SEQ 1D NO:17.18.19.20.21.22 F1 23, JEH R
[P TSt 17,

[0019]  FTRHIFIFA & H 4 1 mg/ml 24 150 mg/ml [IFi CD105 Hiike i Jn 454 1 Bk,
S AT, BEAEEARET, 22 mg/ml 215 mg/ml £ 7.5 mg/ml. %] 10 mg/ml, 20 mg/
ml.ZJ 25 mg/ml. %) 30 mg/ml %) 35 mg/ml.% 40 mg/ml.%) 45 mg/ml.%J 50 mg/ml.%) 55
mg/ml %] 60 mg/ml.%] 65 mg/ml.Z] 70 mg/ml %] 75 mg/ml.%] 80 mg/ml.%] 85 mg/ml.Z]
90 mg/ml %y 95 mg/ml.%J 100 mg/ml.% 105 mg/ml %) 110 mg/ml.%) 115 mg/ml.Zj 120
mg/ml %) 125 mg/ml %] 130 mg/ml %] 135 mg/ml %] 140 mg/ml. %] 145 mg/ml %] 150 mg/
ml B EZ,

[0020]  fE—ASEili 5 S, Brid a5 2 25 mg/ml BT CD105 Hrikakpi R 454 F B
[0021] 7B — AL &, Frd i) 675 29 50 mg/ml [IHT CD105 Hrik i i 454
B

[0022]  {E 7 —ANSEE 7 e, BTl S 4 100 mg/ml BT CD105 Hrikakdi o gh &
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o

[0023] WA ST AR iR AT A5 G i), s s 9 an, H R 1R h 7 i R 2h sl IR
o TE— AT =, TR 4 5 M 2 7.5 mML 4] 10 mM. 4y 12.5 mM 4 15 mM.
Z017.5 mM, 20 mM.ZJ22.5 mM.Z 25 mM. %) 30 mM.%Z) 35 mM. %40 mM. %) 45 mM. %50 mM.
2755 mM. %) 60 mM.Z) 65 mM. %] 70 mM.Z) 75 mM. %) 80 mM.Zy 85 mM.% 90 mM.#%) 95 mM &,
29100 mM 2L \ SR B AR IR #h B R 56

[0024]  H5RIA] LA & FH T A H THUAR A2 B it , GG, (AR T, 3530 14 py A
AR PR it o

[0025]  ASCERALI T AT LA — 0 AR5 ] e 52 a8 R s ), R AE R 252 b4z
128 R BN TR 37 ELT T T A T A8 3 AT 42 52 AT 28 Ak O T 551

[0026]  7E—ANSEHt 7, A SR HIFE B 0“8 Ron BArHEA 5 A0
WHEAMERBIER . SBHREEE LAY 250 £ 350 ZB & (m0sm) [BIEER. 598
PEVTAE 28R BRUK — AR ANB E L (BN ) TR . 785 — ANy o, A SCiR it
[T BB I “SRB 7RI A 5 N MRS AAH R S35 AHRN L, AT«
B HERER BAA = T M 2 2% s 51

[0027]  ASCHAEHIFITSAH /DT 1 MR Z 0l Flin, 2 olEn] L2y 50 mM. £ 75
mM., ZJ 100 mM. £ 150 mM. %200 mM.%] 225 mM. %) 240 mM. %) 250 mM. %2 300 mM. %] 350 mM,
2400 mM. %2 450 mM, 2] 500 mM, 2] 550 mM. 2] 600 mM.Z] 650 mM.ZJ 700 mM. % 750 mM. %
800 mM.ZJ 850 mM.%J 900 mM.%J 950 mM.Zy | M s H A T &7 E T Frd il .
FE—AN L7 ZE T, BT dilsmpk il sl Sz 1, Horp #hik FE A 29 100 mM 2244 175 mM. 11, 5
AT 300 mM 3 1) 22 O IR s B 1, Herp 3hik B 20 130 mM.

[0028]  {E—ANJ5 [, A T A% SCHRAE ) 0500 0 19 22 JoBEmT U2 B, 1 i, 49 4, JERE SR
Bl o HEIE SR () AR MR S LS AEANPR T, W B R RERE o 491 2, BT sl 500 P 695 29 200
mM 222 300 mM g EEREERRERE . 7E— NSy P, WAL B 2 240 mM g S B .
[0029] B, BrakkER] LUEZ) 200 mM 245 300 oM & (UK ) MLALKERE., 78— sk
Ji T3 G, WGP AL 29 240 mM (L ALRREE

[0030]  AXSCHR AL Y il A HL AR AR BR i) PR S92 3R 1 ) 1-39 IR E— % .

[0031] A SCHRALFIHIFIAT A2 4. 0 B4 7.5 B pHe £E—NSEE T 29, AR SCHR AL )
FIF B 4. 5.4 5.0.415.5.416. 0.4 6.5 5141 7.0 1) pH.

[0032]  7E— ALt 7 S, ARSCERAE I A S A RIS PR AT, /52 fE 00T,
0 MR AT CLALREE S b o 2 v PR TR0 1R A R P S 4 A4 5 (L BB B A 20 LAY
HEEZAE 80 Fl Pluronic® F68,

[0033]  ASCILSRAL T AL B A ST I R ) 500 X 3 FH T A P B 3R Ak P it FH PR 9 e
Ay o AR PR AR s T DAt Ak HobR ] B 38 07 1078 AR o AH S IRR O, 18 T ArT AR
TR PR G . AEn] I — DG A A R 7R « AR SCERAIE T AL 5 A IR AR 5k
PP AT I FRY AR PR 2 FH T 7 P BB 3 A P e FH 1) — A B A TS X S s R e
[0034]  AHIIE I — AN SEE T 55 18, AU R A —M A G H TECHI 259 8 iE, B
LT TR A SCHTR RRAE « AT LAJE T 75 BVR 7 IR / 523 1 B IR Ak >R B il 24
V), HLAT DABC s S A R B 2 AN R . hT LK 259000 2 A LA 3l s 28 10 & il A ke o DA
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Gy ERes B B A2 T, HoA ek b 02 FH T4 1697 210 AR SO IR e . 254 m] LA
SN NP0 AR %A A] DUAHE O T AR ST Frads 266 4 30 2 R0t FH 1 D BH A
[0035]  ACSCHEME VIRT A TR EREE (2E ) T ME A R G IR 1K 77, HA,
58 v P B3t FH AR ST (P 0 501) o XA ) D50 T DA SRS 1 P B ik P FH T R
[0036] AN SCHT I FRY AL A8 A2 A G PR 90 T BAAS , B, e s e e o A8 — AN Sl =,
BT IR e A SRR o Fp YA TT IO 5, 0 o, JE T b R g o A HIX AR R 050036 97 1 e
iE PR AE PR 1 S 48], B, (SRR T, s SR bl e g | SR 28 L LIRS L R IR L O AR
i B A5 Tl B A A e R S SkERDIE | TR TR I R ) L
e B B4R ) R R AR VR . YR T RE B R 1 T T DA A
P T 85

[0037] Y, A SC TR 1) 08 AR BORH O 9% i v] BLSE, 480 4, IR BRIR Ot . IR BRIR DA 45,
{HANBR T, A W AH D¢ B T B AR M OB R PR A I i 22\ SRR A MR /- Bk 96 J6 3 A4 if 78 T
o SERSAHSCIHIELREASTE (AMD) 7] DUASIR M AMD BT AMD. T 3897 BRARRIRI [ il 55 m]
DL AR T 83 .

[0038]  FEXFEMTTEES, Frl iR ml LA— k82 it T2 o i, rad il m] DAaER
— KB IRVEN HIRCB N HWIRVERDN H IRV = H—IRBIAH— IR E
5 AN H—IREE 6 AN H— I 1697 77 Z 0T LURHE 28 38 X167 1R o AR 8 75 22168 n sl gak
b

[0039] AN 10, e FH il 351, L 22 0788 A A G R0 1 — a3 22 i AR A BRI AR D3 o
[0040]  FRERERR G 5, — M el 2 P AR SRR AT REALHS, (HAN PR T, e s L 4 5
ML 50825 T AH D 1) PN s 440 L 15 9 3 B ) L PR A ik SR S Y7 TR AR g BRI ) R 2R i 15
i~ AT R B 9D S B K IR/ BT LB N

[0041]  gifEIEER AL R M &, W07 W] R ECRFRG B GE, Hagy7 vl BLE i e DL R E
I — AN B AR T ARV < k2D 1 40 B 35 5 o 2D 10 40 o5 H 384 0 1% 40 e 7
T B D 3053 1 Fs 4 5 B T 3 i ) 8 PR A7 9 PRI o

[0042]  YRY7 AT FECUEE MR B R 1 BOE AT R/ BRATTE RE K

[0043]  7E—ANSEi 7 S, 78 ) A F i — DB A FI B SR fG, — Rl 2 Rkt
BCE DR 1) 7 L B B 8 B[R] PR ARG £ 2% 20 5% 24 10%. 24 156%. 24 20%. £ 25%. £ 30%. £
35%- 2 40%- 2 45%- £ 50%~ 2 55%~ 2 60%- £ 65%- £ T0%. £ 75%- 2 80%- 2 90%- 24 95% BX,
24 100%.

[0044]  7E 5 —ANSEHE T A, A6 0 B E A — D AR E R IR G, — R el 2 Fh ik
TE BEE R A 7 B P B BRI TR BRI 2 5 20 5 540 10 £5. 240 15 15 44 20 5.4 25 1.
2 30 f5. 29 35 £ 20 40 5. 29 45 f5. 2 50 5. 2 55 fi% 2 60 5. 27 65 f5. 29 70 {547 75
5% 29 80 1% .29 90 1554 95 1% . 4 100 f5 B FE 245,

[0045]  ASCEEAL [ iR A TR B0 R TP IR ARRIR I 6 77 v A 45 v i ik 2835 it FH A< S
BT B 55, EH BT IR R RPAR 0 ) — o 5l 22 Pl AR AE BOER B 16T vkt o T 3 ) 550) E4) 5t FH m T
DL SR R P it H

[0046]  ASCILHRHE T MUPT BIGTT A T B 32 1A P K hE B B2 (1) 77 v, SLAHE 1) prd
R T P AR SRR (R 070, ER O BT IR e i Bl A B 1 — b 22 i A AR BRI - T adk il 571)
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(1)t FH T DL ik P A
[0047]  FEASCERAE 7 1E, Frifd T I 32 338 T LU NBAE N 2R . AR SCHR AL [y 571
AT LAt FH— IR B IR, S e T R 3 A R S 8 BSOIR 900 ) g YR I Dh k. fEYRYT i
Firb, T LA iERG Ty (B, AEYrh ks ) .
[0048] AN SCHEAE T MR INAFAT A SCHRARL () — B Bl 22 P O VA I DY R T AT I CD105
[RI7K V- 28 5 e AR 3 IO A7 5 AH OC, F BLnT DLYE VR YT 2 A TR AT Mo PRk, m s ik
CD105 FIZK P RT LR IG T 5 A Ry B M —Fe7R . ASCHTIR IR vl LLEFE—Ff
B2 FPEIAINETT o
[oo49] @ILFIHIFA

FEA UL B 5 38 K A R & R R A i I k5 | A S, SRR
A LA B AT B SR R TR BB A HE e 5 RN
[o050]  ff Kl fajik

T B B R ASOR) 22 sk o BRI 1 STt 7 SRR A e B 225 W U B P S T &
(AR AT S 77 2R R ) ) 0B P 0 LR TR AT LASRAS AR S 7 S8 R HE FRAR £ B
U BRA, BT BT

B 1A-J $2 458 T A SCHT@R 5T CD105 Hrik (TRC105) IR RIT4). Bl 1A 25T
CD105 HLA KRR ETI A% (VL) 4% (SEQ ID NO:1) ;& 1B J&¥Hi CD105 Hifk ML MiE &
B (CL) (SEQ ID NO:2) ;I 1C s2$i CD105 HUikAFR M n] A2 & (VL) #E (SEQ ID NO:3) ;
HE 1D 2Pt CD105 HUiRRR M E v -1 FEHE (SEQ 1D N0:4) . Kl 1E-G 43 HIAREK VL 1)
CDR 1.2 F13. B 1H-J 73543 VH [ CDR 1.2 il 3,
[0051] K244 T TGF- B /ALKS 15 ‘T & FIBIEH 6] & . TGF- B /ALK 1&4% (A) FE40 Mg
FE Sl TGF-B /ALK 342 (B) 55 PN R 40 M3, JF 7542 CD105 ( N 2[R+ ) 1E4T ALKL
BT BE&IanLiE e EPHE &1t IR ET LT RE 5 & RIRE R
[0052]  REHFIA

N PR A 2E A ST AR TE A T 1A B AR S 7 00 B 19, TREATRRE .
A, B BRAR, 5 AR SCRT IR B TR L RAD B S B 2 7 VA FIM B AT DL T SE A R B
[0053]  HR4 A< HIE, T LR A 0 MR 40 B A= M2 < o3 1 LR 2 B 2B 4 4 R ZH DNA B
AR WA GE 2 AR o
[0054] 1 A Ui B 45 K0 B B AR Sk o B A A, B L “— (@) 7 ¢ (an) 7 FiT“ 1%
(the) "EFEZH G, BpaE B N SCAATE e BRIk, B0, 38 5% “ 5187 B FE A SR AN
/ BAE P BE AR A T N S 6 T ARSI AR N 527215 5 1 20 WL RS B —Ff el 22 Fof 07 3%
o/ BOPIR.
[0055] T CD105 HLAAT] FH 1497 B 25 P 2 IR M A8 A2 BOAH C BRAE « AR SCHEIR T 8
ok it A ST i sl IG T T BT 2 AR 2RI | S AR I A S K 7
[0056]  HUIAARTE

AT IR TE Uk "R s Bk 1 (1g) » LI RAR I 2 7y B e A oA A
P AT AR GG B AT S5 A ST 2 IKEk B 1, BT & & a5 WEUR PR 255 451
BE S LR 45 G SRR . R AMELEE “BLRZ5A B B R W R R RS A
B Ho A v] B AR T
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[0057]  RARBUAFN AR G BRER (T8 5 S22 150, 000 18 JREK) S 95 U 28 (Aop 28 1, Hohy
2 AN AH R REE (L) BEA 2 MAHIFIE (L) BEAL AR RN el 10— AN hi B S S
AHIE , T A B2 B AEAS R S 5 3k e 3 [mRp B () R 2 (R AP A o R R R
HAMW S AAREEN . A EREEA AR AR ] A2 gl ( “v,” 8i“vH”) ,
HG V2 EE g ( “C,"s“CH”) » AR RAE— MR A AR S5 f 5 ( “V,.”
BRCVL”) FILEE I T3 — DR Im AL e E g ha ek ( “C” BECL”) e k18 2 45 7 B 5 ik
[R5 — N B S5 B 5%, I LR RE W] AR 25 0 B TR IR ] AR 2 A BT 55 O R U
PR B R T i P R B M AR 5 A S TR () S

[0058]  ASCAE FHBIARTE “ A I 2 IR “ A USSR 30 A i 2 Ik KR, KR 1)
Z IR T 4 s 5 4y B 2R 1R 7 41 sl L3 IR B & B F 41, BN & B, 305 55
B RARAEAE R P VA B AE M o T8 AU LN v, ] LU & & M 2% R (Bt
R PR LA B ) A RIER, Brid A AR EAR T AR R T A %5
Beo AR R FE R B IR B IR (BRAEEPI KT ) ANFRFRRAZELERZE A,
HIBH AT AR RIEEFEFI NS SN . SRARMZLRIL, & RERZ TR T )
Al REA—E g A AN FEZERIEN B, eI a2 A RT 4, Brid
Z AR TIN5 ANA FEG -, H2 gm0 A0 R 2 25 8 (B, IR AR R AR
TR IDTER AR ) o

[0059] K T-Hiffk, R “ AR LM o, (R RN E LA 5B 1R 8 PUR 1 456 FUkE
S AT I BUAR T AR S Rk . (H, AR TP AN A A AT AE BRI ] AR g R . AH
EEENTE 3 NFRERAZX (HFRME CDOR) X B, B X B AE ek R i ] A0 & ) Sl 22
o AT AR GE R B R R R ST I A B AR “HEZRIX  BC“FR”. ARAB 1) R R B 1) AT
A EE RIS 2 4 A FR(FRL. FR2. FR3 F FR4) , ‘EAIT EE SR EL B - 37 &80, H A §iAn
% 3/ CDR, Tk CDR JE R, FFAEFE Lo L N B - r 2 g5t/ & MaEH ) CDR 4
FR {3 B35 4 fr— i, I 5ok B HABSE 1) COR —i&, {E kB BT R 45 & STk (2
I Kabat Z¢ A, Sequences of Proteins of Immunological Interest, % 5Jt. Public
Health Service, National Institutes of Health, Bethesda, Md. (1991), %f 647-669
) o

[0060]  7F A LA A AR TE “ AR X7 FT“CDR” 671, HUAA 1K) 0 55 PR 45 & 1 S L IR v
Ko CDR AFER B 3 NMPAIIX M IR, Frid 741 X CLE A7 N85 A PR, H A FRIE
CDR1. CDR2 F1 CDR3 ( XF T &4~ VL V 55 ) o #R4E Kabat 28 A, Sequences of Proteins
of Immunological Interest, % 5j. Public Health Service, National Institutes
of Health, Bethesda, Md. (1991)), fE#&%E ] A% 45 )3+, CDR 18 5 X NV T K3k 2k
24-34 (CDRL1) \50-56 (CDRL2) 11 89-97 (CDRL3) , 7£ Ff n] A= 45 fa sk b, CDR 38 5 X BT K 2L
W SRR JE 31-35 (CDRHL) .50-65 (CDRH2) F1 95-102 (CDRH3) o N 243 gk, AS[RIHT4 1 CDR 7] LA
SHFENTH, R ARG SRR . Kabat 475 RS H T RSG5 7 R FRIXFER
TIPS Bk 77 8 SR e RS 2 BE (9, /e 8E, CDRLL ¥ 27A.27B.27C,
27D\ 27E 1 27F) 2K R BRAEAN[FI P2 B K19 5 AR TN . BUE, M4 Chothia I Lesk,
J. Mol. Biol., 196: 901-917(1987)) , fEfHE W] AR 45 fy s rh, CDR I8 % 0 R T KBk ik
26-32 (CDRL1) \50-52 (CDRL2) F1 91-96 (CDRL3) , J H.7F B8 m] 48 4t #4) ek , CDR 3 % i T
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KEHEHE 26-32 (CDRH1) .53-55 (CDRH2) F11 96-101 (CDRH3) »

[0061]  ASCAF I “HEZLX ” 5k “FR” 38715, JE WPt S 45 6 Rl syi 11— &6 7 O HE QR 2z 25 R
WAk ARS8 T S, TR HESR B IL B B, iR a2 PR 456 Rl sls 1 —#8 43, HAE
JIT IR B o 1) 22 PR ke B TT DA A BN A e B o A B8 DRI A HE A CDR < [A) [) IX Jale AR
i Kabat 28 A\, Sequences of Proteins of Immunological Interest, %5 5 fix. Public
Health Service, National Institutes of Health, Bethesda, Md. (1991)),7E&5En]
AR GE R P, FR I8 W TR B 2L 0-23 (FRL1) . 35-49 (FRL2) .57-88 (FRL3) F1 98-109,
T 54 7] AR g5 M B, FROE A Y T R B0 5 0-30 (FRH1) L 36-49 (FRH2) .66-94 (FRH3)
A 103-133. 1 ki ¢ T 4255 1) Kabat 4% 5 BT 1 10 1, 85 DL AL 77 X F il 4 A
({51 4, 7€ 8 8%, CDRHL f¥) 35A.35B) » B #, R #i& Chothia Ml Lesk, J. Mol. Biol.,
196: 901-917 (1987)) , 7E % & W 747 &5 74 3, FR I8 5 X MY T K 305k 2 0-25 (FRLL) .
33-49 (FRL2) 53-90 (FRL3) F1 97-109 (FRL4) , 7E E5E 0] AR &5 3, FR 18 5 X B+ KU, 2
0-25 (FRH1) . 33-52 (FRH2) .56-95 (FRH3) F1 102-113 (FRH4) ,

[0062]  HUik(FfEE Gk (Fe) AEBES 5HAESHURINSG G, H2H R I H A F
(I N I RE, 1 WE I 5040 Fe 524k (FeR) BIARBAE M, PiihS 5Hu Ak miorE () 40 i 5
Yo Fe gifb st n] LU g i 75 e H 25 o LU R P I AR H EE . B Fe S5l
B Fo g3, tn] LA/ HAMA Bl [ ¥

[0063]  HR4E AT B B (1) 08 5 M0 S8 K 2 FE R P 41), R LR S B 3R R AN AR 26
Wl AELE 5 D EEMFIEERE KA TgA  IgD IgE. 1gC Fl IgM, X Ler ff JLANA] LAiE—35
IR CRIBRRL ), 04, TeGl. 1gG2. T1gG3. TgG4. TgAl Al TgA2. SASFEIZE I Bk
AR I ) S 5 5 8K (Fe) M alBpRAE a v 64 ey vy 1w o AR Rk
1 VR V. 65 ) AR = G ) Y 2 A P FI ST o

[0064]  J& T AIT A 1E & &5 14 B ) 20 2L 1R 7 41, W] BLKE SR B AR T HESh A4 B K B A4 1)
CEREBET AN 2 A EARIPEA (FRIECx 7MNT) Z—,

[0065]  AIE“HUAMIBLIR L G807 “DURE G F B DRSS & 857 Ptk i B 85
“HUikZhie b B fEAR SO B T RRGUR R — B E A v B, Bk iy BoOR B R e 1k
HEEEPURKIBE ) o FEIXFE B ATE P ALFE PR 7 B HE BR il P S8 i o) a8 H AR T -
(1) Fab v Bt, BIE Vi\ Vs CFITC SRS M S B s (LD F(ab” ) D BG BIE A 24

T AR BCRE XA ) B BEAHIE K Fab JrBC 4 B s (111) HH VR C S5 AL ) Fd

FB (Lv) S ATURRI S I VOV (SR By B (v) dAb B (Ward 58 A, (1989)

Nature 341:544 546), Ho &5 VyZ@ifis 8 (vi) 43 BSI CDR. E 1208 X P 4 dE & A 5

AN EREFI AN RBEN 7 Pk EAR SO M ARE AL A SRS, W WU R Bk
(diabodies) »

[ooee] EEHEAM (WMEEAMAMANEAE) AT Ig, v LLE “F(ab” ),” il
“Fab’ ” #i4y, H F(ab’ ) , Ml Fab’ A0 451 o 78 —f B B vH Ak S e Bk e 1 B 7 AR B Ak

B iR B P T 2 N ERE TR W EE X 2 7). i, ARE B S EA7AAE
T2 AN EBEE RS N B X 2 TR ) R ) B 1eG, UL AR 2 AN EE I FUA
Jr B L VR C R O e CRRBETE E X ) R VR Cyy, (Y 1) AR S 8E B
(FEEFEMEE XA ) FEEin C o E0E T —mEMHE. X 2 M RVEAPUA R B &
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— M EFRAE Fab’ o SR AR S EAFAE T 2 D E D R A HBCEE D TR ) B
U VIE] LeG, LI AR BUAR I B ik i BOW UK T 2 A B3R R Fab® 7R H b 7EBBE
DXACAHIE ) B BT BOBARTE F (ab” ) 50

[0067]  Fab v Bt & A B BE ) 1H 52 45 M B BRI 28 — AMEE S5 M8k (G1) o Fab® B
55 Fab Jy BURIZERIAE T AR TEBE Gyl G5l R um ab s N 17 JLAN R, ARk B STk B e
DA — AR . Fab’ —SH {E AL AP ER7RIX A Fab’ - LA 8 E 45 A B — A~ 58
AP WA IRIREEAE I B USRI . F(ab” ) Piik R BUscWIpk 4E ™ 4 Fab™ Jy BO, ‘AT R
AN MR 2R . Biik Fr B AL A B It 2 CLAn Y

[0068]  “Fv "3 A 58 HEPTIR YU MG IR 5 & A = DT T B X I S A E L
I S A K — D E RN R R AR L R A L (AU AR T
ZEBEH Fv,Reiter 25 A (1996) Nature Biotechnology 14:1239-1245) . fEiZAfaRh, 14~
A AR BT 3 A COR AH BAE A, ARREAE V-V B AR R I E TR g &Ar . KA
A VIV BER— D ERE AN COR A& —RIR T HARPUR S R k. B0, N 24 3, 4
un, B 2 ZARBURE) VNV BT HTR &55 B BNy, CDRH3 R CDRL3 A2 LA T HifA
PR G, BT RUE A ST BT AT EOR IR COR & W4 & SR 45 o R
AN TR EE R (RS HURSR S 3 4 CDR (1 By (19— ) B A R4 591
JRHIBE ), R SEM AT Re b 5 28 AN AT ARG M AR 05 I SE AR BAh, )R Fv B 2
ANGERI (VURTV ) EH R BE PR G e, 47 FH B 40 77 32, a0 & ) Sk nT AR B AT, i
B AT e AR R AN B R, Hod VORIV X ECX T R AR 2 (FRVE 585 By (scFv) ;
BirdZE A (1988) Science 242:423-426: Huston 2§ A (1988)Proc. Natl. Acad. Sci. USA
85:5879-5883 ; fll Osbourn Z¢ A\ (1998)Nat. Biotechnol. 16:778) . fEARIEHIIAR] “HLIA
55N, MR B BFEIEFER scFyv. LR E scFy AT VIV JPA1IER R Fe [X
cDNA EREERI P40 L, DUE i) 2% bt 5 3 T (4, TeG) 73 1 s LAt [RI Rl Y i e ik 44 v
AV AT DU P B AR 2R s EE 4L DNA AR )46 Fab. By 58 Tg A 3EAE A B

[0069]  “HRBE Fv” B “sFv” HUiR v BOEL S Bk Vgl vV Gk I, JErp ik e85 A7 76 T
BAZIRBEF . fE— 25T 77 R, BTid By 2K 5 4MUEAE VIV gh Iz TR0 2 ke
3K, HAE sFv BB TE LTI 455 P I 4. KT sFv ISRk, 2 WL, 1, Pluckthun
in The Pharmacology of Monoclonal Antibodies, Vol. 113, Rosenburg fl Moore
Springer—Verlag, New York, & 269-315 71 (1994) .

[0070] R “AVIMER ™” F/n—R N RIFERIGT A, B S hiENpiE F BIeR, L
AR HoA] 555 48 A 456 S A U 1, JITiR 4 6 SR IR AR A- SR (ARYE A 2R
P AMATIE ST P41 s LDL- 5244628 A S5H80) o BT ik A4 A1 41 - D5 NIaE B 1R FE 7 DA
MNP SZ AR GE R Bk B Rk, (Silverman 28 A, 2005, Nat. Biotechnol. 23:1493-1494;
Silverman & A, 2006, Nat. Biotechnol. 24:220), 133 &E AT LAEH £ ML
Gia g B BERALE G R AL, v LRI IR m SR N ) (AR LB, AR
TYNEEIR ) AR IE. 20, Bl dn, SE 1 LM HHE 2 JF 5 2005/0221384.2005/0164301
2005/0053973 1 2005/0089932.2005/0048512 F1 2004/0175756, ‘&A1 A 7E I DL H 3L (k18
WG AR,

[0071] AN 217 DA A= G5 R E0H R — DS 2 356 DMEIER (214 kDa) ;1X 484,
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Rl B Sk B T, Prid e Sk A R 2 P08 5 N2l JE IR . KR A- S5 s Phagt b B AT Aot 3
SIS AR B IR, X B RS B RN S, ZIH TR B 12
MR R IR ST SCSRIE S o A 55 R B 20 G B AN S B, S5 i AR
PP ThEe. Prid e A WM 256, BB 25 R E DTk (energetic
contributions) J& B MK . XL ABPRER HEE T2 AN “AVIMERs ™7,

[0072]  ARIE“XURemifh” Rom B 2 MPURE S SR/ f B b v Bo & 7EAH
M2 IKBE (VH-VL) A SR n] AR g (VL) AHIE B BE v AR 25 M8 (VH) o i ik A K
A SR VPAEAH [ 8E 1 2 A S5 8 AT e 3k, A i S5 M85 o) — 2R BE 110 EL AR 45
RIS, FRAE R 2 DMPURGE A7 /Lo XURe P4 S e BEH IR T, 9 ln, EP 404, 097; WO
93/11161 ;I Hollinger 2 N, Proc. Natl. Acad. Sci. USA 90:6444 6448 (1993).
[0073] PR 456 2 IR ERE — J 4k, v a0, i, >k B 3% 9825 (camelids) Fl& fa K]
Prik. &G R APUIAREE V- FERT C- FEES I 2 A BE R RIR — A (AR
) o BUASRTEISIERE SR K TG 1) Vil X A— 8 55 Bk AH BAEM, fE88 582k,
T B A AR B T EE R P R X R SR K TR IR TR S . FRE SR A TG 1K V, S PR A
VGt & Tg-NAR (5 | DRI AEZ5 Rtk (FRYE V-NAR S5 44350 ) 1 5 A C- FEEE &S
PR (C-NAR Z5 44380 ) W RIVE — SR 1K, FES& S 28rh, HURBT A 4Lt 70 i 2 REME R VB V
XA CDR 1.2 F11 3 HE o S8 5T Vi X A1) CDR3 IR AIEAE T8 AR A BE, ~F- 3 16 4
FAHEME Muyldermans 28 N, 1994, Protein Engineering 7(9): 1129) ., iXA[FE T4 £ 3H
AR BRI CDR3 X o 1201, /N V1) CDR3 HA P 9 AN&FER . @it Bl indesEE &
FIHIE ZR 415 20050037421 A FFHII7%, A Ll 98 5828 - AT AP 22X (CEA14E
FROG ORI AR X (AN Z 40 ) 30% .

[0074]  “fk&7 AMEAEN (i, ) P tds S A HAEN g WE/DNFIIRIREG DL
o TERAFER b A PUAS XA P P T skiE aEE X (Fe) 13/
—iBar CEH ANREEREAN 2D ) KU Feo XT4H7, Z W Jones A,
Nature 321: 522-525 (1986) ; Reichmann 28 A, MNature 332: 323-329 (1988) ;i
Presta, Curr. Op. Struct. Biol., 2: 593-596 (1992).

[0075]  ASSCAS A AR TS “ B v BEHLAR” RoR IR b [R5 Po A8 7R 45 2 B4, BRI,
5% T R RE AT A7 A I ] B R ARAFAE B 578 LA AL, 46 iz i AR (R A AR B A 2 AH R I,
SIS B R I, B RN BURAL AL TR, AR RS (2 5B ) Bk
) CEATT LLEFRE A AR YoEE (KAL) WMAFRDUE ) , A B EHUARE AR E)
BAPOERR . A ] “ B e 7 FROR DL BRE AR A2 IR F R BT PR B AR AT 21, AN R A
B 5 R AT AT 2 A PR . B, s B BUAR T LUB R Kohler 26 A, Nature
256:495 (1975) H SGHR I 22T I8 T7 kil 4%, 8n] LU B 4L DNA J57% (200, i, 3¢
[ LH) 5 4,816, 567) kil . EFLESE =, A B WAE Clackson ZE N, ANature
352:624-628 (1991) Fl Marks 28N, J Mol. Biol. 222:581-597(1991) kA,
A] DL TR AR TR SCEE 73 5 B e B DA

[0076] 18 ik f AR IR B e L ER SR I UTIE VA O VAL SE IR T 15 B T A H Bl i
(DEAE 8% DE52) B FHHT —1g AEEER [ AVG BR L AERSE A EEE (3 B i SE VR4 Rl
[RIARAE ), W AN B 35 554 s i sBK 7 S A b it
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[0077] A4 G e R AR 1 43 I, ] AR X B4 T DL — AN B AN 1E E X B 23 il
A BB LU A 7 AR IE , DA BOAR SO IR AT B A4 o 3R] LA DAAS SIS 0 22 oy 5K
RS, WHFAHAE T 73 F oo R, BB G L i ik 7+ IR »

[0078]  ASCAE FH IR« iz R NVERY ” RN IXFE NS5 G 30)  DUAR B i B eI s 2 R bk
SEWREH) (CEEEAL R BUCORAL ) SRR R R, T an S AR /S B A R N E,
WIFEEATA T T AN @ mE AR LR . Rk “4567 FonEAmE&t T
B4 BRI ES TR/ BB BRI R A 2 N T2 M S A, s
FHEAE I W SRR AR R SoA s 607 R RIE“IREHS &7 #on, 5ESEE
KR ITHMLL, 2G5 T KER L i &8 G0 m . 54670 TR RT
FIISER AR, SER T LU KR E D 1 A5 K2 2 5 KED 35 KED 4 fi5 . KE D
5 KED 6 5 KED T KED 8 RKED 9510 £ K2 20 £ K2 30 £+
KED 40 5 KZ D 50 5 KE D 60 5 K2 /D 70 5 K2 /D 80 fiF KD 90 fis K& /b
100 fFECKZ /D 1000 5 ARTE “Hoiss VIR AR sEHb g &7 FEASChn] Bt A .
[0079]  ASCAE FHBIARTE “S 1)) 73RoR 2 Pl W 65 6 1 P 40 FFRR o Kdo 25
A EN ORISR ) QR e AR R R AL R S8 Ay ) mTBLE, i, 29 100 498K (nM) &
Z50.1 nM %) 100 nM £4) 1 JZEE/R (oM) 54 100 nM £45 1 KEER (FM) o AR AR
W ORE 7 RoR, 2 a2 MA RN 2 A WA LUG X AR B T o I i B
G W B 2 (ELISA) BRASAUSE AR 02 AT FoAth e AR S5 7 125, T LA s O 23
7)o MBI Scatchard F3 AT BUAN AT AN 51 30 R (AFATT HAR B A S5 5325, mT LA & 256
“h.

[0080]  “FAL” IR, PR IHAL K> T (M RERS 5 BT I AT AR X 45 5 R TE 46 A AH AR
[R5y o IXAEI 5 G A BAE W LB R A 5 — A2 A COR — LA A FEBRIR EE K 73
TR . PR LA LA K, 4641, CDR3 B CDR3 %o, BRAE SLedb v R, VI V B IR 22 3 i
A 6 > CDR WAHEAE o RALTT LR NRT A (BRI, “RESE”) , 80T BL AN E S 2 2
B A (B, “RIBI7 BLCASESER ) M. PUiRT] LURG— e E AN R R RS (R,
F ] LUFR & 8 — AN R A B ISR 7 4 o Ak ARSI B AR N 53 T e 6 kA PR A7)
SIMTEAS, T UL PR R R AL . 25 G A EAEH Bon b5 COR B— e AN
BRI 3 1 Fe . TRC105 & —Fh Pk, & 5AEEE T H]5 5,928, 641.6, 200, 566
6, 190, 660 F1 7, 097, 836 FhHiik K Y4—2F1 8 SN6j HI PRI FE R 5. IRTE4
YeE H YA-2F1 AT SN6j 5] ([Alifi TRCL05 thiR%A] ) Bz,

[0081]  AE“FEFMEM” KWK I HUAAT B AR T S AU R
PERIHLIE AANE 2 T HATAT B2 45 o i ARTE WIS ] TIXFERITE I 0, PR 45 6 45 F i
XTVF 2 P RS 7 IR 2 RAT SR e MR, RSO0, PUIRRENS 45 5 415 ik R AL 1 AN [A]
PR . RiEAethgs &7 8RR e 67 KR, 5846 L RNA R A, ik
DASE KSR AU 8563000, Han 5 Hofh &8 Pk R A7 2 KB A 28 SXORON M, ITE ST
AT AT R ECH AT R BRI £ — N5, SHUAT TR SRR T4 15
FAHLL, AR R e KD L5 KB 2 5 KRED 35 K2 45 K85 £,
KB 6 fi5 KB T A5 KED 85 KED 9 £5. K 10 £ K& 20 5. K2 /D 30 i
KED 40 5 KZ D 50 5 K2 D 60 5 K2 /D 70 5 K2 /D 80 fiF K2/ 90 fi K2 /D
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100 f5 8K A /D 1000 £ ARTE “HBE RN G557 “RIethgs &7 Ffe m b s 47
FEASC AR B AT . RIE “454 7 R EAEFEAAE N i T a4y 5 e i AR B8 1
At/ SREBEAH BRI R AR 2 A0 12 TR BB 456 AL AR AR FH i b A R K A7 DA
FATAT HoAth 5 455 75 5K
[0082] M FH T2 BRI, o B 107 (55 “HEAR gl ] B ) KR 2 kel 4y,
A E W RIR SR « () AFE T8 E40 M, 15 A RIE AN o IR IEF=Y) ;5K
(ii) 5'E4F BRI AHIE AL LA &R A s A AL 253 0 A% 2k (Lid) 7E BRAEHP A
LFAE, B0, W AL SA BRI B (1 < o) BT 28 10 PR I0 s n 22 2D — AN K 8 4, 145 FTik 22
FAb 6 ARA P AGFENER “HBEr” BANRRIZFEMNEA, 5 G) —2UFEEmT ;
o (i1) fE76 R AP ERIE, NG SR A & AP it ok, 2R E I £ Rt
12 Ik O 58 KRR HERE LA AR 4N B T . U, ik 2 ikt 5 H T4t e
()53 5, BT ) o anpi Rk sl IR 55 i ( NI A ) o
[0083]  Ifl % AL AT

AR SCATE FH BIATE “ I A B P 500 7 <ol I A B B B am A AR ) 7 AL I
B R (vasculogenesis) I, H B ER S SEUHT A M E TE SO R AL | B Bl Z I8 o
SITILER Z3 A P Rz 40 28 SO R I FE P B A AR/ » S 0 a5 A e 1 LA sz 49
[0084]  AEE “ i A MIVHITER A G Y RRIXFENALEG Y A0 H M8 A oA F 1
T2, U0 P B 40 I B 3B T A, R S S EUNIUA /8 7= A2 T A (9 6, M i
W 1115 A2 A R P AR O o
[0085] A LA FH () A TR ML 85 A B AR M I (PR UL T AE R AR X AR KPR U0 L Hp ot A8 2 i
I3 e AR 1R aok R S AR sl R s BERR A sl R b R ) 1 1 AR B R o PRI, SHL A it A A
S FHRR A R A A A AR PR IR T R R T AT e T B G A 1 i A AR R R
b S0 LR P A B R 1 1004 A B AR M FRR O YR YT T e S O A 1 I R G
[0086] il 5 A5 A A M TS A7 A A B 0 i A ik T 40 10 /85 i Bl e ik T R I A o i A O 2B R
MR AR CEAE N R4 RTAR ) 72 AR BT BT . AL FE S S ECH I 4
Jl s FEY ARG LE AT 078 A B AR PRIR U0 B XOH o AR SCATE FH AT © T A A e s PR
5 5 IR P T T K, A0 ML A A7 A PR A DA R BT I A« 8 40 i A RO A 4D 0
SRR P AR I . S AR AR T DA B, 5 S ALKL 5 545 S RCE X1 Smad  1/5/8
FRALFN / SR Z B T, IBEH1CD105 ¥ [ ALK {5 5 S8 4%, DRI Tt 1t 4 456 0 1285 2 i
PR
[0087] LA NS RIL T S BRI CD105 4 BB #E iR . CD105 "4 fiig 2 30 H ARG ¢
T LA R A A A7 L TR e T 0 BT 1 PR T 4N I R i . W2 1K CD 105+ 41 Jifg
Fe T HTCTE R, 28 T4 AR S, Ik D 73 AR REW) W] LALEAR S 73 A B b SR IA Bz 4
M 2R, Hoa] CAYE RN = Al SR M8 . RV VR B 3Rk ) bR B B T, Tk i
o bR (VR A SRUE IS ), HAFELE T :CD105" BUm BRI 4E 4 , FIESUR MR 4L I
CD105 HHAKRIIAELE
[0088]  “iff S L A Kow, A 4 I B AR AE B IR s e sl /b, B AR b
FEEAR TS EK.
[0089]  AXSCAE FH () ATE: “ BB 7 R BETELIR L 27, REAEAE T 57 05 1 sl AN S 28 ) 14
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FRIATART 75 B 2% () B A 9 BE 24 P AR BRI o AT 40 M 138 B9 5 ™ R 40 M B TR 7 s,
TEAE T 570 (140 B S 22 1 200 58 B P AT o 2 2% 1 i B 2 1 AR DR O, DL R LS
TEAE T AN R I BN 75 B0 40 M G 2 Bt oA s (i, o T Sk A I A g T2 ) IR
WA AE T Sl P P B0 ) A 5 B PRI 40 L T FRPIROE , DL R A AE T 5 B AN 9 28 )
BUANTT B A0 AT TG PRI o ARTE“IMUEIIAE” 37, RRAEAE T 57 55 I B i B 16 3 AL AT
]9 FH 22 () B9 EH 2 X AR BRI

[00901 AL A V37 (19 384 5 B8040 A RE A 4G < REAEAE T 5705 190 AN B SR () 40 M 8 L 4t e A=
K T A7 35 0 B PR IR T PRI T IR o ISR ) 93 9 SR 0 T S T A B TR 2
HALHE BT A e AR K s U o R R A SO AL 40 i AR BB .

[0091] A5 M5 B4 A i B0 M m] LSRR AR 4t B[], B 23 BUR » “HE SR "RoR <t
I 2R G ¥ 98 TE 8% 5 ok B8 B 0 R (1 I, sAE 1 T b e b BRI R TR, BB R e AT
WA AR 5 ) BARSAG) ELHE A5 T, 2P R0 P bk B R0 i 1 s e 4T
Ji 1 095 0 22 R T B R

[0092]  ARIE SR "R N I8 BEAEAE — AL IR R R Y B o SR i LA e
IR ol iE , B AT AT DA M 3 A AT ] 40 i sl 2 2R 28 0, 454, i TR SR B L R MR
ST B IR PR o RS T IR T AR B 2 P D R T R 2R A, R RN R T L il
FFDR IR S SE0  REERE  E  (W B IE S NE Gl Bl I RATEE (TE L5
SCEI R SEALBIZERTIR ) B BRI UL B RS

[0093] R R bR B o WAL 2R K PR b e, BTSRRI R G B W iE R GuE WA IR AR
VARG R TR AT A I N I R SR A R R . T A L AR AN A
i 711 S 7N ST (207 7 ST B A D e NS R B iy R B T P ()
55 E e T R AR 1 2 2R 2 S R R P e o R L A R A 2R e B TP PR T R 5
[0094]  FFiBYT R AL 2R A2, AN, I8 S K P 1) CD105 R P Je ZH 2R Bl A A R 4l Jf . AR
SAFE I IARTE “ AL 2R, B4 B R AL s e B HAE KRS g i, B, e84
PAFIA IS ERE TR B H 1y Rk AEKEE ) . E e EKEGIE L, 7] LU
R P 1) S TR AR PR (R /B AR PR S R TE SR RAEFEAL A . A T AR B B 16, RiE
CEYE I AN ML AR L R AL SR B B A R, S L4 e i 4
HuEEAL A AT IR R AR VE kAL ESBUE K AL R Eim . (Bt el fe ks 77
W) I R AR K AR ] AR 7 2 R 9 A K B TG A9 e 1 BRIV (1) 30400 I B0 A=
KRATI )

[0095]  AE “ MR 4t bt SR 7 FEAR ST A e Sk, 5 T8 20 B IR 40 i 1 4 B ERAE 1IE
PRI R AR L, PR AR S 1 A7 AE T R A i b B R o i I ARSI AR R A
AT H RS, v DU BT S AF LR, Pk 156 00 5 (E AN BR 48 F B g 91/ 33P0
IEHE, WU ELTSA 15 TR fe e I e sld it 25 Ep

[0096]  AIE “HNMIIAT:” Bk “FE /P ML T ” RoRIXFER AR TR AR B FH AR IE
A gk AR, IR R R A B EE R B A . 40 R TR AE B AR B R
RAEKIIET A, 42 B GET M ES S mE (“49iRBER") . ERFELTT
TRRLFE AP < 15 40 S A 2R AR A R IR A S A2 Mk S SR 4 e R R
GIIRE RN A UK T IO AR 2545 . 20 40 A T 40 i R B R A IO T A 2= R AR Ay
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fiE o IXECRFARALAS e 10 5T IR A A0 MR AN 40 B ST 4 40 BT RT 40 I % 40 B i 25 5 1 B
W CGRATZME, EATE AR B e SRR . fEAR N, IR BB T/ AP
A B4 B A S0 B BRI IR b B A B RO RN AR . FR TR AR P 2 R A T 40 R X
Pl RHLE], A5 RAENZ o FERSL, T /IMALL T4 40 i ;e ik, It e
2R SRS RIE T R O AR AE “IRELIRFE” o Sl AR STE AR A R A 72,
AT DA 40 M T, Pk 5k DNA 7 BEAL L JEBRER B V I B 2R P IR IR R A R R 1 I
[RGB C IR . 1 AT I 40 MR AE A SO AR “RT- 40 7,
[0097]  “HNMRIHT-E SH” EA P XA S MET: / AL g e, HAHE, 4
ur, Pt — CD105 PifA BT —VEGF Pk A& FE Ay7 R B s2 A B30, Forb 4n i (49 4, iz 4t Jiw
BUN B4 ) BE i SRR PG AT . 76T [ SR A MR IR T A6 1 1 40 B A T R
7l
[0098] A ARAERIEE S A V 40 M JA T3R5, w] AR 40 He i T2 < 7E 6- FLAR (NUNC) Ak
7t NIH: OVCAR-3 4l Jfd, 48 e, sAH #5970 (85 01— Mbum A4S ) AbPE 4-48 /NN, P,
I 2 19 V-FITC (BD-Pharmingen) 37 1 /Mo il iR 40 MR (Becton—Dickinson,
CellQuest) 73 Hr4tifie, ML N IE B Gs (0, FEAE X 40 M o Hh AR iR 43 #T o
[0099] £ AR IR HLAA I 7 V2

B FRER TR, CEmE TIENRERED . DIATCER®R K2 50 & 1 4
BRI 1 CEAL Sk B/ B ST ORI VAV R HUARIR C R Feo BT BUE SR B A S
W BIAEAT [F R AL Fe [X o ARSCHT IR I Bk A 090 0T ELALRE AR (bR <38 I prad b, 181
FEBE R AR DR/ B B ] AR EE AR A8 A A PR AL H 2 R 5L, LUE RS PR 26 8 7
[o100] A T NWGIT TS, k& HrAE s LA LT/ BBt g e sl BB
IRV 53 2 NI, AR B 2 5 N S8 ZR G0 1) A0 43 S0 A AH B AR AT (4 da, i ot b
PR ) 4 He Bt (CDC) BRI 148 B i 40 f 25 (ADCC) S R B IR B Ar 4t
ML) o T8 NP RGN G DURBITE 2 X R S 2ke4d) PR A X3 v 5 ) e
ENIOE7IRENNR N Bl NG N B Dot g 1 R N e NI Y VRS 3 T P A N 7 I
NG A T A BV 8. SR, A B n] LR 5 KRR A
PR S ALK -2 30, 3K AR it FH S /) 1) L SEARAT R 1 7 =
[0101]  YHAEEME IR R SRR I, 7] LA AN Hb A LA 2 B R B R BT AR TK) CDR P )%
JEo W, L CDR W AN I 4 A2 SRR VRS, BE I M, 2507 CDR R AN I 2 MR,
{H2 FEAE CDR2 BR AL, XIS T DLEG AR 2 0k 10 ANk It T8I B0 5 v, 8 40 AR S ik 1) 0
(#4, Biacore) , n] LA &2 A1 ) A2 4L
[0102] A ARG O AN IR BB A, W] LAR A AE P hik . J4h, & LURE A B4
il £ BT, e A8 S A R BRI .
[0103] X T2 A, Bk HEA Fe, iTRLE B THEF A 4E AR (B, RK2KT)
7/ BN R IO 71 N
[0104] {5 FH 7 BRI P UIAZ BRI 5 Ak () AL B AR, W] DIATE A AT 2 B AR (i 4
ASCERAEFI IR HBLE ) AE Mg D 2 25 1R 7 5 A% IR
[0105] T RIE, RIERG XM RS HAH GS RE (Lonza) , i A 2Bl & kil
FEPMEAESESR L. TS 2, 6S R4t (Lonza) , ff A 2 BLlL & B 55 BRI R 1B ¢
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Frid, i L EEAL (250V) , 78 CHO 4 M idf AT # 4k o 7R 5 10% EHT G4 g (FCS, &
2 mM A BERZ ) ¥ DMEM (Sigma) H, 557 B A A CHO 4 g, @i i 27 L, I 300ng ZeMEAk
[¥) DNA, %64 6x10" CHO 41 fd. 7€ ZFFLLLS , # 40 M 53 B T3 1 A 2 Wt 1) DMEM 1,
MR AE 36x96— FLAR (50M1/ L) b, 78 5% CO,H e 37 “CHFE . K H, A 15011/ FLEIE
FEMEBSIRIE (A DR BEL R DMEM) » 7E K2 3 B LU , 48 o2 IPT iR Sy B ME X IR, i
BEELISA( S0 R ) k. B4 >20ug/ml [T %Y 13 24— bR, SRJ5 8
BRI 125 el

[0106] & T 7K A, Tz A B LB R L RGO XA R G IR A i i &t
BRI SR BB Y ( “dhfr=") HPE G R OP Al Mo s gL S Ry . TR RS EE T
SR R JA R b R, I R 4R G0 DHER B, R840 B S 158 26 1r DU & R h 1 4
oo T B E T, A A Theth DHER 56 [RE R 4008 B br 8 A L8 ) R TR 2R 55 2
dhfr— CHO 41 . 7EiXIEHL T, HAntk Fg EAPUAERER / 8i5E.

[0107] @I 490 54+ 1 DHER FPHIF) 2 s (MTX) 15, EA A M3 darii Bl
K. EARMERE DGR, R B o KT darrsE R R/, 85 Ry ik
o,

[0108]  YHAEE BB AR = 1 (W andiiRsE ) i, 25 18R FH B 4 i i 1A 7K P R g e 1
KW ZEH, AL CHO 40 MUl PR (E Y Bk 7 A 3 R AE C AT s S B AR A 7= 0 D T ¥ [+
U BIAE & AT108 B BN SRA e BE

[0109] AN HIEHR AL T b A SO R B E T M S 2 R (IR ) VA X
Fh 2% TR B UL H TR b 22 4% 5 B e S AR 1R R 22 IR T 3= 40 B MR R R 4
[o110]  AHIEHARLE T FokL Bk R Bk IA G A ik, Kad e b—A Ek%
AR o

[0111]  AHIEHAR AL T EA S M, KA P DR R, A SOk
[RIATATT BT AR AL TR T J AR R (1) — AN J7 T BRI A2 T vt 1 AR R ) — A4S 5 T, i
AT FAARE N HORIF iR SRR I o W I fEIE 4 N IR A b % FR (1)
HAE B4, v L @RI TR . AR R KR A= LU, A AT S R BOR, mT LA B8
N/ BA TR B 43, AR 5 1 A

[o112]  m] DA A0 e IR R AR A B, DR AS b4l iy sl 1R i 2 3R AL 4r A/ el
gt Pk (B ) MR TS A AR IR IR 7 T K. fERT
THOLR, B T b EBAG P Dhae i) 2 K 7 1 LA R 599 125 B B AR B3 28 A% R Bl 2 R oK
U5 o RLIR 74 W] LA E DNA B RNA, HLAT DR SE A B 706 U o Ak 773202 AR AT 4
ST

[0113]  HFAEZRASFERIfE L 40 M b 7e B AR5 2 IR R 482 AT i) . A3 11
2 o 0,55 48 R VR LA 40 B I BRI B R Gt o AR AU R AT F TR 1A S U 22 DRIV IR
LA ML R EHE AR T G R O S0 HL  HeLa 41 256 5 418 NSO /) BB i
J68 41 R AN/ 22 LAt At

[0114]  Z i 240 fo gy 3= 40 ot m] B 13830 DNA 2471 o 3 4 5 A4 i J1 0 ) ELRZ A0 R
W18 3, W AN AR R IR0 I AT B A B e ZF AT i B R e L (i
FERE ) FBh4E e (%40 CHO. YB/20 NSO, SP2/0. R1. 1. B-W i1 L-M 480 i . JEMM G405 5 4 e
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(%1, COS 1.COS 7.BSC1.BSC40 I BMT10)) « -4 (fltu1, SFO) FIA L0 A AR 40 fio
[RIRR ZR o

[0115]  HuAR el HE 7 72 R AZ 40 i WO I a1 ) o IR 3K AR ARSI A 78 70 A7 T
Fe T4k, Z WA an Pluckthun, A. Bio/Technology 9: 545-551 (1991).

[0116] 7135 77 I FLAZ 40 i b 1) 3 08 0 2 AR SR AR N 52 W A 8 A2 77 A SC il 1 i
PRI — AN I3, B gEid 2 W, 40 Raff, M.E. (1993) Curr. Opinion Biotech. 4:
573-576: Trill J.J. ZEA (1995) Curr. Opinion Biotech 6: 553-560, 19 IRk
DLHCHE AR i 5 | FF AR

[0117]  m] DL Fesliia i & 0h ik, H & A 1E 4 8 1 74, 45 B 3 7P 4 &k 7 Iy
FI\ R IRATFIRAL 7 1) G 9 7 1) bR S ) 2 PR RIGE A () oA e 1) o 280 PR T DL 38 4 1) J5
7 5 B3 AR, 91 G R AR B R, OC T At 40 Yy, 2 0L, 45 U, Molecular Cloning: a
Laboratory Manual: % 2 iz, Sambrook Z£ A, 1989, Cold Spring Harbor Laboratory
Press. VT2 CLANHI L BR B A B2 AR T 725, 9 4 i IR A4 2 AR 1R A1) 28+ 15 722 NP FF DNA
N4 i e R 3 PR SR K DL AR R A AT, TEAE R IR AE Short Protocols in Molecular
Biology, #2h%, Ausubel Z£ A%, John Wiley & Sons, 1992.Sambrook 2% AFllAusubel
LNWTTEA TN A DLRARE I 5 | AT, B2 ARSI o3 5 A .

[ot18] PRI, 5 — o7 g fit 7 —Fig L4 i, o a AU A LR . o — 477 24k
T M7, ik A IR R T NS A PR 5 AT DR AR AT AT A
FBIEAR o 6 T AL G0 M, G0 B AR DUALES, B, SRR ES 4% 4y . DEAE 4 S8 0 . fL 28 1L
JR B4 A T ) eI FH 2 2 sxoi v el Ao B (94, 2F 0, s 0 T B e 4 i, #1fR 9%
) T XN TH AN, 518 FE AT DU, 4040, US4 i 28 FLRSE H I v 1
HDEE2CN

[0119]  fERAZJG, W] LAIE BB RV MAZ IR IR 3R 2k, 91 Qo iod 70 5 BRI 3R IR 41 TR 55 951
T4

[0120]  FE—ANSEHE Ty b, LR EE A b re R Al M S Rl (Blandetadk ) b ARPEAR
PR, B S e SR AR EARNTH), 7] DUEH G . R T2, 7] DIIGh A Tg 3
o, DS Rk e KAk .

[0121]  AHEWRERGE T —Fh ik, Prid i ss (AERE RGP H LR ri g ik, LAIE
FKis FARRPiE (BELET ) .

[0122]  ARHUE WP M B AL IR, 5 W1 20 DNA 43 1~ BY g, [ 11 ik [ B L 7] A8 A L AR
PR EIL T B, AN gRmS 454 CD105 [MHTik.

[0123] 7B — ALy &, ASCHTIR KA s 5 73 I FE 41 DNA 43— Bl [ 1 2 R 1)
SEHE DNA [ 41 ] DA AT AR o B 2R A = e 41) b, 5 BT LU NIE A8 b . A B
I AE R 22 B g o, P g A AR ) I B DR B A 5 A B AR ) Vi VLW CURH / BK Fe [#)
DNA J7 5 ¥ B 20 DNA 731864k o

[0124]  J3—AMFFAEAE, AR SCA T DNA [P A R IR o WA Ak B A &0, m] BLAn T 3Rk
DNA JP A1) R EATT A AR e e 2 0 4 R A ik rh SR Ak 45 e 41 b, R R IS 8k
REGALIE 4 1 S 40 g 3= o

[0125]  DNA J341) 55 Rk 3 il e A1) i X Mm] AR i e AR M B % (SR AN 2 DNA 41 1B
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43 ) +fE DNA JP 2 L3 () LA TR AEAE H , SRR 4 25 1 ATG.

[0126] W LLLLArBSHIARN / sREEILITE R (0, ANE sl A AN gl B BT ds ThREm
Z IR 2 % R LLAN FRIR I 2 A% R ) P b 2 R PR Bk o A A “ 2 AR 4l )
FFEAR EARE” RoR, &4 DTy 20% s 5 /DN 21 10% s 58 /b AR £ 5% B8
S SR L 4% BTSN RY ) 3% BT D AMRA) 4 2% BT D AR ER L 1% B D
AN TR BB o

[0127]  ZHpfE £ / RIEEAML AT LU TRIEAK B DNA [750 . A H FRIEEAE, 51
1, A] DL g AR ARG AR B AT B DNA A0 () X B4 R - 338 AR 28 A0 46 BN PR
T :SVA0 FH LN B4l B TR RIAT AR, 0, KA B BkE col E1.Perl.Pbr322.Pmb9 Fl'E
IRIRT A, TR 40 RPA W T 44 DNA, 1 0, W g 1R N (AR 2 R4, 91, NM989 il HiAth
W52 BT 7 DNA, 451 201, M13 R 22 PR B A I032 1 74 DNA 5 9% REJTURE 15 41 2u Tk BT AR ) sl AP 2L
40 B 20, i an e AT B R LB A A M b B S UR B BORE R B R DNA (1) 41
H AR, W10 TG 1 R FH R B 44 DNA B AR IR 32 il s 21 IR BORE 5 5%

[0128]  ASCHLERME T —FhE L 40 My, KA —FEZf 2 TRk, A
PRAE PR 1) 2 A% B Y AR BRI 1 — A7 T, B B9 287 7 8 AR Hl 18— A
[, Il 7 iEAdE  N—FERZ P 2 T IRIEEAT R IE . i, W EE A MR S A
WL TR B 4, 7T LLSEIR R IE » AR5 A8 AT A8 e A, 7T L4y B8 / skat
hLik, JFiE A .

[0120]  ZRpRIEIEHIFH (I EAEHER ST LG DNA P2 R IE K 741 ) 4T
— P A LA FIX 2 Ak, LARIES DNA 740 SRR F R IA 0 2 A 58, 1, SV40
() S B R 3 1 OV A 2R IR R . JacR G trpFRGi. TAC 248, TRC R 48,
LTR R4 WEm A N [ FE BN TRG ) FIX . £d 4h5 8 A I HIIX L 3- BEIR H i B lE ik
ity B A AR 1Y) JE B BR T B RR R IV S 3+ (40, Phob) (lEEE o AT (1 JE 3
R R o Do R A AN 2 R s e T P B R R R A R AT E AT A R AL A
[0130] Y BRAA, FFARIT A H A RIS HI 5 R s I AL L HAC R 1A DNA P51 ) Dhie
WIFHE AT 18 FEXAH R MR IE R G FIFE I H AR o (H2, BRI 2 525, Ak R A &
REMS 1 PR30 A R IA T I e 5 RN g 5, LS SE (218, 1M AN 8 A H o [ Y L
o, PEEPBERRIT, 2% 18 3=, PR PR 4 PR 20 AE ik 4 & Th R ¥EDh R . I =75 1E
BRI DU Iz DR B8 ) BL R B BT 8 A g i A oAt 2R 1 (bt
W) BIERIE o ARSI AN AT DR RS Y A SRk 5 ) A0 A A, DA A
SH R S T AN B 5 A B 9 B o 490, FE SRR AR, 25 18 T, ERA BT IR AR L J0AE P
WAE = RIED RS 3R] UL EAR 045 DU i )i DB B8 ) DL R i I ik 2k 2 65
AT HAR B T (BT ERREY ) MRIE.

[0131] A HE L FR 0 T 78 A SO0 Ak B 19 B0k 20K % R sk ik & A g 1k, ‘2
MaER D ERZ IR, 7] OGP ai g A 1a 8ok, a7 1E L i1y e,
BLHE JA BT 7 5 b T 7 4 SR IR BR AL E 0 B4 5 7 7 ) e B b i RE 2 1 H A R
Flo BRI DL IE 1 1 TORL 5 5, 19 005 22 (O 0 B 1 R S DG F XL At Al Yy, 2 0, 4
U1, Molecular Cloning: a Laboratory Manual: % 2 i, Sambrook Z& A, 1989, Cold
Spring Harbor Laboratory Press. V% CLANHIRZER 8 AE BRI JT 8, ) WA i i) 1 1
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(1) ) 45 5 22 DU F DNA 52 N 4t i A R S BRI 3R 08 DL R 1 | 40 A PR HER AE < Short
Protocols in Molecular Biology, 2f 2%, Ausubel Z: A%i, John Wiley & Sons,
1992, Sambrook 55 AFH Ausubel 5§ A7V 23 HF 8 25 LA BRI ok 5 | HF A Ao
[0132] TRk HERB =P oI, B H 2 MR R X SRR, B0, R AR 3R
FE B I AT 5 MR 5 AR AR IR 5 DNA J7 4 B DT PR AH 5 1, e A AE W /E — &5 0 Ty
[f o 183k 25 FEAF) A e AT I BRI 2R B AR 0k S AT B A WA R AE L AT T IE A 3T & 2R 1 e
TIFUEATT AP 7 LA S B R ZR IR TR DNA J7 40 G 187 7= P o 1 32 1) PE RN R I8 F= ) 1) 44
W Z M, A IE I FR A i rs .
[0133]  Sj—ANJ7iideAt 7 —FhrE 40, A — M A LA TN Z TR 51—
AN T7 R T I8 AT R] R R AR IE AL ) — R B Bl 2 AT R T N8 R4 7
o N ELAZ AN, A0 R AR T DUEL S, 9, R4 % 4% \DEAE %81 80 - HL %8 L IR R AR A
SR e R 0 5 s B Bl LA B (A, 2R ), BB N T B LA B, AR EE I
o KT YU TR A ML, G0 R ART] LUELERS, 0, AL A R AL | 2 F LRI R W B A (R s o
[0134] FERAZJE, AT LLG a1V — M el 2 Fh 2 BRI 2R 18, 19 an il i 72 N —F ek
ZMEEREIE PP 2 IKE 48 T B 4. nJLERE SRS, Hid
AR FIRIE R IE.
[0135]  FE—ANSKE T Zrh, W LU 2 IR B A 10 g A M 2R R A (e tatk) s
RIARHERA, Bt B S e it S ERAMEARFH), i e S, £ — DT %
o BTIRAZ PR AR FE 718 3= 40 M b i B n B 8 ik b
[0136]  ASCHEfE TIXFERI TV, ik 7 EASS AERE RGP AT BRI Ak, DUER
R E £ K.
[0137] 5B RIX LRI AR 22, A AN T2 BRI A8 2 Rl ik / RIKIEHIFH) / 15
FHE, BAER BSOS )3 77 K I8 Pk DNA [741).
[0138] [ T 3@ b LAAL, BRAE N e b AR, W LAEE A / & R il 28 G b b A B L 58 43
MEZH K. 7] U2 ERBOT R EAE Y EE . — & s, Ry EHTE
I8, KRBT B AsfE 0 5 0IE RS 1. ] DLNIE EbRvE 7 V5024 1 S B AT R4S
Me5E B2 AT IR, FEe L i e e dmis) 5 o 2 W, 91U, Edge, Nature, 292:756 (1981) ;
Nambair 25 N\, Science, 223:1299 (1984) ; JayZE N, J Biol. Chem, 259:6311
(1984) .
[0139] T AL AN T 2R 2 7 v, A6 40 85 41 5 v R4k 2 i, mT BATR] N
B HE (B ) RIRIR L EE N 2 FE R A B A
[0140]  $T —-CD105 Hiik

P R R (CD105) R4 i 3824 180 kDa [AlYS —SRIABS IR 1. SNBSS H I LA
R (50 nM) 54 TGF-B 1R -3 [FIAH AL, H CD105 BSR4l R N i s B SpEIL
A T1% AR A CD105 ZEPIAL T Atk 9934 | (IO IR 2R AZ AT HEE ) » G
X EH 14NN, ORI T HA 44 T6F- B 811 CD105 1 2 MASE [FFH A (L
HIS) o L-CD105 H 633 A2 JE PRI FE A 1, Horr 47 DM ZERR AR 4l i SR 2, iIXAN ] T
S—CD105, J5#& H 600 2 ZE PRI AL i, H LAY 14 A2 2R R4 i i e B o {HJ2, L-CD105 &%
A CD105 75PN S 40 o b 41 etk s i A, 3= B2 40 22 20 R AN I 2 IR Ak b, HAZ B
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b TR 40 M N 4L RS i TGF— B RIT. TGE- B 5 CD105 (454 SEBMALIK T,
X RALT B 0 C IS B2 . A CD105 SFEIR P41 & 47 7 T M ok 5 Fa 4R 1
T il X B ) S IOR 2R - H 2R - KA (RGD) » RGD JKZTE EOM SE 1 (i 4k
BB LS 48 von Willebrand KI5 (WF) . T RUIRIRRIAF4EdR (A R ) b & BRI o<
WU G, HA 40 f ke i3 e Ui BEIBER NS 8P Sl i i A T R I A ik
FIGRE, AT H oy i e i 7 Outt 28N, FASEB ., 17:984-992 (2003)) .
[0141]  CD105 & TGF-B A2 A Kk 1 — A B i, o e 0 h i oy B2 4l e R k. W %2
o B 3 5 T B IE Y CD105 JK F. CD105 38 1A 4 4 40 A S 88 n (KA S
T -1-a (HIF-1-a) M), ORI EA4N I T4y T, CD105 FJLAPZhREY TGF- B
55 FA K T6F-B B i R ME 5146, Prik 524 22 20 BRI 32 7k T (RD)
A2 1T (RID) k. TCF-B 52K MAIMT s MR 456, & 2 B 40 T RIT SR vE 1
FTIRTEE S BEIR AL TGF- B RL, J5 # 2R Ja W LS N5 56 S (WU Smad 851 ) AHEAE
Mo CD105 JERL TGF-B SZARE AW 43, AH 2w DU A7 /e T 40 ki b 72T
ARSI, CD105 #i TGF-B 15 515 T

[0142]  CD105 t2f5& HAM A R 7, i aniss B A Fi B kA& E (BMP) -10, -9, -7
-2, TCF-B BHAERKE FEAAS (D105 K4iE, TFER/D(EZARIL, H'EHAA
Redi ALk, CD105 524 G AU BN ARG KIS ). fE456 LU, CD105
(1) 240 i 53 45 4 3 TGF— B RT A TGF- B RIT @M1k s8R )5 TGF- B RI ({H2 TGF-B RIL A4%)
WG RS G DRE

[0143]  CD105 K IAFNH]I TGF- B RIT FIBEERAL KT, (ELE 3G i TGF- B RT RIS AL 7K, T3k
B0 Smad 2 (K ERAL , {H AN Smad 3 IREERIL .. 1T Smad 2 W] L5 £ PhiE I 7
VS AL TR AR B AEF , BERRAL Y Smad 2 AT LI L A E S AW ER , LR 3
(Rl % . AT, CD105 #8755 TGF-B Thge (@it TGF-B RI A1 TGF-B RIT WAHEAEH ), 7
&4 T i Smad & A IR .

[0144]  CD105 2177 TGF- B M Kk 1) 2 Fh i =2 K 2 & W A5 5 15 S AE L, B4
TGF-B 2k (TGF-B R) A & A 52k - PR (ALK) 0SS A5z, 7E%A CD105 {7
1EF, TGF- B 2R354 S5 SMAD 25 [ (SMAD 2 11 3) [IBEERAL , X F0 I P 52 40 a2k K- . {H
#&, TGF=B X} CD105 [HyEAL TS SMAD 5 IR AL (FLFE SMAD 1.5 F1 8 [REERIL ) » &%
45 5L TGF— B SZARTEAL AT Py B2 4t e i) A R i E TR (S 0K 2) o A4 N TR
P ~CD105 Prik ek jx AT AT CD105 FEALAIBH L, 55 TGF-B )[R AR PR P 5z 40 o A=
KEH.

[0145]  CD105 JA3h FRIK 2 2. 6 kb, (H2 AN S TATA Bk CAAT gt dfif. (2, B H
H 2 MES GC X B :Spl.ets.GATA, AP-2 NGF— B F1 Mad 3L HELFE, LK TCF- B W&
JofEe BEARUNE, CD105 B A AHXS 52 PRI Hu iAo FEfbi RACHRIE 72 ets £ s (7E
fLE 68 &b ) 1 Spl A7 &L, (HIE RIARIAHXS SZ PR (W an, BT P 4080 ) Ul & 2 AN
%, H AR, —ANE -1294 2 932 &b, ) — AR EOL ¥ sk B A A7 5. CD105 % TGF-B I
W, X CLE R I T EAE -37 2 29 A1 Spl A7 55, 389 K — A2 A~ B AE ) 37 (1) SBE A7 14,
PR 454 Smads 3 1/ 84 CEANTRE TGP-B (5945 G540 ) o 4R 2 B ifi 20 200 e
(3 RV AE , LR I P R 40 (EC) HY i) CD105 kBRI 38 3 R Ol « 5 TGF- 8 1 (4
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A HGTRIX LN . B CD105 7] DAZEARAR AT 1 EC A k38 B BRI EH

[0146] I8 EC 42 CD105 [ 3= AR o SLARAN MY (A48 i 3 13 ULAN ML - Bc 41 4 40
WG 240 i 17 —B R 5 P 4 A U 11 1 L 40 B DA R 21 40 M T 4 ) e SEARI R A BRIk
CD105,

[0147]  CD105 ¥ MM Ao S X S2H CLERUESE, 5 TGF- B 1 204 HufliH] HUVEC H CD105
Tk, FECARSM M A B T D, XK B CDL05 A& PN 7 41 e H 1 2 I AR R 4L 4
CD105 7E M A= g b 1) B B AR H R SLAmE SR K B CD105 @l i)/l o ¥ CD105 [/ 3k
IR HE 22 B A R IR B RG , SECERIR R HISET . EWA CD105 /) B AR 22 381 (17 2 1l
TR N, A U ZE AR S S R G BITE GRS 2 CD105, iX E— 2P AIESE T CD105 7E
1A A B R ERAE

[0148]  CD105 (JUHABFRIE N B A7 B edg—1) 2 T B [RIYR — SR ARIHE 8 A, UL Rk F7E
B Fp I P S 0 I 2 o BRI, CD 105 T2 B 28 I 3% B (940 AL A i 40 1R 2 40 ey 458 3
FERIIbREY . HE, [ AL P ] BEAFAEA BRI CD105 K1k, AT CD105 Ff
SRS S ALK 1 - B (TGF-B ), #E T CD105 Z ZE R 741 5 B - 28 HE (TGF-B 21k
[l —FpR ) BA R FE M.

[0149]  FEIE T-HUARIB IR K E RS 75, T4 E M) CD105, (R0 CD105 A2 7E N K2
R L9740 b R SR DG B PTR o & R R A DG B I A Y B RIS A2 31 B, CD105 2
A A B T o 1 A8 A B8 8T B 41 I 1R T 1 3K 5 08 A2 1L A8 T8 1 A S IR ik
RAMYERF KR —NRIM LT, ZI PR FE— RYIAHE R DI, A5G P B2 40 i A S 1 i
B S R ) 5 R 1) PR A PN 52 0 S PO A%« P 2 00 I % 6 LR PR 5z 40 B 1 2B 40 75 e )
TE o

[0150]  CD105 FJ LAMFAE T 44 BRI SCHF IR A I K R 48 004l i b, DL 3R B Ik R 4
A A BT K R SR — 5 7 A4 b o SX SR m] L4 4 CD105, FF M i #0 i if 2 A=
e F A K R sk A KRG 4ERERT / skl i A B2k . B T e H T4
1k CD105 I IR VAL, IR Eehi A n] T alidk A2 W B 19 UL EYT B . AR ST HT
AT LA FBCHIH T V67 2 PR ORI I 2580 V6T BT I TR G R0 1R 2 RS I 7 32
SIS WT 1 A SR A AR RS B I I AR KR/ 8RS (IBARTE BT AR LA TE )
ZIN LA PR 2 T ok 58 1 B K g A AR KRNI T R AR R e I 2B BCIR D R s 3R
7855 0 AR B 9%« IR A A ol i e B IR Ak PR 8 S R FTOER o SRR AR50 O AR
B ) e S g 4 g dn, SRR A CJRUOR MR RIS RS ) o 2 A2 T £ CD105 1)
B ST DR (mAb) , ‘BATTIA TS CD105 3, F A i S afi 8 A5 e/ SR/ ifn A8 () i
Frok . X R PR 7R 26 [ R 5, 928, 641.6, 200, 566.6, 190, 660 1 7, 097, 836 1, &
AR AR — i LA TR AR, 46, IR T W 21X FERIBUIARI Se AR S 5 TR ik
W RN 454 CD105 8 70 B BT AARAE ST CD105 L&A NS IRA . (HAE, BT
PRI T S 2 AN WIAT 1, BB R BB )t A B A 22 PR, L8490 an At — /) IR B ik
(HAMA) T8 1) Hn 92 JE Pk

[0151]  C&FHR T JLFHL - CD105 Hik, JLHEDT - D105 B FfEHifk ( “mAb”) . MAb
SN6 2 N 11 119 &40 1 40 B FE (0 B 2 VR A 0 S 3% /N BRI AR i B (Haruta F1 Seon,
1986, Proc. Natl. Acad. Sci. 83:7898-7902) ., SN6 J&—FiiH Al A CD105 [ i mAb. MAb
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44G4 & FH ONET —B 0995 40 i 1) 4 40 i B v v e 5 /D BRI AE BRI BT AR (Gougos Al Letarte,
1988, J. Immunol. 141:1925-1933: 1990, J. Biol. Chem  265:8361-8364). 44G4
2 —Ff S CD105 [¥) B mAb, MAb MJ7/18 & FH % 48 (1) /)N BBz ok fh s K BT A2 1 i e
& (Ge Ml Butcher, 1994, [Al L), MJ7/18 & —Fpi5] 5 CD105 ) mAb. mAb Tec—11 4%
FH BB KN Bz 40 B b s /S BRUIT A PR Burrows 28N, 1995, Clin. Cancer Res.
1:1623-1634) o Tec—11 J&—Fi A P T A CD105 [ 52 W 11 1 B mAb o A< SCHER T 454 CD105
(IR A BUIAR, LRI /S S SRk, [FII 4E RE RN / sk m e TR k. A4N, b T il
P 5 RBUAT SC 0 10 B, A SCRER T 454 CD105 Fus /b / s i 28 A s ik A bk, I
TN H /N G SRk, RIS 4ERERT / SR R e TR e IX 8 HT - CD105 HifA ] H T
LW RV TT & BRI , LU H T4l A FIAS I CD105 . &% CD105 fIH A FH TR T
ZRRPFRGL CEATI B A AR i, 52 I AR s ERAE A ) BT IER R B — A
LI o

[0152]  ASCHEHE T 454 CD105 dLth. it T ek (skbula - 456 B . B
WPULARSE A CD105, PNl Giiarhakse s ) szl / by7 GRarthokse ) 8 A4z pk
/SRR I T R /) T RN 0071 240 e 44 B B o Jr g A= o S ALIHEL, E SR B &G & CD105
(98 U, ARG H] CD105 Zhae (BN, (5 5 &2 S5 6 T EE) o 785 — Sty &,
Prol L 4 4 CD105 SRINFIM A A . A HE AR08 TRl U FA =Pk g e 2
A7 TR AR R AR R s TR A BUAR RN A S AT T

[0153] W] LAIAIREN, 48 A M7 v CALHS, (EANPR T ELTSA) , {5 A SCHR At (1 sl A 40
IR, 7T LA AE FH A ST i g v AR R S ML 56 S CD105 BB AR 454 CD105 1)
Re o MW T, AR EART Biacore B H 2% B T AILHR, thn] LI & A SC ATk
RENIES P

[0154]  ASCHEEHE T 454 CD105 [Pk« ASCHEEAE T 454 CD105 FEHNHil 4 A eI Pig
[0155]  ASCHEEHE T —Fhhisk, HALE HA SEQ 1D NO: 1 ik i 2 SE 1R 7 1 It 42 B n] A%
X HA SEQ 1D NO: 2 frid 2 250 741 A2 e fE 2 X A SEQ 1D NO: 3 Bk If & 2 1R
FPA R ERE R AR X ATEA SEQ 1D NO: 4 Frid & LR FA0 v 1 (v 1) {HEX (Fe). SEQ
ID NO: 3 ik s HLEA SEQ 1D NO: 4 FrRE M ey 1EE X (Fe) .

[0156]  7F 55— ANHEFR PR St 7 S, Brid i CD105 Hrik & A SEQ 1D NO:5 fiizR
FILFRTHH V., CDR1 ; A W1 SEQ 1D NO:6 Ain & FEER /741 V, CDR2 ; KA 41 SEQ 1D
NO:7 FIT7n & F R P4V, CDR3 ; HA 41 SEQ 1D NO:8 Fion @F IR 75 V; CDR1 ; BA
41 SEQ 1D NO:9 fr7Rnzd ZEBR 411 Vy CDR2 sHLHEA 40 SEQ ID NO: 10 Fronzd ZEBR FE 41 Vy
CDR3.

[0157]  7E 55— AAEBR il M St 77 S, 4 B BN IRAG IR 25 S 2 B CD105 Hfkm] BLAL &
HA W SEQ 1D NO: 11 Brnz ZE /R 741 ) ] AR ORI A U SEQ 1D NO: 12 AR 2 L R
FIRRBE T AR X o N JEAY — 25 F 92 B 5 1) FLAth o PR PE 59 48, (EANPR T, SEQ 1D NO: 13,
14,15 F1 16 AJ5Ak — 25 Sz B (0 oAb A BR ) 1 S A0 48, (H AR T, SEQ ID NO:17.18,
19.20.21.22 A1 23, Frd 40 T dode it T S2 i) 17.

[0158]  7E 55— ANJ7 I, A HIEHAE T — Rk, R — e &4 T 5 AR Mt -
CD105 HiAk w4, Horh 78 ELTSA 15 1, i i 5 3K A I 44 1) 5 4+ BEL BT 22 21> 5% ¥ B ik Bt
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I VALY JERBIA S CD105 455 .

[0159]  ASCHEflt T rofngiik, Hgh4 CD105, HA™Y CD105 Hwd k. Pl fAm] LLE) i
RE 44 CD105 SRl iM% AL o

[0160]  ASCHEIR FIPTAT] FHT4E T TH 58 VE 40U A (R I 52 W FH i o A SCRER 1 HT 4
Al T454 CD105, 3% X ] LA AR SCHT Il ) 1 A o

[0161]  ASCHTIR FIPUIATT LA 5 M & 697 N G740

[0162]  ASCHTIRRIBUIR AT LAHE I A WASTAT A9, 24 7 Uk BH 5 FIARCR) 22 3Kk
T H K, IR A e R A R BT - CD105 FrRs A Bof 2 /b — PGy bric i
I VETT BRACALFE DT AR IR IR A BRI o IRE BT IR A ) A A ATk
CUAN, BLFEREAN PR T 55 25 2540 VI8 40 M ER1 - O MR A 25 Ola 3l 0 350 i 45 28 B o)
o RO EART EMRED AR TR BRI SR O RE R R E R,
{25 & (boamycin) EHE AWM RMEMNFMEDUHREED . AVWEBFAER T
WEAS K25 2. U TE ZERERETESE . MR T aRE EAR T A KR T
(TGF) - B - AN ISR IRIE R o 68 I HE AEA PR T nsk R &R A
Yo BEMRTETT AR L2 AR AR, HARFEA S 5 . H FAEHT— D105 mAb B B
52 /b —PHiME R = A TR AR AR N AT AR (B, Ghetie S8 A, 1994,
Pharmacol. Ther. 63:209-34 &R FIPUIAL G ) o IXFE R T 2m] LARIH LA AT 48 Y
B EE R T I Z T EEIR 2 — . BAMARUR MR SEMOH T &R, 7 (W
WaIT A2 WibRic ) WA —RAEAR SO TP R

[0163] s Ak AN i FH AN R B IR, i 4, 49, Sl AN 28 & — i (PEG) , 1]
DHEMHLAR. PEG &M (& 1tk ) LA RECF @R B — B2 T - 503 146 28 B[R] L 24
S RV FEE TSGR R B 1 i AR PR e e PRI R e i R e 2 M e 1 2R R B B
KR G AR e A A G ECH] (% T 28K, 20, Francis % AN, International
Journal of Hematology 68:1-18, 1998) .,

[0164] W] LIMEMEHLIARIT Fe &5, LA N 2 5 FH 25 58 38 B 76 IV P R 2R 1 AR A
AT A BT =2, i, AESEE B RS 7, 217, 798 (' LA ATE A 5 IE AL )
B ity 77 =X, o] DA 2 A& 1

[0165] D535 T PR A HT AR A b 15 TR0 J0Ath 7 VAR AN 1, 1, 461l
EEREERS 7,091, 321 16,737,056 (A% BB HIFARI) FHTERKTE. 5
Ah, AT LU= BRI B, AR EAIA S A AN R 2209 N- FE - SR Eris
B VRN %I N- B — L (PR 2 B MRS bR R SR & A i BO 4 1)
RE, BRSNS FR T UMM I 40 A T 40 B 5 M (ADCC) M 0 1 11 4 e 753
(CDC) o AL, I LK &5 4 CD105 IPTIARTLEE AT C— it AR uir i B AR IR H AT A B A4k [7) Fp 22
(g, 1gG TgA\ TgE gD A 1gM) FUTATRIFRALNE A ( JEILSE 1861 1gG2b 1gG2a. 1gG3 Al
1gG4) WA BT S Bk RS F.

[0166] 55 4, kb W] LIE M A SC B ik P A4, A A3 e AT Re 68 2 o i i B R . AR SC PR 1)
P IR R G 1 0 VF IR T O, W W 2 M R T REAE R (GBM) o 7R SR B TR A JF
20070082380 (‘& LA RI@E Ik 5 HIFAAR ) R T e GEduik) o8 i i 57
8 PRy 7~ 4] P R 1B o
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[0167] L4 RIR, SR IR AL X B AT 240 Sh B« 45 M As e PRI AL 1R A2
S ff 3 WA B R BT 53 520 (Leatherbarrow 26 N, Mol Immunol. 22:407 (1985)) .
P TTIR LS 5T K AL S W AE T IEBAEBUR I TEE (O X Lo 4, TeG g A AMAK
ST R 4 VA AR ) 48 BB AR (M SE A2 B8 0, W 22 TG AE Cy 2 g Mk R A& BER% 297 Abf Bk
HAL (Tao fl Morrison, . [Zmmunol. 143:2595 (1989)). IgMAE C, 3 &h5fadslb )R &Ik
fi 402 AbBIREFEAL, S PUIR IR IE 24 B e A0 4 Mo fid vt M 7511 (Muraoka F1 Shulman, /.
Immunol. 142:695 (1989)) . £ IgA FUKIF) C; 1 Fl C,3 &g I & 162 F1 419 4biK
BEIEALAT S22 08, S04 I Py AT 22 /0 90% 111433l (Taylor F Wall, Mol. Cell.
Biol. 8:4197 (1988)) . 74k, il LA =R ISP, LS BT A E NI Z 240 N- 5
- ERE A RE L AR ORI R0 N- Bl — S R B 2 o i P A
PURSE G BRI P D RE, AR HABR T DU MR (48 fa /S 1 48 s (ADCC) A
AR 40 B EE I (CDC) o A ARSI AN 2> T e BEHR, ik 2 Fh & 4, v LLAE =
TR A AL 1 BUR, TR E AR BRS¢
M C & B A TRAL, AFF EATA R A TR 5 2810 N- W51 — B ioH B b A0 5 Bk
P B AR AR AT (R A B R SE A B Bl e B R 2 ) R A B G ) o W] DL R4k ik
S TR TR A T 53 (1) 40 L ) 4 e ¢ = PR i) P S it 491 0.5 < CHO 48 g . SP2,/0 48 Jig NSO 48 i
F1YB2/0 41 il

[o168] L CAWME B REERE AN AE (V) XPRFEEEAL . Sox Al Hood I, 25 20% (]
ANPURLE V X i (Proc. Natl. Acad. Sci. USA 66:975 (1970)) . AR V &gl
(EPRESEALYR B N- B M LA S S Asn—Xaa-Ser/Thr £E V X JF41 F (4R R B, A4k
AR A TE S Bk 1 Dh e P RAEH .

[0169]  7ET] 7% 25 FA UHE Qe bk JE A (PR S AL P LR Btk S BRI &5 A AH BLAEH « A% B
ALFEIXAFE IARUE I8 PR bR, B FE S 2 SR AR 1 BE B AE A2 B CDR HP IR PR B I 2 26 1R
AT SRAR (o, T B 2 1 B e I R BAN I ) USRS bR )28 R g

[o170] 8%, Widf— D EE ARG N VKHE P, 5 4 — N 8% 4> CDR KX
SRR/ BAE— N AE SR X R, AT LA g A BURBISER . T XA SRAR K
R RIER B N, TR B B s ST MR 7 41, (R EASS S £ Ik
[F5EH /K (hydropathic) S5#8 1 B, 18, & P N2 RIREM R . fERE L5
6, 350, 861 (‘X THEEAEE T I HIFALRIL) kDA T HiARIHE AL .

[0171] W] LARCHI A TRk s K1 (KHE ) sk Ptk

[0172]  £54 CD105 FHL At m] LU T-4i4k CD105 I / Bfe e B i vh A CD 105 7K F,
DRI 5532 W AE R T SE PRGN R (1) 55 CD105 A7 S 58 SO AE o

[0173]  A] DA FIXRER 7 V7= A 454 CD105 I PUIRRI &5 & 25 )y e & i ol
RETP I — ek 2 i, A FH IHUAT] LU Tt FH 25 85, LATERT 3 i 8h T 5 i A
A2 AT SRR T 998 BRI IEE

[0174] W] LAPFMTBUIRIIGE G oR5 ) 2 A R B R REE A P i — ek £ I 75—
ANTTI T AV BRI HR AT CD 105 B3 VEGF (35 2 1 B8 0 o A8 F AU 20 R 3G, AL 6 (H
ABET B0 B 2 (ELISA) \ Scatchard 4347« BIACORE 43 M7 ( 28 [ 25 55 AR IL4R% )
A8 L A AT % 30 AR N B30 A8 R N 1 HAR R B, T LI B A AR ) LB A
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BRI ENES ).
(01751 A FH A5 g pc S J2e W BRI 2 (ELTSA) « 7 P 45 5350 - ELTSPOT 46 8 A 20
S0 EATAT HoAth A F ARG, BT DU Pk S CD105 (1454 R/ sl £ 45 J 3 44 F) 0 1) i
AR BE ) o X BRI A A AN 57 A PRI R A BT S R
[0176]  ZE—ANAEBRHIME Sz 7 2, ELISA R3] LU T 8 454 CD105 K & Bk v
sitEe .
[0177] @40 ELTSA S8R50t m] DA T %8 e 5 FLILARHTAARH b SR IR H 3G I % CD105 FRRE
FMERIPUAR . W ELTSA 83050 ] DU T %8 e X AR Pk iR diikg: 45— ek 2
T2 BRI AT AN —Fh a2 Fh CD105 B VEGE W4T JHidIE4TFAT 1K) ELISA, 7] LLZEA T
SRR, 7E PTIR ELTSA A, 78 43 HF 193 56 11 =5 A (R B b 0 32 S 30 PR i &5 & —Phsi 2 Fh
AL (FE5A CD105 RALAFF Z K ) 1B )), LLE w H 454 CD105 Fdifk. A4l
FEARN R BGERI 5 — Pl SR 455 S5 ) R AR 2R 1 55 & TR R B AR (78 BTACORE
2000 %4t Fr#r) (Liljeblad, ZEAN, Glyco. J. 2000, 17:323-329). Heeley, R. P.,
Endocr. Res. 2002, 28:217-229 iR T brUEI B AL S 4545 .
[0178]  tH W] LAINSE RS S 455 CDL05 [MHLAR TG IT 5 A A2 e O IR AN [R50 FHAR Ol
DL K25 Mgl s hE (i an, Jr R 1 e R I L 7% ) IRE . ARSI E AR A R
CLAN AR AT 5 3 RS AT DA T I X R N . A SCHER T LA XA BOR o AR — 5K
B, MR A SCHER BRI 455 CD105 IIRE T o 78 53— AN S b, 3 i % 1 5% & 1 R LR
(SPR) , MM 32 ASSCHEAR I HUARI R0 B o A5 5 — A SEAF A, W A SCREIR T 7Ao0) M 487 A=
JA R AR H o
[o179] 5

B TS (Bt —CD105 LA PR B ) BLAR, A SCHR AL il 55 mT DL HE <255
AT A2 R TR R AR B i ) R TR 3R T T A R A N SR Ak P R ) A
MR IR BN R R R, HANS TG R D Btk sl At A b i i 1) 1
JRCKE BT Tt FH i A1
[0180]  ASCERAE T HT CD105 H A 198 il 351 15 o 3 il 551) 1 190 7 X3 S 2%, RO 11 71
FRT T 7 8 A A DR AE T I8 o A R 7 n] T8k P B3RS P it P, 490 s v
75 CD105 AH G AE AR BRIR LR HI5R . DTk e Hp 46 F B S A ST IR If) CD105 )
GEE RN EE DI RNE ] DUAE R AR S A A B 07 (CBLEE, (HANPR T, B SCRT 305K
i P REAR I 2 ) BEAT VR
[o181]  FE—ANJ7 1, A SCHRME TS A 1 mg/ml 245 150 mg/ml Hi CD105 Pifh s HHLR
GES B B221100 mM SR B2 1 M Z TR 4.0 245 7.5 (#) pH KI#IF.
[0182]  FE—ANT7 IHI, ik il F5AE i) 45 5 2 Ae g 1, HnT AR 4R 7 AT R 5 R E
R TR 1R 22 4 A ZEOF e FHACER 1 A 25 B i 02 ) B Pl o 1 By R IASOE T 1] AT
MURF AL S AR I 0T B EARAE S A B AR AT, s AL A R AN E . A2 A
FeE AR I 2 2 ZR AR IR B4R B I BY R FR R 2 IRk I A8 AL « I BEANERR B MR YT 2 TR
%, 05, flun, BHa .
[0183]  “AasEi” il H rh 8t O AEAfi A7 Ja 25 A L 0r W A BRAR e PEAT / ik A e
PEFN /B AE YT PRI BT R AR M S R o B B RAE AR S R T ] Ho 2Rk
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T+, %1, Peptide and Protein Drug Delivery, 247-301, Vincent Lee Ed., Marcel
Dekker, Inc., New York, N.Y., Pubs. (1991) Fl Jones, A. Adv. Drug Delivery Rev.
10: 29-90 (1993) o FetE Tt W A8 BT L BE R 42 B e I TR) B g ATVl 5 o PLadedths, Frad sl 48
i (2 30°C ) BUAE 40°CREEE R /D 1 AN HR R E R, A/ BIfEL) 2-8° CHEi 2 /b | FFEi e
/b 2 SEREARE M BRAN, TR HIFIAE R4 (2, B, -80°C ) Flgitk 2 J5 vl LLgfa e
1o

[o184] LR ER /RN R / BRPEH K I B AR 2 2 fa BAndE i UV O BU Bi0a i oK /NHE
PHEA 15 (SEC) I Brn JC 4R T UE M / BURTEE S, W8t I 7E 259 57 “ R BE L4
AR E o T e XA R A 1 7 VR A A L, ELTE T S A HL R A
[0185] L SRAE L5 5 I [R) ) Ak A Ae g PEAT A9 B ik £ 9 Ak DOA D3 OR B 4 T i e R LA )
o 1S S B o R e I 29 et i SN S ==y e i TR G By el b Sl bl e g = NN A =iy
BRI REAT VR o AR TT 88 SOR/MERT (A0 4n, BIBY ) , FEm] DA 481 dn ok /INHERH
i, SDS-PAGE F / B S BhiBO G/ F e / AT I TR BT (MALDI/TOF MS) SKiFhr. H
MR AL A S R G FRL AT e (A 2, A A R A 1 5 SR e A= ) 5 HEAT 3d e 45 s AT
ta G sl B UK E ISR (cIEF) SRPEfh.

[o186] 4t SR G B iR 55 TN S VR T N A  BLAAAE 25 78 I IA) () A )T 1tk A, 491, i) 2%
il R I A2 s R 2 50 22 150 % N (FEIIE R 22 ), WIFTARTE il 55 b « ) BE 4L
WA YE” . TR HoAD <A e e B iR W .

[0187]  gh v 3k il 351 it 2 Ik () BRI AR M 1T 5, sl i K /N HERH (332 (SEC) Bl &, 2270
95% $L CD105 HLA B HUIR &5G h BLEL) 2 2 8°CHligiAr /b2 124 HZ Jawl LAE A 4k
AFAE o AN, ASCA LT FEAR U A U T PR AR E T 1 77325, A AR AN R S i 9] 4 ik
[RIR AL,

[o188]  h4b, Fridk$t CD105 FLAABHPUIR 46 v BAEA 2-8°Chlifr /b2y 12 4 HZ Ja W]
DL RZ) 50 2 150% 454 (GELE CD105 ELISA 55 I5eik ) o

[0189] 72 & 8CHE(ER /DA 124 HZ )G, HL CD105 HLARR~FIg55E L i (p]) W] h#) 8.8
2292, WOdE L, 140, B 40 Ik S HN AR BT &

[0190]  AAUIE AR N 72 22 BRAF, T CD105 Pk iR 456 Bl LhAs e 204 12 4
H 2D 18 4N H 204 24 A 20 30 S H 2 /02 36 A H B KA [A]

[0191]  7E il il 35 A R AR AR 38 2 i, Wid i SEC Bl &, Frdk 57 m] L& A 1E R
BARLEAEI 22D 95 % (KT CD105 Hifk. T RACHE, B0 Ml 928 5205l N 7 I, il 571 AT LA
TAAEN BARAETER 2220 95 % BT CD105 Hifk.

[0192]  $i CD105 FLRBR LI E 454 F By il LA 4 CDR BEf8 454 CD105 [T 541 . 1
— AN ERR il SL 77 ZE P, Bk Bl CD105 Fiffk s TRC105, HA & HAA W1 SEQ 1D NO: 1 2
SR AR BE T AR X (V) s B SEQ 1D NO: 2 AR &L/ -4 A sEE 2 X (C) ; B
A4 SEQ 1D NO:3 PRz AR P BB n] A2 X (V) s HEA G0 SEQ 1D NO:4 fronzd SR
JRAITEE X (Fe) o

[0193] {55 — AN HEFR TIPS 77 S, Frid i CD105 Hifi & HA3n SEQ 1D NO:5 fizr
FILIRFHIH V., CDR1 ; AW SEQ 1D NO:6 Ain & ZE B 74V, CDR2 ; A 1 SEQ 1D
NO:7 PR ZE BT 41K V. CDR3 ; A W1 SEQ 1D NO:8 Fn & &R /74K vy, CDR1 s HF
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41 SEQ 1D NO:9 7Rz FEBR P41 Vy CDR2 sHLEA 40 SEQ 1D NO: 10 FronZ ZEBR FEF1I Y Vy
CDR3.

[0194] PRk & H 2 1 mg/ml B4y 150 mg/ml [KIHT CD105 LAk iR 454 B,
S AETE, BFEEART, 212 ng/mlZ15 mg/ml £ 7.5 mg/ml. %10 mg/ml, 20 mg/
ml. %) 25 mg/ml.Z) 30 mg/ml %] 35 mg/ml.%ZJ 40 mg/ml.Z) 45 mg/ml.%] 50 mg/ml.%] 55
mg/ml %) 60 mg/ml % 65 mg/ml 4 70 mg/ml % 75 mg/ml. %) 80 mg/ml.%J 85 mg/ml.%]
90 mg/ml %] 95 mg/ml % 100 mg/ml. % 105 mg/ml % 110 mg/ml.%) 115 mg/ml.%Z] 120
mg/ml %] 125 mg/ml %] 130 mg/ml.Z] 135 mg/ml 2] 140 mg/ml. %] 145 mg/ml %] 150 mg/
ml BEE 2 B (AR 98 S U AR IR FE I, AR SO AR T “ 2497 KR BT s {EL I
+2%.

[0195]  ZE—ANSili 77 &, Bk dil5 e 2 25 mg/ml 1IPT CD105 HUikEBUR &5 A F B .
LB 57— AN St 7 b, I i 5 29 50 mg/ml HIPT CD105 HiABPUR 4 & H B 15X 5
—ANSEHE T, Frik AL 29 100 mg/ml [P CD105 Hrikeidinsi & v B .

[0196] LA ST Al (1950 AT LA & G2l it 46040, 2R - 1R 3h iR IR 2k B IR
#he PTLIEFEZA 5 mM 24 100 mM M ERIZE M. 75— NSEir b, Brid sl a5 4y 5
mMA ) 7.5 mML 2y 10 mM. 2y 12.5 mM. 2y 15 mM\ 2 17.5 mM, 20 mM.%22.5 mM.%) 25 mM. %
30 mM. %y 35 mM. %) 40 mM.ZJ 45 mM. £ 50 mM. £ 55 mM. %) 60 mM.ZJ 65 mM.Z) 70 mM. 4] 75
mM. £ 80 mM. %] 85 mM.£J 90 mM.%J 95 mM.£ 100 mM s AT REEL I 2 2 IR LR 2L A7
B R IR h o 40 S B FRIRFE N, A ST FH IARTE “ 207 KR P il +£2%

[0197] 58I AT LA T CL A H T HUA AR SR B it , A 45, AR ANBR T+, 3B03 4 PN I Ak
P

[0198] AR SCHEAL I il W] DA — A0 8 W] 42 52 B B AR BB B 1), R HEAE A 252 bml 2
(1) 28 P BB TR 30 ELXGT Tt FH T R0 3 P 4 52 AT 28 R BRI T o

[0199]  {E— NSl 7 &, AR SCERAL IR B 1. AGRMESH B HIFH SRS, (HAE T,
MY 250 B4 350 ZBERMIBLE, 705 — DLy b, AR SCERER SRR s . K
PEERB RS, HAR T, A% 351 2245 1000 =i &L,

[0200] WL ZTEELL R 240 1 MRS N2 ASCHTIR B30 1 i, 2 ol n] LA 4
50 mM\ZJ 75 mM. %y 100 mM.%] 150 mM.%J 200 mM. %y 225 mM. %) 240 mM.%) 250 mM. %] 300
mM. %] 350 mM.ZJ 400 mM. %450 mM.%) 500 mM. %] 550 mM.Z) 600 mM.ZJ 650 mM.Z] 700 mM.,
245 750 mM. %] 800 mM.ZJ 850 mM.%J 900 mM.%J 950 mM. %) | M sl A AT A 21 £ T
B, fE— A7 b, ASCERRAIHIRE A/ T 300 mM ¥ & 1K 2 JolE, IF H Bk il 7k
H B, A Eh R A2 100 mM 2245 175 mMo 124, 5 /N 300 mM & 12 JoRE R 6l
FURE RSB, AP IR A2 130 mMe 9 I 2 JOBEIR BN, A SCAE A IR TR “ 497 &
INFTAEIR) £2% o AE—ADT7I, £ H T ARSCEEAR IR 0 (1) 22 ol nT L #, o 40, o,
IR SR RS o B SRR AR MR S AR, (EANFR T, g e B el o 51 4, kw550 m ]
525 200 mM 222 300 mM g EEREBIORENE o 76— ST e, RIS 29 240 mM i
BB R B, T BT D22 200 mM 240 300 mM & (KRR ) ML, 78—
ST A R 2 240 mM Ll AYBEEE

[0201] AT i 00 R SLARAR BR )P S0 2 38 1 i) 1-39 I —% o
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#1
Mg | pH | phos | His | B8 | 2pgdh | NaCl| s | W 638
{mM) | (mM) (ﬁﬁi) (mM) | (mM) | (mM) L mg/mL
FO! 7] 20 0 0 0 130 0 0 25
FO2 6 20 0 0 0 130 0 0 25
FO3 6 0 20 0 0 130 0 0 25
FO4 5 0 20 0 0 130 0 0 25
FO5 6 0 0 20 0 130 0 0 25
Fo6 5 0 0 20 0 130 0 0 25
FO7 4 ) 0 g 20 130 0 0 23
FOx 5 (] L 0 20 130 0 0 25
FO9 5 a 20 0 0 g 240 0 25
F10 3 0 0 20 0 0 240 0 25
Fii -1 0 0 0 20 0 240 0 25
Fi2 & 10 0 0 0 0 240 0 25
Fi3 6 0 10 0 0 0 240 0 25
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Mimaess [ pH| phos | His | R | Zmih | NaCl | sy HiE. ) Hr
@My | | by | o) | @y ] oy | M| meme

FI4 | 6] 10 | 0 0 0 | 80 | 120 0 35
FIS 6] 0 | 0] 0 0 | %0 120 0 35
Fl6 7 20 0 0 130 0 0 25
F17 6 | 20 0 D 130 0 0 25
FIS | 6] 0 | 20 | 0 0 | 130 0 0 35
FI9 | 5| 0 | 20 | © 0 | 130 0 0 25
F20 | 6] 0 o | 20 0 | 130 0 0 25
21 | 5| 0 0 | 20 0| 130 0 0 35
F22 | 4| 0 0 0 30 | 130 0 0 23
F23 | 5| 0 0 0 20 | 130 0 0 25
F24 | 5| 0 | 20| 0 0 0 340 0 35
F35 | 5| 0 0 | 20 0 0 740 0 25
F26 | 5| O 0 0 20 0 240 0 25
F37 16 | 10 | 0 ) i o 340 b 33
F28 | 6] 0 | 10 | © 0 0 340 0 50
F20 | 6] 10 | O 0 0 %0 120 0 50
F30 6 0 10 0 ] 80 120 0 50
F31 7 17 0 0 0 145 0 0 5
F32 7] 17 0 0 0 | 145 0 0 7
F33 55| O 20 0 0 0 240 0 25
34 (55| 0 | 20 | 0 0 0 0 340 25
F35 |4 0 0 0 20 0 0 240 25
F36  |355] 0 | 2 0 0 0 340 0 50
F37 | 4| 0 0 0 20 0 240 0 50
F38 |55] 0 | 20 | © 0 0 740 0 100
F39 | 4| 0 i 0 30 o 340 0 100

Phos: WFBEZEN A ; His: A5
[0202]  ASCHEAERIHIFIT BREL 4.0 225 7.5 1) pHo A8 SEJE 7 B0, A SCHEAE )
FUTTHATZ 4. 5,49 5. 0049 5.5, 21 6. 0.4 6. 5 804 7.0 [y pHlo AT KIARTE“ 27, 243
K pH I, %78 pH £ 0.05.0. 1 8% 0. 2,
[0203]  AHIA AN T BAR, AT LAGn R AR S PR sk Bt R g5 A v Beril ) i AR
SO 775858 ) A7« LUK R -G B A 038 i 4l R A 1 2 R AR B 1)
AT ERT RS W EAR R TEFIAT / 55F2 255 (Remington’ s Pharmaceutical Sciences, 8
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16 hfz, Osol, A. Zm (1980)).

[0204] W EZMEMAEEHKG B EAEE RSN, FRESH &/ EHLF
i B AL S W a7 ME R n] % 52 B R R e AT B R AR, FLGE R R A, ) 4,
Remington’pharmaceutical Sciences (% 18fix, A. Gennaro%w, Mack Publishing Co.,
Easton, PA 1990) . —FiuRl e AE B K . ASOAE AT “ 25% b2 3k
7 FoR T2 PRE -G D B BE N, s A B T A S 7 5] R 0 RO R/ B8y
), EAE B A A G P N2 B B A 23 i AL A Y Bas i e o — AR B e
WE Sy o BFAM B AT RESZ 1Y, L5 S, 5 R0 A F At e AH 2, ELR e T i FE 18 52 1l
ToFo AIRERZ B A SR B SR M.

[0205]  {E—ANT5 M, ASCERAL T 2% BRI ReZ ek AR T A-S ), B 45 S i
FHA V) R B AR T B ) VB FLIR) S 23 B o R ) S50 ) AR S A8 128 77 86
WCHE IR BRI, ZH-S sl IR 7R, 18 S 252 W T BRI AL/ B2 - A S .
HAEYHEIFVEFE—E B ARSI ISR 257 a3 R Bz i Edk

[0206] W] LUK ZH -G W IC il -5 e e i A e (BRI, 2B BRI ) AH% . R, 469
AL T A R AR A2 BB 7 SR T 771 o

[0207] W LUE FH A&, a0, S v 5, BASEA IR T« 5T BB A N I EL B2 Y
A DN B8 Bk A ) TS P ) L DAY N RS o AT AR 2 & T B REAEE R, s B 2K
ZoolhE WU H EREE L ALRERE ) ASLEs. W LKA B0 e o TR A, BAT
JIT IR 2 R AT AR 5 T 22 BT 5 TG VB AL o TR I N 1 S A 2R R Ak
FRIE S, W PR 0 PT BLsE i B A Ml R 42 32 K SR T 20, I Ko e iy, R
B pHERB FERRSE M . AT AR R HOR N 57 BN 2R M T 2 538 v v, A
PN SEB B ), 8 U UM SR AR S R LR SR A RO AR SR o MR 7 22, W
LA F5 17 13 7] A8 58 1) G2 )« BRI/ sl Aas insfl e AT LA & o SR -
W T BB BN ME R 2T B N8 SV A, TR SR S LS AS R sy 2 — B S (O 7
B, AN L IERR A

[0208]  fF — AN SE it 75 22 T, AN SCHT IR B R AS B R SR S MR AR S — ST &
H, AR ST PR )T 2 b A R TS SR, 1, 49 2, 2R ALBE G 20 B} 80 TWEEN',
PLURONIC® F68 538 & "% (PEG) .

[0200] =47 [EAGH G WA T 250 siA SCIR A AT AT 7 b g, 25 18, Prid & ) B
FEA FCANR I, AE1F FTIR 50 4 It F 25 N BB I AN 233 1 SO0 S N AN 22 A AR 28 X
N o PRSP FAE AT A TR A FIEIR -G, A2 AN USRS T B N 0 2 5 BEAR
H AT RIS AT R kA5 31 A ke SR

[0210]  Jaiih “ 2% LRl 1) 7 FoRXFER 73 TSR R AH &) 24 F 25 32l i,
AR AT 52 K, B AN AR MR BRI AN B SOV, 15 T AN Sk

[0211]  4fg Kikyr G, RIE“ R RoRiE & 1E A 323 i S AL E R b
I BB, BN BRAL B SV SR DL AR I B KR T AR I TIUE B TS 1A R DL R T B
Fies) CH, B SENY))

[0212]  m] LALL S350 & A 22 10 7 XA LG A S E Tt A5 - f it FH B2 B0k T4
W7 B IR B R G I T R A BB G S R IR . TR
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FH BRI T4 18 23 BT O 2 B e 1 DOIR N 53 B 0 B, LR AR S o 385 1000t FH A 52
TSR R T A PTAR ), AF2 Uy AT 5 Bl A B L /NI L) B 1) R o s e
SR A B 2 ) e B, 75 R DU 4R 10 PR R () S K P A o
[0213] NS Ty 7% I A ST R A -G T il & i B Rl a&, Prik 259 FH T1697 A 3C
T IR BRI B AE « 1] LABE T TR BRI GRS / 2R3 10 SRR AR R B il 2590, ol
DAL TR0 5993 B3O A 1) B B T o) Bl R A B 22 AN 50 o RT LK 2 B e 70 A 18 1 R ke v
T B & A A Bl B B A0S I I bR 28, Sorb i A28 ] THe7n v 97 B A SO ik
W2 IR . LU Y e i A B AN B W] DATE T SOl A, A0 46 OC T4
AR = A e E B
[0214]  ASCIASRAL T AL E A ST IR R ) 500 16 3 FH T ik P B3 3 A Py it FH P 90 7 v
ST 88 . IXFER T 7E 2R 2% AT DUgl o2 HobRic B 36 77 I8 AR RlAH 2% (IR, 3 T4 AR
ST AR Ut o A2 T] B — A48 A7 R H 9487 o AKSCHR AL T 5 BT AR 5k
e A IR Al 50 PR 2 T 7 P B 3R A P e FH T — A B A T S S s ) ke o AR
YL T 5 A AR S 500 B 2590 B i A, FE A TR T IR AR SR G IRPIR O, 3 A T AR
SCPTAR FAR D o
[0215]  JR97 ik

AL T — PG i A (NBEEN) 77, Hodl i 25 52 38 3% it FHPu R i i), B
PRI S ES A CD105 . ARSCERAE T 1l 8kvf T 5 i 8 AR i /B AR V& T il I R il & 2
Fs RS ARG | IR 4 i 1 i ) i A G AT DK K — A B 22 P B RE () 7772 IR 7 %
ALHG i H S AP CD105 Piik sk PR 455 F B A4, TG Va7 8 sl /) o5
T AR .
[0216] 452335 48 [y i I PR AE BCRE R (1) 450 B 20 B OE i Bl /b (R Ak, F
{EANPR TAEWE IR ) I, SEIRA R BH G 0N 2 . AT DA H & Ak I & P ) ok e
A7 I 8], X H R T 10 ERL 3R, B0 52 R R IR 5 T o B R LA R R o S A7 35 S B 46
EARFRED1IANH (o) A2 24MH AL 3IANALNRDANA AR 6 MY
21 (yr) AR 2 AR 3E AR A LD 5 AESE sl A A (R BE 1
INFIA) o A ] DA% H 22 4 ORI & A7 3E B RE A7 s . B, A RN W] LU, 2R 11
TiE ~ B R B E B Ay AR Rr i e BN FESBAL o F T S A MR IR T 38 RORE AR 77 I Atk
BT,
[0217]  ASCHTIRRKIBLAR RIS LURAEAEIRIT ) (i, 1A e faidh k55 ) o« 18,
FE— N IXFE RS HE 7 S b, A8 AT O 0 s B v o bR B T e A AE A (g an
Sephadex® W lgsk k4t ) b o AFMREE RIS O A /oA Bhsiibs (8RB 1)
FE &, S8 5 F B 08 S FIVEE SRR W, Bk s i o 2B it ft B 1 Bhr s A LA EAC B
AR Brid Hirsr A g S 4e B bk L. 55, A —MEENER (EHERR
GeiP, pH 5. 0) PRI, Frik s H R it BAn e B o B 1 4tk LS, A&4 ] LA
TR G2 W AR ST 5 CD105 3 KR I AE o
[0218]  “HEfih” {EAST 4k g XA, AT A SCER AL Ry il 351470 Bt B 3 A ST il (R 4l e 28
R SR 77 2 o FE A A5 AR SRR AL (R A rT w570 1) 4 B B0 it FH » A AR AN FR T 4441
AN/ BRI ER R . LG AR fEA S n] B s A, HoS K L
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AHIFT ) T7 AT 5 o X T4k A e, At i 48] dn 20 F AR AeT - 1 7 2R 40 & 0t FH 45 B8
AILLR AR s i O AR IR T o 2 BT R IO R B AR S o
[0219]  ASCAE HI I “ TP ” Zn TR o7 1 ARAE BRER 1 A& AR S BT 1k b 8 AR AR SR Bl
CD105 3 P AH G R 3 BOTE I 8 o 76— SRR It St 77 S vh, 12 Wk 1 3 1) A
AT LAt FH AR ST 150, b B ke e A 2 . A8 N 5 — AN S T S, e IR I
R A — b 22 A i e A2 Db 7 A0 BH 2 1 BB 3 mT LAt FH AR ST I (4 570, LGB 1 B i
(IR . ASCAER R “0) (inhibition) " “VAJT (treatment) ” Fl “¥4JY (treating) ” m]
HHRHAT A, s, 90, ARE SIOE R (1455 At A7 35 B 1 S8 K A AE BICRE R 130 40 B 58 4 ek
3 DL e B B R0 23 B 58 A T R
[0220]  “SZik &7 s < (Hlhn, FLsh e i NBEE NS, i W RSB i ik 5))
WIIE D O VAR VIR B R 2 ) R LS 3 IR A S TR AR R E G — A Bl £ Bl Il
IRRIAN / SRR SR RV FLEN ) o 7RI LR T T, 218 7] L2 iRy, AR B
BT IR0 SO RE IR R R I W] LU PR & 2E 7 & b, 8O S A RT3l A& &
Ho W LLEPLAZE A BIRTR IS 7 b, 802 ATl MG a0 . £ DSl R
o, WL BLARSE S BV T E0 0 ORI R NS 73 P Lo W] LU PS5 B8 FibRas (94,
aifbprs ) b, B ERIAREE (B, aifbbrs ) EA M TR SERIARZEEAR SR 25
TS o
[0221]  ASCEEAER PR B i BATAS , EATW] LLE & BOER: 2097 3 0 M/ Bosifgati 7
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W, SR A2 BE B2 VO At 2 ) L I I R R AL S (9 0, 5, 6- A SR RY R —4- TR
(5, 6-dimethylanthenone—4—acetic acid) PMAA).ERATZHE AL A — EFRIERIER AMP 2400
W (B, 8- EURTF 37, 5" — IRBEER ER ) < Cox—2 FAINHL IR FF 15| WA kil 751 L Cox—2 FtyHE M3 551)
Cox—2 ] PO S HE MR 7] L Cox—2 (KN HIFR NSATIDS (1] =38 bizn) (5, 41 2K g
[l =) VAR (5— ZBEKIR ) « AN AV Bk AR R 25« 8 T BR AT W E R Ly LT
SEAN S SRR AR VRIS 25 B ISR « B EL I 55 B 57 VR BEK B T A AT iR S5 Ik
o W WRIE SF I S5 RS MR IR RIS S R AT IR L S IR IR VA B A TR
i 2R IR TR IR KA R AN U LI 7 RIS  FE 35 T A Ath i fR 2 A 0 K HE L NSATD. 3£ 9%
TRE T RER I B R T e b B B ORI RN B e R IKFE R IR A B bR 2R ) |
HER-2/neu [IFNHIF]. RNAL 7325 GM-CSF. Hya fEHiik (40, Hi —Her—2/neu Hiik Pt —CEA
Pk, A33(HB 8779) .100-210 (HB 11764) A1 100-310 (HB 11028)) . P42 & Hpi i1 JE FAdi.
PRIV WEIE R CERRAT A (B, CPT- 11) JEMER (FA) . 5 P AR . Ara—C T
BRI 257 v AR R AR AN B D )L cOMP— 4 Sk 1 Tl 1 — IS 0 1) 30 B e A1 R T A
Wb FE—ALHT A, FrREis G T7 b B 5 F5 R BEIE | 7B AN By b 40 1 20
4 (FOLFOX) o 7E—ANSEHE 7 S, Pk sk 36 7 HEAR BESE 5 JRURMERE | 7 7 Be A
BRI A (IFL) o E— ST &, Pk BsMAF 2 Ve 2 & Bhr. 75— NSEili iy &b, o
RSN JE BB 78— STy b, Ik By )2 VEGE 52 ARH 7). VEGF 52
PRI TP AE BR i) P S B RE BRI &7 Je B e &b AR JE Bl JE R kil JE. o dX 4
SR A AT — PR 50 SR AR AN, BT CAAE RGBT AR R BEA T .

[0278]  FE—ANSEii 7 S, Pl A2 e, BBl —Fhel 2 R @i sk ik va o7 e AL 3 2
ANEFEAR R T 15 5 SRR MEE RR 7 15 A G 7 vk SO T A | 7 T A e R i
JPE P2 BP0 i e i T Bl T AR A & i R A E. En—1
SEE T ZE T, TR ARG & VEGE SZ2 AR 55 VEGE 52 4410 il 77) Py 1 PR ol P S 491 A0, 465
afliberceipt &7JE & e RBHAE)E il &5 Jé A mema e o

[0279] W] LAZE—ABE AN BB 0], BLHELE VR TT 7 R AT FE P A2 J5 , R FRGE
BT E AT VP . 097 W] U B 32 KR O, HLAT L il e 2 15 ek A
IR R 2 K I B 2 R BEAT VRS < SR ORI R IR0 40 IO T ek 2D Al B 2R B IR
D AR I T B A0 LR TG 0 B3R D o T A M B S 1) A0 R A
BN o AEFLEEOLR , XL FAF P I — A8 2 ] 3 BURAE EE 2 B BR A/ BUR
FAFE I ER . B, AT AR EAE, 1697 1] 5 30500 1150 S0 1 2R3 U f / BRA7
AR

[0280]  HAHZk it H A& Wik, A0 5 ASCH R $i CD105 Fi ik 414 9wl LL, 41 40, 723t
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VEGF $iifh (BUHPURE & R B Z i / 8 fE i
[0281] Y[R H A S0, A5 - CD105 HLiARIAH SR LAE S &H L -VEGE Fitfk
(R A WA IR A BRA (] PR 67 Tt FH o
[0282]  7E X 5 — ANt )7 &b, ASCHAE T A B CD105 Hrik gt VEGE Hifk (EidLHi)a
SR B 4LE (ZiM)  SLBEE A CD105 FT VEGE 43 Wil (K —Fh k2 Fh A M3d vk, 18
(RAT 2247 435 1k 40 B R < g 26 K i A A i B R AR RS
[0283] Y EEAA, VAT 7 ZE ] LA RE il A — IRERZ IR A SO iR & W h i B —Fl e T LA
FERIRFIE S Z RN E A ALEY . 2 I 2L-E 4 16 e FH T LI T8 b AH 7] 1) 34 42 sl ik
ANFEIER.
[0284]  {fE—ANSZili g &9, AR 1 23 FER, Frsie £ 12 0 FH, sk E 2R3k RE
Pk J7iE v Lk — A dE S | 2 12 B AR A G PR Kk 2 FIBZ .. 72— EE
BRFIPE S, Bt CD105 HLARFIHT VEGE Hiik (B ILHilags & B ) MR R EES 1
Ja, Bl S AESS 1223 B0 4 AL i rdR 4 &4, Sorb R il 2 6 22 12 AN A3, s E 3
Ihgeg ke, HBEJSAF 1 2 12 Rt ik A 5 s Kk 2 4E,
[0285]  7EH T 1A77 B3 B RE 0 7 VA I — AN R BR H ok S s Bk 7 A dE - F AR D)
BRiEE, FITESE 1 22 3 J& 51 CD105 HLARIHL VECE Jutk (EiHPRgs & B ) Fehk 12
A, BERIME R, B fSEAE 1 2 12 FFR jE A — S 5RE 30 CD105 HikfiHT VEGE $i
(B HURS &R B o« Ak, Bt CD105 HUAFIHL VEGF Hifk (BILHlag: &R B )
AT CLRE 1 2 3 RS R Kk 6 fl. (Lithh, frid ikl — P afis—2 1+ i
It CD105 HLiAFIHL VEGF Hiik (BHPURE & B R KA. ROZBRRI 2, 18T
77 ZEA] S AR SCHRAIE R M I 5 VR 2 DA S A 10 ARHART I 7 S5 i FH #4057 2 BT CD105 Ftfk
FIHL VEGE Jifk (BHPURE & B
[0286]  IBEAvA YT W LA AL W RIME AT / B s A, Bn] DL A vF SR 4L & 55 &, DLER
PER R 2 A AR e AR BIELFRIXFERG YT 77 28 L aRHT - CD105 HLAAIHT ~VEGF (it
PURLEA B T 1B 2 1 VA7 B BT iE s A5 16 TR R R B a T R
[0287]  FE—ASEHl T SR, 4 523 Tl AAMPIIE T PR AL B, 1 A, 90, 1A A
) CUIASCHTIR ) o« B IXFEIBSMOIRTT AR R (AL AT LS A SCATR I 2o 20 54
BRAHL (AHAR LB R 3 ) A .
[0288]  7EASCHEHE B A AT 8 AE (1) — Fh AR BR il M 7 v b, A iR T7 P AL AL A < 4b
BEFAR VI BRIEE 50 B — AP a2 Py R E e NI A A, AT i — P e 2 Pl SRR
MHEY . FE—AT7TH, AW AT LU, 14, 20 23 Bhas ik oy i
[0289]  EAR il Bk IR FL M

FE—ANJ7 T A BAERAE T 18 1ok ) 25 5 i V0T A R i — P B P AR SO AR 1 1)
TETT R R TR AL D0 L AL | BRSPS A I TR A BB K IR/ B A i A T
FEHR ) 515 o
[0200]  EEEEARTE (AMD) A2 7E 57 TF i I FE AL Y A (RSB ) |—3 0 h i
TCIRAZ B K o B BEAR M 5 M AN S TR 2 A0 LAt R 0 A0 O J € 25 Rl R Ak % i 2
[ BRI ) S B DR Ko M — FER R R E B e o 8 FIR R IR A, A, ¢ 1) 3¢
Y. 1EH IR T e HA WA S PE 0 B, 1 BRI ] BE K A AE T A [ . A2
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AATAT B BB I O 5 BRI BPCAE BB A7 AE , SR E S AMD . B BREAR 14
REAEE T ik 245 SR 1A A2 B (ONV) , BRITZE A I BB (1 A I B €2 22 B B2 (RPE) J2 11 R T Bl
WML o TG 1 SR AT S AR, SRR It 5% b R, HR I, S i 2 B BERR T 1,
TR EERE RO R (FRIRIBIRTE L) -

[0201] B T HAWHRRF 0 LLAL, Bk BB i A= i (CNV) 55 WL F i A b, H 5 k4%
IS DAY 7 00 L ) S5 5 P R P ok R 7 A R T A 1T O S T (T R A G W I i 2
I 7 4 L R 0L A R R 7 A AR ST 55 M ik 8 LI LA A

[0202] PR AL I 25 (DR) A2 7EBE PR 8 P T8 J 110 R AiE E T I B 10 A A i TR AR
3 » L SR 2 2 0 T A i M JEE AR 2 4 A ) A0 5 PN B M B TR A A, T
HL % B B4l 2 B , FF B — P8 0 5 S o RN o 0 R 40 D) B 22 2 ok
M AP R BEARAL I 25 5L . s UBIRE 15 5 (A0 A A A0 TR S I ) 3 2, S B0 BE TR ML R
A4 o IXLEA PR SO ML — PR D9 S o RS T i, AR AR D R 1 AR 1SR B M T Ry /N
B (VB QR AR IS ) R 2 52 22 (P IO (I i T 2500 ) s mg . AATRER / o3 SR
(33 P AR B A4 A PR P /N L o 2 S 00 I IS v U VR AR i o 31 4 B BB, i m] DA
TR BRI I o I S AL A3 S B NIPIIK , Ji5 5 AR R o A IRt 5 B A 9 R A SR A
[0203] [ 25 5 g i J, 7 A0 19X G vl g st A o) S50 2 R W I 0 7 97 T v s A B 3 AR ViR
(HIAFEAEIR ) A A ple o W0 AN BB IE YT 5 3 5 8 mT DA HE I, A4 7 A55R8 , I
DNV o 2T o 1t 2 35 5t ] DAt ez g | PR DO I 28 o 50 T 8 3 m] DA AR R RIR AT 5 1 A
Hh, JEIE T A I T T EHR .

[0204] 14 A= A 39 35 A WAL D09 IS5 2 5 7 3 5 R 5 Y A B A A0 199 B PR S T 100 4 i 2
YrAR P A0 MO TE AT O . PR A 3% b R AN MO MG TECRE RS o L TR R e« 538 AR 1
I TR AR D9 o A A O IR I 5 A M 5 S A 2 i s T T F0 IV BRI AR R 1, R M
AFEF AL

[0205]  {ERIEE K, SERSAH S E S BEAR T (AMD) o PR 9 400 I JIES 05 2 2 SR B 1 2 A 3=
A R, BRI PE 2 R B HUAIR INAth JE CL 280 7 % T AMD S a1 VAT . 22 e
BAHTAE Fab, HFIPEE REEE A . A - FH LSS W A KR (VEGE) , Hig4 K
1 AR B2 NTEIURIRST AMD 45 R (H, DR TT B & B ]
M. BHETRRT VEGE LLAME Hbx LB A sy i, v] LA AR S48 1) VEGR #4213
A R —LE PR

[0206]  ASCPTIREIPL — CD105 Pk mT LA 1677 BT 2B A2 1tk ONV B Bk s A0 199 i
P9 AR BRI A PR BRI PR I B AR o A SCHEIR T 48 Fh it FH AR ST IR (P PR T 9T s TR 2 B
7P ONV B JR 98 A D99 B35 22 8 Rt 7 sl 88 A P 35 38 AR A I S 72 (1) T ¥ AR ST PITIR 1
Pt CD105 Pi At ] LA 4 ifn 2 90 i) 5 HEL 3508 5 s A O 1100 PN s 440 G 184 B 375 e I ) AR A 35
ER IR T VR T B2 AE 3 2 (45 i  GE AL R/ B S B R . A SCATIR KT
CD105 Hrikth vl LA F-16 57 2 BEAR P NV A PR 98 400 19X JE0p A8 | 8 I 7K e sl 4 A P 39 3 A4
P S A R 25 T

[0207]  ShAh, ANSCHTIA ST CD105 HUikth n] LA ¥R Y7 B BEARPE . ONV B R 993 0 D9 i 722
T DR 7K R A T 3 T R IR B AR 1) LA VAR S S AL AR . IR A
SRS, AHAS R T, 22 JE BB Bl AE vE S ORIt 8 o B T AR SO IR () il A X LS, W] BA
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T I B AR P IR AR FTIA T - CD105 BrfA. 373 A P it A ASS X 2 B o e i 051 4 i 35 35
A PR SRR R YA N AR
[0208] W] LAVEAl AR B G FUON VAT N o VR IT B G HANR T g B BEK i . CNV
TR R ik /IS FHAWLAECFE (9186 o PR Sl bR P 0 e AR 43k L 5, ELAE LU szl it — 2
i
[0209]  HR 48 A SCH I 1 St 7 8 AR SC AT I 1 i 30 ] DLSR O, 8RS — P sk 2 R g Ak
(33 PR SR Bl PR FIBE A it o A 4 & B, mT RASE A BT CD105 Bk fiHT VEGE Hitik (It
G B ) [ FI EAR SR A -
[0300]  ThEEIALE

A LATE 2 P RS h A Y RIS A A1 5 A YIRS A PG AR SC TR I 50 mT DA A 9k
FEARN G AT A 35 (R IR M XA IO s A SCHEIR T LA X FE I E AR
[0301]  CD105 15 ‘5 f& S AL BE 1) &

CD105 ( N K7 BRI T+ A2 3 A 1) N B2 40 B IR 1R TGF- B 32 AR SR i — A R it 9 B2 4
T G T 2 1E K] CD105 . CD105 7 S48 1 M A8 AL UK R4 o FU R Ik, W i &
A/ AR AR AEKE T B (TGF-8) 2k, CD105 J&—Fh7E [ M 4
PELFT PN B 4t . b R IA B RIR — SR AR 40 il e . CLARAE T CD105 [ 2 R [EAP Y L- Y
FZERF (170 kDa) A1 S— N ZKF (160 kDa) , ‘E AR ZE MIAE TS AT 40 A i 2 B ) & 5 TR
741
[0302]  CD105 FIAH A MRACAEIE N CGRIEANEFE FHF -1-a HIF-1-a) §™4) , HR
PR ZE M 0 T 40 B T CD105 [ TR T TGF- B 5K 1) 2 i 2 A B 5 =
ST, BTk TGF- B K EALHE TGF- B 524K (TGF- B R) I 2 1152 78 — AL (ALK) Fik
WEEE 2K, FEBEA CD105 f74E T, TGF- B S2 R[S AL 53X SMAD 25 1 B R AL, i 3 )
W4 . {2, TGF- B X CD105 [y AL 7T SMAD 25 IR IR Ik . e84 02, TGF- B
SZARIEA T P 57 40 1 A S AR FH R R
[0303]  HT ~CD105 HLiAX; CD105 FEALAIBH L, 5 TGE-B B[R] Mk 30 Py 5z 4l B A K 1
F o TGF—B w] LASIAE Py B2 40 i rb ELA AR S VE IR 2 iRy 9 1 1052 0k /SMAD 15 5 4% 334
f2o TGF-B /ALKS 5 5% Skt (A) 33040 MBS TE AT R 4], i TGF- B /ALK1 112 (B)
T AN AR o FE I AR et AR R R E R IA I CD105 (— Pl B MY TGF-B 22
) 2 ALKL (556 ST HR . B8 CD105 /F7E T, TGF-B /ALKS 15 5% 3 L #, IF
YeEFr RN B2 . 1 CD105 RISHIL ALK 3842, FEIRHah AN E] ALKS 15 54 S, A fe it i
B RIIER A
[0304]  7E— AN AEBR il ok St 75 42 v, AT DAOC T 0 il o A2 A s R0 P e 8 B B 5 R DR A Bt
&, Pt - CD105 Pk 5 HUVEC f 45 & A4 Pk TGF- B8 5 HUVEC HIBE )G 454 . I, BT -
CD105 LA P Bz 48 i A= ) BB, AR AT 1 P L 88 21 (R BT 1008 A= e 280 0 g 100 7l
BN IR AN 2 — o 7555 — AN St 77 2, m] BLOC T BT i 2 A2 g (Ga ik BH 1 Smad1/5/8
BEERAL AN / B85 515 S ) SRiPhHifk. CD105 Wit TGF- B /ALKL 115 51% 51 2 S5 1k I
B FTIAME 5% S U K Smad2/3 B A B R AL K /D F / SRR, 76 55— A58 7
b, T DL TR A5 A2 k. (B8 Smad2/3 BERRALAT / SE 24T ) SRIFE B,
[0305]  FH il & A SCERBE I HUAA XS TGF- B /ALKL 15 546 S 1@ 2 A / 8K Smadl/5 IR
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Ak 149 BEL VT B R FH B 7 VR IR AR T - A oy FHEAR . 1R h s, 4% A%
TGF- B /ALK5 8% TGF- B /ALK1 342 ™ A —Fh & B e e MR PLAR 10 82 B BNV, mT LA T
B AR SCATFFIIBL - CD105 FLAARXS TGF- B /ALKS B TGF- B /ALKL 342 1/ H A1 / B0
WAER . 250, 25 TGF-B /ALKS Bk TGF- B /ALK1 348 i 2 (A ) mRNA FA46 31 55 mRNA )
YA, AT LAR T 00 AR S R BT R AT/ sORRE R . F T 5E TGF- B /ALKS
8¢ TGF- B /ALK1 &2 40 (5 5 15 T i At 5 vE e A8k O n iy, BAEAR ST,

[0306] {5 FH AR 4k 23 1 )R 50, 28 e 49t &5 5 56 At ELTSAL 58 4+ 11 ELTSA 3R [ 5% 125
TRFEAR RIS HUVEC 40 M 5% (5 F T S EAn R ) , v DLPPA AT A FF P - CD105
PRSI

[0307] SCID / #ii,

FH -0 52 b8 A= K it —Ffr 77 340 A8 F SCID /M BaL e P4 1 A M21 240 2598 4
Ji, P, AR TR PBS HF (20 x 10°/mL) o 45 SCID /R N by 1000L M21 A
MOERANE (2 x 10°) BIFW. EIRAIREE UG 3 K, AR R SO — a2
X R BT 0 i ) D P b sSSP by 7/ B (A, 100Kg/ ZINBR ) o BERIATT /NI, FF 4
24 Ko AT FHIAZES N E R KN, AT AR Y = (L x W) /2 AR, o v SFR8,
L2 TKE, WETRE.

[0308]  FH T e AR — b 7 v S AT AR B 44 AE 5011 PBS A7 () MDA-MB-435 fif
JEANNE (0. 4 X 10°418 / /MR ) IEA7 HOAE N MEPE#R B (5-6 J&WS ) L Rt . s
B EIKZ) 50-80 mm’ ¥ P I ARRRIT, ¥ /N RBEHLAL (220 10 H /41D, HIFAAE A T ik =
() —Fh s 2 B HTAA IR A K N B VR TT, B 2 R AE 100 w1 PBS F11# 1ug (0. 05 mg/
kg) / 51l.10Kg (0. 5 mg/kg) -100Hg (5 mg/kg) B 200Hg (10 mg/kg) BY 100 1 g XTHHLIA, 8L
BEA) PBS 10011, 7E—SER G0, AT CLVPOY ARG YT 2. A8 R AR 000 2 frfgg /s, FRAE
ARV = (L x W) /2 AR, Hoh v & TR, LA TR, WET W,

[0309]  BALB/c [a]y§i/)s LAY

s, ] UAE A BALB/ ¢ [RIJE /N B2 St DA g AR 1 R0 AR ST BT IR o Aot i g 2 K
(R0, Wil Tsujie 5N, Int. J. Oncology, 29: 1087-1094(2006) FAFI3IE[r .
[0310] /N ER,

T3 AMRIEI ik A /D B o A/ BRBERY R i A A B FERERRE R A/ B S . Tk
WA C2 HAD AT TR, FFik— 20 CARIEAR SO R IR B 00 & 1 8 28 pl B A2
MAE AR ALR IR, S0 Yan, &N (1993) /. Clin. Invest. 91:986-996.
[0311] k& /N B A2 1 P I A8 AL e A FH RIS A 28, DR A RS L ) S KRS A A0 e 4L 2R
2 BAEE ST IR N B, HBEA 2 23058 AL 18 T B AR & A2, Herp SEFs i A
EEAE WA I N B IR A KA TERS R I A B BRI 2R 10 B A A 23 o T8k B NS e 1
1P Rz 4 RS 7 000 38T I8 R 4 1) S e 2 23k 2 G £, W] DAIE ST 2B if 88 TR i AE N A
IR -

[0312] %A/ BB IR S8 AR MV T IR , IR B T3 8 AR K E AR R .
A, ] LA 5 Hi I A B R AE RS AR I R e BRI ZH 2R G i 40 20) A KR sem . i
J& » B i 2 FH I, BRUA AT IR 50 3R 40 P A7 AR 2 1 I 0 B R ik &/ Bl 2 e T
FT S 1), RS B B s TR R ae e o AN SO TR R UAS 3, 0 00 ) HA s ) A 280 e ]
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VL T AT ) 771
[0313] AR

IS AR R g — b B R A A N S MR A, JF AR R AR R IR o T IR S IR 5 O 48l
M NBEAT T PRI HEIR , O A 00 B 7 A 158 A2 B SR A7 AE T 10 I8 A= R R 37 2 1
EIER, D’ Amato 28 N (1994) Proc. Natl. Acad. Sci. USA, 91(9): 4082-4085 fifs
IERT
[0314]  HHR AR I AL 22 VAR P i 5 A e )R B0 ABE 28, R Ay 20 ek HIR P DR 4025 B A R, ] LA
25 5y b W 2537 2 0 et R, 12 R P R 0 A A A M k] A R R AR KR IRE . S 4h,
] LA S I s ) S 000 A 000 2 TR S ) R S B ) B A i A T R P 9 AR R R R
[0315] )i, W f 2 e TAFAT IR G, E e SR e e T s s B R 2
[0316]  f& 1M & <, BEAT G LE B R B (CAM) X5, FERE N & —Fh sk £ Fort B sl se 5610
/a‘%lél’ﬁ 0. 5% F& LT 4E = AR LA G 48 /NN, SR KB T IR E RS . A A

B (HEAGRKRR LB ) WHER (Hydron; Interferon Sciences, New Brunswick, NJ)
ﬁ?%‘ﬁ?ﬂ%%ﬁim A, BT k& 650 ng S REES ( FEEA IR Bukh Meditec,
Copenhagen) &5 [ 25 1 0L A6 i B VBRI P 4T 4 40 i 2 A PR 7 (bFGF) BBl v AR
HRIES N, PR3 bFGE %o T~ FEAR, T4 & SR B, AT AL i — U= 28 PR & A g, B
LC S bFGE / Hydron 5 S I ME A SH W . AR AR LG 215 4 K, 7] LA{E A S
Tl 2] bFGF & A Bk 5 /Hydron [ BRI RIBEIA, 5 I0AH EE, X T &4 Hydron ¥ A1k,
1 K. a0 R4 R VEA 110K &4 120g B4 bFGF (Takeda, Osaka) [1Z5/KFI 40 mg
AR SRR IR 80K] 7ELBEH R 12% (wt/vol)Hydron . ARG HZIR GV

SHRFE (10R1) BHRIR: M ZER (Teflon pegs) b, FRVFT4E, A RBCKL 17 ASHIKL

[0317] % [A1REAE N BRI (9 BE 12 37 75 =2 0 A ) LR A I 48 rh, B9 00 5% 2 o, B JS 7
FANG I R b R R e AL R R R o S LR IO 2 2R 20 B R S T A P v [k 4
MR ML ARG, OIS 31 28 WL IR RORE A o 47 4 B 8 B ™ B A e A0 i AN 2 o 4 i
N, R EE RPN R ASE SIS A K. He 8 i bFGF (A R0 ) 3
S MG 2 K, B RIEL B HEVEA s BT T 0. 5% B P ET ez P 1) —Fh o2 Fh
A BN . TERDEAE N DR AT, 2 N HI s )42 6 Gy B4 B4 5 6 7
Bho EFN B REE SR EUE ) B ERED, 25 2 K B4 e Euskob >80%, 25 3 K H 41 i
D >90%, BTik &5 R 5 LAT R IEAH — 3.
[0318]  AHMEIMME LRI O S. L) &R — H LR X HABT KA. @it ﬁﬁ
o3 R B B A i K (L) FI9 K i 2 0 i Bl 4 (O) Eﬁﬁﬁﬂ%%ﬁim
TR o A A AORBE M A BUW TR :C/12 x 3. 1416 [r° - (r -, Hr =6
mm, B 5 () A IR A0 o I AR AURL R Hr A VS T8 i 38 50 e s » BRI, mT LAVPAh
N IIN=9i A5 A E Sl 8
[0319] /)N LG DU 28 1ML A i B

oA T S SRR L AE A R S, T DA ) BT R 2R I AR RS . s AR
KB+ (#5140, IGF-1. bFGF B VEGF) (250 ng) FIH-2& (0. 0025 H47 /mL) 5 AT Tk )4
KA IE K IE R AHVR & (Montesano, 28N, L Cell Biol. 1983, 97:1648-1652;
Stefansson, %N, L Biol. Chem 2000, 276:8135-8141) . 1] LKA SCATIA ) )57 5%
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XTREPUAALE AE L RS o, AT B — A ek 2 DR E AL /X RS 3, /R
R FAEE T, Hil5FEFURE » 25/ WU T HbE S 0. 5 mL il v, I RV E L . 76
B I B LS, A At B AR R B B S g P ZE . I 2 R T (AL
G MBS TR B &), 8 B AT NI L A (Furstenberger, 4%
N, Lancet. 2002, 3:298-302; Volpert, %N, Cancer Cell 2002, 2(6):473-83 ;Fll
Su, 25N, Cancer Res. 2003, 63:3585-3592) o Xf T 92 LH AL 443 M7, H 5 o e ZE RN
OCT 5, PRIEA R, Il 4w U1 Fro FEFREE / AR (1: 1) SR EAER A . BER CD31
()2 TalHiAR, BRIV e, TBIEAE 20 S (200X) 4w P R Pt A 2% B 15, o
I A
[0320] W] LL4n CAAG BT ik, 2 & M 4L &8 1 % & (Schnaper, % AN, J Cell Physiol.
1993, 256:235-246; Montesano, %% AN, J Cell Biol. 1983, 97:1648-1652;
Stefansson, & N, . Biol. Chem 2000, 276:8135-8141 ; fl Gigli, ZE AN, J
Immunol. 1986, 100:1154-1164) o LET-UK FPR A F B TR A, FHE T 0. BT
KR A B BV T 0.4 mL 1. 0% J21F (Calbiochem) H7 1 /NN, FF38 o B 2405 i I AR o
1 14,000 X g B0l 16 738, LEBREMIEUR . A5 EEAE 405 nm WEWICE, IS
Al 1 i 2148 A AR YRR FE AR AT L, HEH I 2 B3 B R .
[0321] e 4l ML ERE 1) 515

T AR O IR 7E SR, 1, Brooks, 22N, J Clin. Invest 1997,
99:1390-1398, ] T+ & 40 ML 3L % 1) 7 V2 a2 AR AUIE AR N 2 CUANH) o AEASC Il (1) — il
BTN =T, B (253X 8L, CD105 F / 8% VEGF) fuik &L (Transwell)
I IR, YEc & AL, JFH BSA SRR e M &5 547 o Wk B IIE5 B 729 )
T A0 M, Pedk, FFEA B A IR PUARAELE N B aiF TR &M o 76 VTR 4i T
2 Ak 1% B AL R 0 LSS 5 25 R A 7 M2 1 A0 e 4 B, 5 P 45 s 50K S 22 R Y
MM, REEL A DR E A R E R TR .
[0322] Il M O R 1) 7

TR AR AR G2 CLANI 7325, T LA 40 M BG 58 v LREE ASC BT IR IV A N
W24 (HUVEC) TR TS a1k (5. 0%) Ik M TESE il (fEH B0 K B ECV 51
ECVL 40 B¢y CM(251L) A7AE T ) A7, FEAVE N 4 oG58 24 /Iy o 38 A AT RS A3 21 1)
WST-1 A& (Chemicon) W& Zebi A N S BgE PE, T LLg S5 . 4, 18 8 AR
TEMEHB N (She N, Int. J. Cancer, 108: 251-257(2004)), ] LLiE A STk
iRy
[0323] PPl 40 b G i S At 7 V2 R AR U LA, BAEAR TR 518 . 78 S5 H BE 4
HiHR T At = BRI S
[0324] %5 CDC. ADCC FIAFEZAE FH I 7715

ST L T TR ) B 0 B R AL AN M R AR S s 2 o BRI 8R4 T 2 B
R () 40 e i ( “CDC”) BT I 4 e i 4 e B 7% ( “ADCC”) FIIEAER (7B
G ERE AR BARIIBLLS , POIR W R RIEATIERR ) « CLAL AEBURAFE T, FELb 3w 41
M (i an AT 3R T 255 Uik Fe X RS2 AR IRk AR i ) A SEE 0T H FR 40 i 0 BT A
PERI AN A e EEME ( “ADCC”) Mo A B) T ADCC, 3 U3 W 41 i & 45 4 XX AL H Ardl
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YL P 40 L A 12 o
[0325] L2 {E AR AP R SE T W 3K ADCC [ Mo 1E 28 B[] ADCC e I 77, 2% M 4H Jil &5
A B Pr A 4 B br 40 i b, BE S & R H bR A0 M) 40 i B (AL H. Greenberg %
N, “Characteristics Of The Effector Cells Mediating Cytotoxicity Against
Antibody—Coated Target Cells,” Ilmmunology, 21, % 719 71 (1975)) . RV 4H fwfl H
B 40 Mo 2 TR) R X 5 6, U5 A8k B FR 4l MO RTBAA 1K Fe DXORIUS0N 40 i 1Y) Fe 52 7R 2 [B] 1)
FHEAEH . X8 ADCC [ MY IR — ANk s A2, R 2 BRI LR - PR &9 IBERS, B
REEMETE S EFEWA I, B B4 S & KPR 58 F 80N 41 B Fe 244 (1.
C. M. MacLennan, “Competition For Receptors For Immunoglobulin On Cytotoxic
Lymphocytes, ” Clin. Exp. Immunol., 10, % 275 0 (1972)) . HT 48 ADCC fIXFl
St s, AT A 58 28 ADCC eV, RIFLAAS | 1 ADCCo £EBUIR S 31 ADCC o, H 5648 B
I EIPUA S RON L5 5, AR 1A B i B S i Hrak“ T m) 7 48 B Argi e 3R i 1Y
R R SR . AR, ks TR ADCC I BEAZAES ERGEH A MIPUR - ik G &
WIKIAFE RN . I Fe X /Fe 52 RS 6 S 5T AR A ALY 41 i 22 5] AR B A FH 38 7 42
590 I H, fERASIEOL N, BUA A SRR S BN A0 MR g5 & 2 LU VE H AR i SR ) I 1) B
7 18 B2 AL ) IR B, A R 2R & BRI AR R T R MR MR S AT PIAL B, A PR S &
VAL (J. F. Jones #ID. M. Segal, /. Immunol., 125, % 926-33 71 (1980)) . {H
&, (EPUIER — RNV AR ) RTS8 £ B ATAR S — FF R Ba i e R ) m] e BT B B
IRIREE RN, W] REIR /D207 12 TR IR T IR I8 1
[0326]  mi, A feth T Al A58 FH 40 M w5 1t 250 i A B A 2 Vi st i AR 5 | 38 ADCC
v (1. R, Mackay 22N, Cancer Immunol. Immunother., 16, 55 98-100 71 (1983)) .
F TR ADCC FRpTa 30 2 A S A% i JE ), 4 4, 26 Bl 20 5 5, 756, 097
[0327]  [RIG, A 77 S AR 1A FE IPUAA « Fral BT mT LA, & 718 A= 1 A5 1 il sl il A
A PR A PR 40 i, BROFTIR BT AR R LS i i A 440 1) e AR R SR B, AT B i A P AR
P Rt T HATHH RN B HABTUARIL D B8 B, e A VRe 7 R b 5 5 BRAR 26 45 5 X A
(RHTARTRT LLES & 1 4567 mUBR AT, BA] 5 HLR A S e O
[0328] TR B At ] LA T 768 A A8 T e sl L A8 s T e 4V TS 40 i (45 4n, o B 4
J) SRR, BRI BRI . ARG A S VRS, BB E E AR R  B
F (I RPUABUILTE B C3b) T IREES) Tk A FE R 455 P n s i 52 1, EUEdkht
Ji A N2 A 5 AR AR L 455, JF AT S o WA o S50 B SR B Bl T, 24 i
RN AWk A0 A (T an v o R R B AR ) AR A RS ), HOE AT P RS B
HOR B EW N, ULl LR S 6, 610, 293 A AT AT E B0 2, v LN B R
WP
[0320] 1 5)— AR BRI ME SEE 7 2, FAT 3 AL I A8 o e L A R A i F) v i 1
MM A IR U / BK (91, CD105) o IXEEHTIR / BKAT LU “ R AHCPT R . A LA
SR TXAE IR 4 B AL BT X TR B / Bk (Eltn, CD105) Wydiik, Bl LU A STk
HEAT 4%, LA CDC. ADCC. i HH 2 A sl ArT LA 2 X A 4l L A 3 R A
[0330]  HAth X4

A 0 R At 15 R DU T AR SC P im0 g 4, 0 2, £ T R S e 491
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HRERIARLE ) R

L f51
[0331] 225 I (0 (1) = PR il S e 491, R LA S AR A W3R, i S A6 4 Ry AR ER R 1)
NIRRT W SR X Aol NN 7 DR G s 2 K RT3 89 i i S (E D S N 0%
PRI My PR A B B SEVE . RV EAR SO B4 B AR T A FRE I S L Sy &, B
M0 5 W, SXHFE S 7 S A AE g St i 4246 o ] DA 2 A4k L OB A e 5 B S AR,
X ARSI 4 St 75 SR A [R] 502 ] LU 1 S B AR SCRT IR 1) 57 o
[0332]  Sijtafol] 1: e FH FA s A8 5 2 B T 3

PRI PR 256 R Bt 110 S D07 2 e ) 5 mT DIASE FH A4 DA B b BT i iy
TERIE -
[0333] 75— ANARRR Pk S 77 S, AR SCHER BT R ] DL & AN I 1R Bt A T 52 3%
AL A BUR B SRS A B AN AN RIE R 2 IRV IRV 2 B 1R
S LIRVEAR LIRVE6 A 1 IRVEE S 8 LIRVER 12 8 L IRBUEAZ M ER A A .
125 B2 Z90R R, W0, 0 n, BEF 1 kER 2 vHb A Bp, RSk 4 B BEEANRTY 2 Al AR
SCARZE RSN 25 25 0R A, BLFR A AR SCRER S E R AR AR A A
[0334]  SEjiifs] 2: BIAcore ( FRIMSFES F1AHLYR : SPR) 734t

{8 451 1 BIAcore 43 H7, A R UE 77 42, n] LAVPAR LR ISR ) o fa 1T 5 2 bt - 4
PR PR PR 2 BTAcore {5y b, TR BIAcore {5 T3k His— Fric I EZH A CD105,
HA N CD105 XA T EHL - D105 FLiRKIL: & o 1D 2 A0 il ik Al 8 Ao it
R, AT SPRARIS B TF R« AEFTIR IS B R T, PEAS MR 24 -

(a) Pt -his Prikty OM5 B H BB

T I B Ak 2325, A8 EDC/NES, B4 —his SRS AMEECE] BlAcore COM5 s s
A SN2 AT (A FERT pH) o
[0335]  (b) A VEGF Hy&h& FAEML BT O AR

S PR (FET AT ) SRyENL 45 A Bk, I VEGE 254 FI A2t
4k, — B BT R A TR AR T, fE2 /D 25 AMEH P& AN i R 1K 25
HREME S HbrE, £33 < 10 RU/JEH RT3 S mA < 1%/ JaH R T 2 2
[0336] (c) A CD105 HIgsis

TE N CD105 [ i N, DU 18 A B e K85 A e i o
[0337]  (d) %L - CD105 Pk

MEHT - CD105 HUAKIIFIE M N, LAE i 2 30 ) 2 5050 BT 25 4 5080 (ST DIALHS
X EGAHXS B ) 2 5 AL kA kg BOE I TAT e 7 IER AR D) & e .
[0338]  (e) EOUEHTSEL

A FE RS R A FE Rt FEA RS O R, R B A MG T EES G LR 2/ 3
IR AEAS 2 2C T = (PRS0 FE R HERR FE (T P15 B 78 25 “CHE HBS-EP & AT &2 i rhadk
1T BlAcore 52,
[0339]  SEjifs] 3: H T+Hi — CD105 HLikZs & 11 ELISA

ELTSA W] LA THllE St — CD105 Hifk5 CD105 (&G . i &5 2, IR¥E TR DR, 3147
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ELISA :

1. PL100 w1/ 4L, H MAB9811-01 ( B 3g [ PT — CD105 Hiik, £E PBS H1, 1500 ng/ml) £
B, FHZ BRI AR St IR 4 CIFE R (16-24 /) o

2. F 200 w1 PBSCEAMIME) Pesi 2 K.

3. F&A iR PBS (PBS-T) WEIAHL 3 K.

4. WM 100 w1/ FLHIEA 0. 1% BSA I PBS-T 71100 ng/ml ff] CD105, JF7E IR
60 735,

5. F PBS-T ¥EVEHR 3 WK,

5. LESEEALT A 100 w1/ FLEIFE 20010.4.2.1.0.5 F10. 2 ng/ml ( fE54 0. 1%
BSA [ PBS-T H 4% ) bt — CD105 Hifk, HAE=WEIFE 60 7380, LEBAMX B A
100 1 1/ FLI[R] A 2R T FC ) 5 HE ik

7. F PBS-T ¥EVEHR 3 IR,

8. MATrASLT A 100 v 1/ fLEE HRP &A1= - N Tg6 (/EE 4 0. 1% BSA [
PBS-T 1 1:10000 # 8¢ ) 7EEIRIFE 30-60 4320,

9. F PBS-T ¥EVEHR 5 K.

10. AN 100 w1/ FLI) TMB KOS, FHAEmE b LI S U & 15 738

1. @EIA 100 w1/ FLE TMB 23, ik V.
[0340]  — X = HISATHE i, I e OGRS B, LA bR v ith 26, IR e 45 & 5. i
Student [K t— K50 80 —FibrvERL S, AT S0 A
[0341] Y3, m] DI AU 5 kIR PR 5 VEGE 45 & .
[0342] SR 4: BUAASES IRILERIE CD105 HI40 i b m] A1) H )R A7 % H

A8 FH R IA R R B2 B, A F AR HE 77 48, W DAV L ARS8 & ) FIAESR X CD105 (140 A
ERI R R A I E
[0343] i1 & 2, HEAT WO PEFR I BT — CD105 Pifk 5415 CD105 ) KM-3 [ I ik 48 e
AP A BT 1) HUVEC ) EREESA R G R EE 400 A8 Todo—Gen, FRHRARE A4
SRR AR T C AR BRI T, BT S RO M bR 2k P - CD105 Bifk. KT
A TG 43 H [P IWUE 21, 23 I 52 U HEAR D Pt — CD105 Fifk. AF A & & (0.1
ng) HIRERR P T- FRiC Y mAb T 2 £% 2R 414 2 R IE CD105 [ KM-3 3 HUVEC 40 e, 35473
SESEES, DA PUR &S A E M. RIS Cam 7 iE, AT 45 & 8dm f i R RHER b, il
V53T, A DA ORI A 4 L 5 5 () mAb [P X0 KEE
[0344]  SiZjdsl] 5 BEWE MR B A B2 40

T A EE, nT AR BT - CD105 BRI BEIT CD105 Ml ZR 1k CD105 (140 Ml (1375
HRIIRE T, LIS 2 5 CD105 15 5 1 IR 210 & A IR AL .
[0345] AR AN & B BN HAR, AT & A ENTE 2 i, DL E IR AL 1K) Smad1/5/8 BY
Smad2, PSmadl Fl PSmad2 HTAAE S P RN A FE 5% 1 P9 52 40 e mh i B R 0 1) Smad 1/5 Blfdk
FRAL I Smad2. {8 4% Smadl. Smad2. Smad5. Id1 (Santa Cruz) F1 CD105 HIFIRHiIA, K
MRS+ IR A2 RO6 (BCL) , BEATATIN .
[0346]  SEjtifsl] 6: HUVEC A=K FHHIAN °H- B8 N as

Vi 2250 v T PR AL 40 i AR R .
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[0347]  FE—NSEifol, 76 COBRFRFE T, 76 37 C, AE WL & R4 T, 7E 75-cm *Fefl
(Falcon, Becton—Dickinson, Franklin Lakes, NJ) H15%7% HUVEC. it I 7o 4 £hws
W (%A 15 mM EDTA, /£ 25 mM HEPES Z8 pH 7.3 H) £ 37 ‘CHFE 15 min, fF7 40 fuiit
2. FHUKYA I PBS WESS 2 WRELJE, LA 25, 000 400 /ml FRR B, 4 40 i 3530 8% T B2 4 g
R TR,

[0348]  7EH A SEEGH, 7E AN & FBS FHA- i $2 EUA I P R 4l i 2B s 7R 3 b, By G
FE NI N S 40 e (HUVEC) o 40 BB VI 200 1 1 S840 il FE A &2 96— FLIG IR
RN L. 7E COBFFRAAIAE 37 CHiFrd Mt 4, AR5 — X = AT - CD105 Ht
& HL -VEGF HLiR BT — CD105 HLAkFIHT —VEGE Frik 4l & XTI TeG BE TGF-B 1. Fiig%
BRAEREFRRT AR FE 72 /NI, EIXHIIA), B 24 /NS SE 0 5 1T R SE AU AR SO B . o CH- 1)
H (1 wCi) MARASL, FHHUEE 20 /M. A PBS P4 Mg, 5 A 100 w1/ FLIJR
T EES -EDTA (0. 05% JEEMABF, 0.53 mM EDTA) 7F 37 ‘CALFE 15 min. {#/H Harvester
96 (TOMTEC, Hamden, CT), ¥4l o3k BB 4T 4i it e #5 (Wallac Printed FiltermatA)
F, JF4E Trilux 1540 MicroBeta JAKRINARFN & GiTHERs (Wallac, Turku, 2%2%) thillsE
*He TP

[0340]  SEjiifs) 7: A MLIT R HIA LS

D G 2RI TR (A0 ) A 40 M G TR RIS A I B T o
[0350]  fij1f & 22, 40 F VAR 4E I A% /5 4 C 4% & A Costar #ZSLUELL (8 mm
fL) . FEER Ehaz b Eh/K (PBS) Wk 1Z%, 1 DMEM (3 8L A I, A 8% TGF-B 3)
HATE. HBRE ARSI N, I PTiA Bl - CD105 Ptk Bt —VEGF HiiAs eI
HEAFAE T, LA 50,000 40 /ml (K2R FE &I T DMEM F o F 40 MRV Ir) 150 w1 5553
WM B, FRE 37 CHFE . 16 16 /N LUG, Pk 4l i, 8 B3k, LB RITE R
M. 7EFFEEH e B, KSR, Qe FET e TR B A 2 H -

[0351]  SEjfsl] 8: ADCC A%

RN R BT, AT LR TR = A2 TL-2 WA KRR R/ A (NK) 41 e 5 3
ADCC 1887, VPl A ST IR Pk o
[0352]  NKAMERFT TL-20 1T NEA IR A

438 PBMC, 3F R AE &5 10% FBS [ RPMI FfE 4 CHRE 24 /P, 4R 5% PBMC N
P 2% FBS [ RPMI H (SRR = 50 mb) , K 10mL 4 o 8 iF ARG 7R LA, 7637 °C
B PBMC 2 /NI, SR RIS EE 4. B8 X 10°/mL, A 1000 U/mL ff) TL-2 B57% NK 41 g
48 /NI, B S IE B 9E 5-8 KL, ARG TR b .

[0353] A K40 i 73 14 71 ADCCiA %

MIE R E HNK 480, RS AE 50mL HETE A . F RPMIT 58 R R VeV 40 i 1 IR,
FAE 1200 rpm &0 10 7380, SRJ5H NK 40 f 85T B9 T bmL RPMI 583 7edk i, FF 248
LEAT RIS 27 BT, % NK 40 ot BObridb A 10: 1 (304 « BFRZ t. Fbrtidbr) NK 46 jig
BIMG 44 10 w Lt — CD105 AR MATRER AL, 75 37 CHEE 30 708h. X R A fs
ENOSEINE R EN LN OB IOR i 20
[0354]  W4E H ¥ H R4 (HUVEC 40 ) , %8, 7F 1200 rpm &0 10 40580, FFEH T T
5 mL RPMI 58435 9RdErh . FRRUEVR H AR, H B4 a7 T oM % RPML 1, 22 1 x 10°
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M /mL FERE . RJGHZIRIE R 5 Hg/mL IS EE4R 3 AM AE 37 "CHric B AR4IHE 1 /)
I, B J5 FH RPMIT 58 A5 3R 0EV 2 IR AR5 ERTEE H PR, I NK 4i g fLH . 7E 37
CHFE BAr4Ii /NK 4045 4 /Do B8 E LUS, 78 1200 rpm S04 5 738, Pk 4i i, If
FOHETE T DPBS i ] 450/530 nm (R / &S, 5 H 2, Pk A5 2 Ptk F 1)
Y MR I RS
[0355]  SEZjififs] 9: TRCL05 (31 CD105 Hifk ) il kIAa s MEvEAN

ARPNLETHTET 5 mg/ml TRC105 KWK 1AL R Fa e MR HIF] . WIEIISY
&R, TRC105 A LAk 45 22 45/ 25 mg/m1, 1 A (AT BH Sy o i) o [RIE, 2% 25 mg/
ml TRC105 1E K H T W VTR IR E o AEIXLERFFLUERE, VAL =ik 50 mg/ml TRC105
PR B PEAE EAA 7 mg/ml TRC105 F1 100 mg/ml TRC105 [ FE A &1 il 5] o
[0356]  F2/7

EHh (OV) O
[0357] ] UV Jeuléfedl e & FhAs e MR b B S R . e (7.0 mg/ml) 7E 280
nm OB 1 mm BFEEIEN 1. 13, $30 1. 61 ml/mgkem FIIHEHREL. % EH T%
WH PR A A . PRI E T ER R 0.0096 cm ST
[0358] TRCIOSHAREMEAE RN E .
[0359]  AFppHARE MERIFIE L B Luer BUE S 25 R 0. 22 50K Mi 1 lex JE2%, 2R )5 %5
G3oreE) 1 mL RF/NE . BASNIH T BRI S BRI R e e
BT CEERR e, HAERUR WA~ g & G U .
[0360]  TRCIOSHVZREI A FE .
[0361] iRk (F/T) FEaI 4 25 738, SR Ja Al 25 73 Bh, BiRIR 3 RS IR BT ¥k
YItE -80°C T,
[0362] 7R [FIVKAH 2 AR B A o R e A Rl . BENARRIAE S 5 100 KL ¥ HL
fitif74F 0. 5 mL Eppendorf & . FEAFENEA 0. 1% F68.0. 005% Tween 80 BRANFr 3K IV
PEF
[0363]  FEHEHFFUAE S HI 4 A R 350 mL, HARIC A B SSEE K T AR R ) 4C
AT, BhRC RS RESE T UL 150 RPM #1ER EBIRIR E. B S ol E /e Bk
IR AR b BARER ST 0. 1% F68.0.005% Tween 80 BY A KHIEMER.
FERAET R SAT IR E 24 /DI
[0364]  _K/HEBH A di%y7: (SEC) o
[0365]  Hfil&&A 0.2 MBER S BNvisal, BHAEA 1.0 MAESE LB 2 pHT. 0. TSK
Gel G3000 PWx1 4% (7.8 mm x 30 cm, 7 Mm!Piki # P0047-02PN) F T A e, 18] 1
mL/min L, FLEAR IR K52 A 280 nmo VESTAARBIN T 25 mg/mL A5 K 2 1L, HAHT
50 mg/mL FEEE A 1 BLo LRIV AI{ERRR — X S FE S 2 B 2 iTiE T, FIX St iE15 2150
MIRE . T A EHESLE Chromeleon 6. 08 k4T,
[0366]  E4H% IEF (cIEF) .
[0367] FAHE L (CIEF) 43 H7 i Beckman Coulter HARII PA 800  plush 5w fTik
HEAT o SEVEANIHER AT I Mack 28 N (Electrophoresis 2009, 30 (23), 4049-4058) . Jif
AN RA 30 em BKE (20 em ARAKE ) HHEBME GO wm NE) MEHRES

54




CN 104684580 A OB B 49/66 T

B EERAER) Beckman Coulter P/ACE™ MDQ £%4: (Beckman Coulter, Inc.; Brea, CA) i
1T PHEBME BT Gao 28 N (Unal Chem 2004, 76 (24), T179-7186) Frik i)y
R (NEBLRE ) [EE 2 BSR4 . T clEF FE R IA7E @ VR A 0. 25 mg/mL (1 H
(R 5 5 M P A T BRI RS e 3 PR AR e AR pT AR i i) 3M PR 38 —c IEF B IIVR &
YIKH 4% o KRESLFRSE 4.1 min BL 9.5 psi K VS E B, 2 8 2 5 K HiE A b
A% FEL A JFORT S A R TR N 25 kV B HE R 15 min MiEAT B . 2 DR o, FEBHAR
fi FORIAL 2 2 2 IR B 30 KV AL2% [ 52 30 mine pl FRicFl B )8R A 70 [ 5 45 B f
FHAE 280 nm B RERHATEIIN . S5 pI M pl ws. A pT FRifl i 3R1T K58 — VeI [a] (¥ iy
A7 R VR
[0368] &5 LA

o 1

¥ TRC105 FUAE S DI IR GG 2 =T 5 mg/mL IR . TEAEE AL 90 1 H 25 mg/
mL (R FIREHEAT . B FESRAE A0°CREAF IR . )2 ToAh 5, 2 5 #E T pH FIZZ iR
HErsem (K 2) o PP IR EERE 5 AR MR 32 B0 772 SEC. 7E 40°CAig A7 4]
ZJa, it SEC FRIBAAS BEim o T EEEANENAEE /M (K 3) . PraSIFeE
WAE I EA 2 T 99% Hi4%.
[0369] K 2. BFFT 1 HPPFAf ) TRC105 i3 iy 2 e

pH | phos His | frlemedt | zmb NaCl i BB
i (mM) | (mM) {mM) (mM) (mM) (mM)
FOI 71 20 0 0 130 0
FO2 6| 20 | 0 0 0 130 0
FO3 6 0 20 0 0 130 0
F04 5 0 20 0 0 130 0
Fo5 &1 0 30 o | 130 0
FO6 5 0 20 0 130 0
FO7 3] 0 0 20 130 0
FOR 5| 0 0 20 130 0
F09 5 0 30 0 0 0 740
Flo 5 0 20 0 ] 240
FIl | 5 o | 0 20 0 240
Fi2 6 10 ] 0 0 240
FI3 6] 0 10 0 0 0 240
Fi4 61 10 0 0 0 %0 120
Fi5 6| 0 0 0 0 80 120

[0370] 3. LEAIGRAIPIE (22) BYTR) ok EAFSE 1 5 @ SEC Il & 1 5 AR 58 42
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PRI 1) S 4

e | P Vit Wik i i
il e B oL WA 1A a4k oo JE Yo ik
FOl 7 0.32 99,54 048 9952
FO2 6 019 | 9970 0.22 99.71
FO3 6 0.19 99.78 0.14 99.82
Fo4 5 0.14 90,82 0.13 09,85
FOS5 6 0.19 99,78 0.28 9971
FO6 5 0.13 9983 021 99.77
FO7 4 0.11 99.86 0.10 99.88
FO8 3 0.11 99.85 0.26 99.72
F09 5 0.16 99 81 0.09 99.90
F10 5 0.13 9984 0.19 99.79
Fi1 3 0.15 9982 0.16 99,82
Fi2 % 0.19 9978 0.53 9945
F13 6 021 99.76 0.15 9981
Fi4 6 0.20 99.76 045 99,52
F15 6 021 99,79 0.21 99.77

[0371] IR TRC105 ZIEH g (K
[0372]  #F552

KA 1 G RET, Wil THR. BT 2 1, PP T84 4.0 22 5.5 11 pH
DL R L A Z PR ANFT AR IR £ o SEREI TR 1IR30 / Ao e L BLPE BRI ikt . B
BT 25 mg/ml BIHIFILAGE, BRI 50 mg/ml ) = lFH]
[0373] K 4. WS 2 TP PFAL K TRC105 w570 i 2 B

pH | @1 | His |Friehith | Zmik | 0ARNY | GoRar
il Mg/ml | (mM)| (mM) | (mM)
FOI 55 25 o 0 30 0 0
Fo2 is| 2 o 0 30 0 9
FO3 55| 2 o 30 0 0
Fo4 55 25 | 20 0 0
F05 5| 3 i) 0 10 0 0
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pH | Sif | His | FeRmdh | 2mih | oAleer | RESENE
il Mg/mi | (mM) | (mM) | (mM)
FO6 4.0 25 | 0 0 10 0
F07 5.5 25 20 0 ‘ 240 0
 FOR 5.5 25 20 0 0 240
F09 4.0 25 0 0 20 240 0
F10 4.0 25 0 0 20 0 240
F1l 5.5 25 0 10 240 0
Fi12 55 25 0 10 0 240
F13 5.5 25 10 0 240 0
Fl4 5.5 25 10 0 0 240
F15 4.0 50 0 0 10 0 0
Fl6 5.0 50 0 20 0 0
F17 55 50 20 0 0 240 0
[0374]  5F TRC105 FIARIE M, K i Beps i 7F 40 °C A7 VY JAT, DA B8 R BE DX 43 Pk o)

Mo AT T H A2 SEC,

[0375] & 5. FEATAAANEE DU I R) ok EIFST 1 ISR AR SEC & 1) B A SR S 1
K A &
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il LR LR Py
s | PHO| EE | eameik e Lk v BEUE % Lk
Fol 55 | LMk 0.17 G9R3 0.27 99.73
F02 45 | ZMk 0.10 99.90 0.16 99.84
FO3 55 [ migm 0.14 99.86 0.22 99.78
F04 55 | His 0.17 9983 0.13 99.87
FO5 45 | zmh 011 | 9989 0.14 99.86
FO6 4.0 | Zmih 0.10 99.90 0.12 99 8%
FO7 55 | His 0.15 99.85 0.13 99.87
FO8 55 | His 0.23 99.77 0.16 99.84
FO9 40 | zm 0.14 99,86 0.15 99.85
Flg 40 | 2@ 0.15 99.85 0.15 99,85
Fll 55 |BRms 0.16 99 84 0.30 99.70
Fi2 55 et 021 99.79 0.28 99.72
Fi3 35 His 0.19 99.81 0.15 99 8S
Fla 55 | His 0.27 99.73 0.16 99.84
Fis 40 | Zmt 0.17 99.83 0.16 99.84
Fl6 50 | zmik 0.19 9981 0.85 99.15
F17 55 | His 0.24 99.76 0.26 99.74

[0376]  LF9T 1 P B AISRALL, JLF B il (0 005 B8 e 1 99. 5%, HLA4E 40°C 1
MHZIE (K5) o — DR ERE RN B4, 1K F16 s BT BTN IZAE fhok G
XIEE RS R, iR, AER T pH 5.5 M ZERE: pH 4 RUFH4LE % FAMRIF
SEME. BT AR EEARBIN S, K HE N — 5 e BB
[0377]  JXEGFEFILAE B E SRR (CIEF) HHT/HT. cIEF MK 3k Otk
HONS %o XLAE W] I A S K2 pT {H (R 6) .

[0378] K 6. FEAIUAAIIY I 8] R HFST 2 1K) TRC w57 -1 34 pT {8
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Wl pH 22 M v E L] 4J4
Fo1 55 | zmik 8.97 888
F02 45 | Zmh 8.76 8.94
F03 55 | mlgmthk | S84 | 888
Fo4 55 His | 894 £.88
F05 45 | zmik T8 | 887
F06 40 | zmik 8.86 R.80
FO7 53 His ®.87 28R
FO8 55 His 8.93 887
F09 40 | zmik 892 8.90
F10 40 | zm 892 892
Fii 35 Fregma ik 8.96 287
FI2 55 | mwmmih | 892 8.85
F13 55 His 891 8.90
Fl4 5.5 His 8935 892
F15 40 | zm: 8.90 8,87
F16 50 | Zmik: 8.90 886
F17 55 His 895 893

[0370] G, ATATHIFI T {EAIZZ AN, RIMEBLIE, BRI, 2B f Asp P00 Asn flI%E
RIS, XD (3 6) o [AIE, TRC105 FIX L IR B R EARE 1 (BRI, 1R D sk BA 2R
) FLZERGE IS (T, B A B RIR D ST IR )

[0380] LA L. i BRI I 15 S0 S R BRSO

[0381] 2 7. {E~25F ~ 50 mg/ml [ ZERALRIZE IR I TRC105 [RIZIAHKFE

d pH figs) B (cS1)
20mM zZ@ ik 4.0 251 1.19£0.01
4.0 518 1.53£0.01
20 mM 41988 5.5 23.8 1.22 £ 0.01
5.5 47.6 1.65£0.04

[0382]  FLZAF 50 mg/ml, TRC105 KILH/NTF 2 St (AL E, Hat (K 5 | A5t FBR i ab 2
Fie H R AT (S0, R 7).
[0383]  AAEAHT

BRI BT H F X o A FRAR 2 MR R, (e AR S A E B ME— N . RAm
TR AL WL, HL 000 5o 3 T N B U o XA B R S R Rt (F/T) FRBREE
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f7.
[0384] 8. LL150 rpm BikE 24 /N TRC105 A1 UG B A BE 3t SEC 1 #
TE. PrAEMEISIRERE 4°C
i LEETER HWE Btk Q) Yk (S)
[pH 5,20 mM Z Mk E 35 99.84 99.84
- F68 25 99.83 99.83
PS80 25 99.81 99.82
pH 5, 20 mM Z, /& 1k * 50 99.82 99.83
F68 50 59,82 99,82
PS80 50 99.81 99.83
pH 5.5, 20 mM His £ 25 99.75 99.76
F68 25 99.74 99.76
PSRO 25 99.76 99.77
pH 5.5, 20 mM His *® 50 99.77 99.75
F68 50 99.76 99.75
PS80 50 99.76 99.77
[0385] i 5 SR A VA B W4 2 1), Horb A dGRIAR B = T 99. 7% Bk HL SR

BAHBEER (£8). WINFMEIGETER, i Pluronic F-68 HZE ILIFLEEHS 80, 1BL T KA
Bhak A 0 bt 5 As e vk
[0386]  //THI%

AT TRC105 Xof S 1] A8k PRI B8RRI () 58 — 0T 500 e 2 i T S SR VR AAIE B o I AN 4
BERT T (RUK - K BRI S, SR 7 56T TRC105 FE A=A ] LIA T
bt S5 73 BT B AR IS 3 I R AR B AR R o
[0387] K 9. 452 0.3 F1 5 A F/T 1 TRC105 HIFIAE L SEC [ sk & .
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i gt | 0| orme | s | A
Mg/m

pH 5, 20 mM £, # £k x 25 99.86 99 83 99.82
F68 75 99.84 99,81 99.82

PS80 35 | 99.84 99.83 99.80

pH 5,20 mM Zmih | K 50 9981 9964 59,80
FGR 50 99.81 99.68 99.81

PS80 50 99.82 99.65 99.80

pH 5.5, 20 mM His % 25 99,79 99.74 99.72
F6R 35 99.79 99.75 99.73

PS80 25 99.76 99.74 | 99.74

pH 5.5, 20 mM His & 50 99.76 9979 | 99.75
F68 50 99.75 99,82 99.73

PsR0 50 99,75 99.79 9973

[o388] EEF/TIAHEHRMAEEEILFERAZL (FR9) o S NIFEUFRI AL, B N i 5,
Wi Pluronic F-68 BUER L ALEENE 80, WA MURELE F/T IR G A e M o & R HHEEun, %
A IE %28 TRCL05 TR S i H45 ( F FE B SR s Pk o PRI, R s PR AS TR Z2 TR
AT o
[0389]  fiftiA

TE 15 50 mg/ml FRIEE IR FEXT TRC105 AT MR LI 7T X Rl EE B A SAE I,
BRI SEC M BRARS B A DR K, HE2AE 40°CHEF IR G . il SEC e WA E
TR B . AR, cIEF 23 M7 2o, WL BIHE IR pI (1) FUR /N, R EIAELT 18 1) pH Y [
(4.0 2 5.5) MIMEBERES Do BAA X T B A% Bk BAER , 22 B TRC105 [ 1Ak il 5]
AT BRI
[0390] A EEMHIFIRA pH 4. 0 B LR ERGZ BN pH 5. 5 (L SRR 2% ), 3% [F) 1L Y
i T B B 1 S ke T AN AR e )
[0391]  5jitifsi] 10: TRCLO5 il 1) 14 HAe e 1 PRAN

AT KA E VRO DLSAIER 5T 1 R 2 Fr g5 R . 38 10 T SERI H550FE i fili 77 45 5°C
25°C,
[0392] 3K 10 : FH T uEBoTHI 5]

RS bail =0

FO1 pH 5.5, 20 mM {AEER, 240 nM ¥ 3KE 25 mg/ml
FO2 pH 5.5, 20 mM £AEER, 240 oM LI BLIHERY 25 mg/ml
FO3 pH 4.0, 20 mM ZERE:, 240 mM L ZUBEES 25 mg/ml
FO4 pH 5.5, 20 mM {AEER, 240 nM ¥ 3HE 50 mg/ml
F05 pH 4.0, 20 mM ZER%:, 240 mM JG3HE 50 mg/ml
F06 pH 5.5, 20 mM ZAEER, 240 nM ¥ FHE 100 mg/ml
FO7 pH 4.0, 20 mM ZER%: , 240 mM JE3HE 100 mg/ml

[0393] £ AL
BFRIAR HIFNE 5°C IS — R, 76 25°CVEfh 6 A B FE . 78 5°C, B 5T
61



CN 104684580 A OB B 56,66 i

RIVRATF o FTAFEAEIZBIT SR BT I 0 AR SR I8 I G S, BrA il
) pH (ELE BT TURFFSLT R FFEE (2203 1L 12) o fELE HARmE & 0. 1 % 0.2
B, AEARFFRSE » TCIB IR BEERE, JIL UV W52 (BT RN BEGLAE FIARMEL ~3-4 % PY{RFF
fEE (WA 11 12) o IREAE LR FUERE A B8 18 5°Ciliid SEC HL /A4 2K ix
N (Z R 13), 3 Hifi ik cIEF b2 /)y (203K 16 1 16) « 5 FrvE 45 31
FHLE, A CD105 454 ELISA £ 50— 8454k (BRT FO5 [MAIA64 AL ) , (BT A fEIA7E 50 %
A 150 % [ Z AR W, 3K 5 BLTSA JU5E (1wt Be— 2 (Z WA 17) o CE-SDS TR 145
SRR AE 5 CAEIE — SRR D, TR RE R 5 2B MRS (SRR R ) .

[0304]  JUEFREAZAE 5°C IRIRE S R AR AL, (L0370 2 40K 25°C R iR e M FLAT
Wi, S AEARE RN, S ZIRE R R G I (FO3.F05.FOT) B LL S A2 M
et (FOL, FO2, FO4 A FO6) [ 73 L AR B K> (S MK 14) o AR, B
WL 0T B RN SR S . B 100 me/ml. 7 (FO6, FOT) 511110 50 me/
mL XA (FO4. FO5) 7EEATT) SEC MEDLFN ¢ LEF Akab 7 THIAH 4 6

[0395] & 11. £ 5°CH pH AL mg/mL (¥ UV WS

W ¥k E ] 6t H 124 i
pH | fz | pH | WIE | pH | #IE | pH | Wi
FOl 536 25 5.6 24 56 27 3.6 24
FO2 56 | 24 | 55| 23 | 56| 25 |56 25
FO3 42 | 25 | 42| 25 |43 | 27 |42 2
F04 56 | 50 | 56 | 51 | 56| 54 |55 52
FO5 42 | 50 | 43 | 52 | 43| 54 |42 | 32
F06 56 | 98 | 57| 99 | 57| 104 | 56 | 105
FO7 43 | 99 | 44 | 102 | 44 | 108 | 43 | 102

[0396] K 12. 7E 25°C ¥ pH FILL mg/mL 118 UV W

7w Ll ITH 6 H 124 A

pH | #u | pH | e | pH | wos | pH | fu
FOl wa | nia | 56 | 25 | 56| 27 | 56 26
FO2 ‘na | n/a | 56 | 24 | 56| 25 | 56 24
FO3 na | na |43 | 25 | 43| 27 | 43 26
F04 na | na | 38 | 50 | 56| 33 | 36 51
FOS5 wa | na | 43 | 53 | 43| 53 | 43 52
F06 na | na | 57 | 100 | 58 | 105 | 56 | 103
FO7 na | na | 44 109] 45 104 44 103

[0397] 3K 13. 7E 5°CHI /MR (SEC)
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i Yo L1k
Vil 3N H 6 H 125
_____________________________ T
F02 99.37 9937 9934 99.37
FO3 99.37 99,35 9931 99.24
FO4 99.35 99.33 99.32 99.31
F03 99.38 9935 99.31 99.24
FO6 99.24 9922 99,19 99.18
FO7 99.35 99.29 9923 99,17
[0398] 3k 14. £ 25°CHIA/MFFH €IS (SEC)
il Yo LK
i 3TH et H
FOI 99.36 99.27 96.37
F02 99.37 99.28 96.25
FO3 99.37 96.02 93.64
F04 99.35 99.1% 96.51
FO3 99.38 96.07 93.70
F6 99.24 98,99 96.23
FO7 99.35 96,02 93.84
[0399] 3K 15: fF 5°CHJ cIEF- *F-# pl
il FBpl
i 3N 6T H 124 H
FOI 9.0 8.9 9.0 9.0
Fo2 89 8.9 8.9 9.0
FO3 89 89 9.0 9.1
F04 89 89 8.9 9.0
FO3 29 59 89 9.0
FO6 89 8.9 8.9 9.0
FO7 89 89 8.9 9.0
[0400] % 16: 7F 25°CHJ cIEF-F) pl
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il Fipt
1 3T H 67 H

FOl 9.0 8.9 9.0
F02 89 9.0 8.9
FO3 89 8.0 8.0
Fo4 8.9 8.0 8.0
F05 89 8.0 8.8
F06 8.9 8.9 8.9
F07 8.0 89 8.9

[0401] % 17: 7 5°CHICD105 Z54 ELISA

B CDIOSES Sl

) Vi 61 F 124 H
FOl 101 94 68
Fo2 90 50 9
F03 124 NT 77
Fo4 123 97 74
FO3 179 NT 9%
FO6 93 1 95 05
F07 100 NT 86

[0402]  SEEfH] 11: 4 mg/mL TRCLO5 lIF 1K BAFa 2 MEvENY

SR EH A 145 mM AL 8 (pH 7.2) 187 17 mM B % 3h 22 v b LA 4 mg/mL B fh 1
TRC105 (#t5 FIN-0536) HEATHE PERFIT. Fae PR 10 =+ N HAEHER A7 4 (2 —
8°C) wH, HEUEH—A HLE 25°C / 60% RU [N & n] . e S0 230 T R &,
X FHEAT AT AT I e W8 31 525 AL . R, IR BB R 9T 8 I, Afk4F T2 - STH, fER
A 145 mM &ALEN (pH 7.2) 1917 mM BERRERZE PP LA 4 mg/mL LI TRC105 FE &2 /b

36 ™MH.
[0403] K 18: {fE2 - SCHHEL AT &IFEA7 I TRCLOS AR E TR
iR ks 6 1A 9 A 12 4~A
SRR BELBER. BRREL T |EBEEAER AAFEEMTRME. |EELEEE AFERNatit. [(BEXEER AFEEHNas
FERRE . oo
IE T B 4 SDS-PAGE S5&%HN 55%H4 5554 5554
JTJE M SDS-PAGE 98% 96% 97% 98%
IEF 5554 55%H4 55%M4 55%M4
SEC-HPLC 96. 62% 96.97 % 96.91 % 96.77 %
JBid ELISA fJ (D105 45&  |#EEMREN TSEMER [ SEERMEN TEEMERL 110%  |#&EEEN TSEMERN 104% (% &EMEREN T SE kR
ff) 88% i 91%
UV G (Ay,) 4.3 mg/mL 4.2 mg/mL 4.2 mg/mL 4.2 mg/mL
pH 7.2 7.3 7.2 7.2
THE M FPAF RIMIAE] RAZ] i
[0404] % 18 4E
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PR 181~ 24 A 30MA 36 1A
SR BBELAER AFERM a6 |EELAEE, AR FE TR . VRGN, BANFEEEAMR. |EELEER, B RFETERR.
(oo
T B SDS-PAGE |55 %424 55%H4 55%M4 H5Z%MEH
T JE 4 SDS-PAGE 97% 96% 97% 96%
IEF 5554 55%H4 55%M4 5554
SEC-HPLC 96.32 % 96. 86 % 96. 60 % 94. 04%

I8 1§ ELISA # CD105| 4 & & M 2 AN T 2% bRk i | 4 &V M RARXT T 28 m M i 136% |46 & FE M RAR T B4 bk a1 88% | 46 75 M R AR T 2% bRl M i) 105%
&E 3 88%
UV IR EE (Asy) 4.2 mg/mL 4.2 mg/ul 4.2 mg/uL 4.2 mg/uL
pH 7.2 7.2 7.2 7.3
T KRB JE i R JE
[0405] % 19+ 7225 'C/ 6O% R FATIRE77 & PO 5 FIN-0536 FO e PEACHR
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CN 104684580 A

gL z°L Hd

Tu/Su Z Tu/Su ¢y (V) EF AN

%16 LW HNY g L IXH B 5 %88 LHYHNA & | [WHY T T L E 57 S8 601aD LH VSI'Td LAY
%SV 96 %Z9 "96 J1dH-0dS

RlEES Rl EES ddT

%96 %86 49Vd-SAS T v

Rl EES Rl EES d9Vd-SAS F & PE

PTG (o [ B N H R T B

TR T BT MR I L

Nt ST

B0

Sl

itk

SEC-HPLC F1 UV [#) 43 #2755 SEHEAR] 9 WP Hfdb i FE 7 2 AR [R] 1) » CD105 254 ELTSA

[0406]
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(5 BT S5 SE R 3 R AR 2 AH R . JERE JR T SDS-PAGE i JR 1 SDS-PAGE Fil
IEF M MR e an s o
(04071 FEL SR 25 FI RN SDS—PAGE, Z S M 4 (2

S Al A FH 28 O I R e i A bk 2 T AT VA o BRI AR RS R 0 i o A T
FIIE A 4-12% Bis-Tris SDS [FEERS. SDS A& M B 1 2 v55, Ho 5 8 (AAH BL7E F DA st
TS Ao XL A WRRIE S A KNI 0 o 3 N I e R e e, A 1948/ B A B
KRBT P FEhRdE S R S AE v B B Re S b se UsAT)a , Bl %
Th i e, IR A A P45 R T
[0408]  AEANINIR il A P AF A G €0 (KR X B T e 5 ) S VA o o IR Bl R ke
TZESRF I BN E At WRRHIA 012 (kDa) HET 52 FEirid itk
T
[0409] 2B HEEE 119 SDS-PAGE, % S Hr e

TR JRBE SR ) SDS-PAGE J5ik 5 1. 3. 2717 ( 130) H THE AR S TR AR TR, Horp
B IR (LR /7 IRIRAY N 0 B LURE AR D S DA R A SRR R ) o o T IR
JRER A, B RN (50 mM) RN ERER IS %, SRIGLE 85 C N T2, MisfTib R &
I KPR I R 1B AT G2 P
[0410] kK FEBIFELE (IEF)

AL N EE BRI HAR S S . 7R BRI AR 2 [R) 8 7. pH R AE, B
AR pHAE R A e TR A A PR, e AT ol ar ERMEMN T
Hopl W O AER N T, pH AR AR AR B IEB I ET AT S
Lo FITRFR P9 S AR KT T 2 T8 o A5 P 2 AR S 1 S5 i SR A K IR
O ge sy, AEANRE S R AR I T UE R 25 I e VA o o A I TR S S T
BUE b eI E &A1 pl FRE {H.

[0411]  Sjlafsl] 12: 45 B e e AR

ZSEHEB R T BN R E I 2B A 2 A0 i 1T JARESY, Frid it st 1
PEOLAE 4 B s B3 PP — CD105 Brik iz MM IV PG . 83 T K8 100
22y 800 £ 3, ¥4 50 £ 400 {7 B35 LR IRIT AL, L 50 24 400 A7 F LA %
R o BT B0 pi e 9 8 e FH e ik 9 B R0 0. 1 2240 10 mg/kg IIPT CD105 HLik
S A RSl 6-10 AN A, W LAFEATE 4l 4 AL 257 vk . BT 4L R ml {8 A VEGE
TR o AT A I I TRIVE PRS2 24 6 AN H B2 5 4E, N&E I 5 S2yr B I AE I B i 9T 45 R
W ATR. B R BT -

TR B N NER, — AR H AR EIEH ST - CD105 Hiik by AL TXT 18 1gG
(10 S 2 R 3
[0412] W] DAVPAl (/R B 45 5L P A0 4R < 25 Fep 8] ) Pfeq o SR I ) L A7 28 TR
FASEE AR TR B, 67 T LA b gk e (BRI, 453 ) , sonT LU B . AR
Hh s A AN b, BT DLOG TN R [ — Ik 22 I, I A B IR A ) B AR LA T
D EIE s> AN R Rk A/ AR AT RS
[0413] Szl 13: "B A AR IR

A S HER T BEALAL I RS 1 2 RN B 22 PR R TT BRI ST, TR AT 9T 20 %
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T TR U B B g i (B ) R P i— CDLOB FUARI 22 2 PR R DA I8 V-4 o
FHZE T REL 100 24 800 £ 3, B4 50 47 400 A7 B & 3B EIBIT 4, KB4 50 £4
400 {7 B F BRI AR i LN AL B 1-3 A, ik N e FH =R = T -
CD105 Ptk (£ 0.1 22y 30 mg/ke) BRI, #774E 3-6 MEH, sRERIUERE. thn] BIAE 2
AT AP AT TR . AR AP E AT A VEGE #0355 Al i 5 It 8] 5 [ 2 £
6 N HZL 54, N E G 8T A WAEV DS 4RI froR . BAMUEE REE T -

FEGEREL LR . — 5T B AR UE A BT -CD105 Bk G 7 Ja AH L T2 8
S TC I AT 5 B3
[0414] W] DAVPAL (IR 2 45 8 FEAUTE < VA5 e S IR ] L e 08 2 N ] L A7 28 P L 1)
FHAS = E AR o 50, vy n] DABH B 1k J (BRI, 4553 ), BT LS 3 . AR
S, W DA T IR 1 — I 22 I, W A B e O g ek B AR I T gk
b CEIWE D AN RSO D/ BRI RE
[0415]  SIjtdsl 14: FHF4m Mo g il A 46

ARSI T BENAL R B E 1 2 BN R 2 Ao i TT BRI ST, T il o 48 %
TR A e (e ) AR E Fdl - CD105 PLik i 22 4= 1 A Zh 3 K1 28 VF
filio FHUCT KEZ) 100 £4) 800 7 H i, K4 50 4 400 £ B LR IRTT 40, B4 50 &
23 400 f7 2B I 2 B AL. AL #RT AT VEGE #0055 B il 46 i LS 41 <5
1=-3 JAl, i bk P it FH = SRR B BT — CDL05 Hifk (29 0.1 249 30 mg/ke) Bz, sl E 2
HERE . fHIN I [RIVE 22 6 A~ H B2 5 4, W& H I G 897 i WE P 7T 45 R
Firs. BAMOERERZWT -

FEGEREL RN . — DT B 2R A 51 -CD105 Bk a7 Ja AH EL T2 8
F eI A7 v B o
[0416] W] LAVPAl (1) R B 45 BL B P A0 46 « NV Fep S5 [R)  piJeq 38 g I [R) L G A7 28 P2 E I
FUAST B AR Ao a0, 677 7] LA 2k e (BRI, 4550 ) » sion] DL B . B4R
A S, P DA TR IR 1 — I sk 22 I, W A E R e O A ek B AR T T ek
D CEIE D AN RSN/ B A R BE
[0417]  SEjtifs) 150 ORI BRI

A SRR T BENAL R B E 1 2 BT R 2 Ao ) TT BRI ST, i il o 48
T T E BT SR S I R i — CD105 PR 22 A R D 3w b TG » 3835 T K
Y 100 225 800 £ £ 3, £ 50 £ 4 400 A7 A 0 B 23677 41, #5240 50 245 400 A7 35 4
ic 2 22 R . TR e i DU Rk A 1-3 JA, Bk P it A 2 B 57 = A A 9T - CD105
Puik (£90.1 22 30 mg/kg) sz RIF, Fral 5 M. Wa] LAEMASIRTT A L2
7k PIAIRTT ALrp &R a] A VEGE 3057 Al o i [ B2 240 6 A A 24 5 4F,
EH WG 8T IE AN TS W TR . BAMKg REBR T -

FESEREL « LRSI B2 U P -CD105 HiikiayT e Mt T-%
R et A iE i 3
[o418]  m] LAVPAL (IR 45 R 5 e AFE < NV A5 R SE IR A L e 108 R IR ) L A7 05 28 P LK)
FIA =B AR FAT o B, vy n] DABH B gk Jg (BRI, 4523 ), 80nT LA 3 . B4R
SN, A DA TN IR ) — I 22 1, 0 A H R R DA sk B AR I T Rk
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b CRIE R AN B RN/ SR TG
[o419]  SEJifA) 16: 4F RS AHCME B DEAS R (K16 7
I
W B A NTER DT - CD105 HUAABON FEFTAA, 1677 I HH AR B AH IS 25 T AR 1 ) £
s LR BT L3R A2 i A8 T it 8 B AR I i 2 1
[0420] 1R NVGIT RIS — 3, a2 2R S, DUE IR R 54 . IR B A4 AR
BE (R A A v S AT v 2 2R B BB 2 R A A 2 R P R AR (T
MR IERT ) R 2 IR AR  FOLR ME & AR G T R Z 3 AR M
FECARAT A RIFHEI &
[0421]  {EMIPH A LS, F 0 b BT adk ik 35 305 A P v S 25 77 5B ISR B HH AMD R 52 52 i )
R o an AR AR SZ 500, ] DL a7 eAT. R AV 5 A 697 BIIR
[0422]  JRI7JE,ESE— (1) R (2) REBEE (D) RGBT (15) KRB =1 (30) K
MBS+ (60) K, MG 2 4R H A S IR . BUOAE R IK AT Rl , B N AfE G
T iR PIHAT 2 I A fER MR A H, I AR I s At . 5o 4h A R TR &
¢4 RO MR A5 PR B A, A0, M U SR PR 5 B A MBS o e, 0L S A A A A Ol AR
R JE TR AN O 3R MBI 52 B, 3 S I ) A6 o 201 AMD IR A2, DL SRR 4 )i T
PR MLV B )« RPE JU 525 L B2 1 10 0 JIE A A R A7 A1 5 B3R St (R IO T S A= I A B ) 47
1o AR MER BN B R A M TE SR, W] s EAANRIRTT o A] LARE R sk H 45 784k
FIRTT o A6 MRIER ST 20, AERIRIG YT LS, TR 1-6 A~ H 8T 5 82677
[0423]  ZH _HIF5Y
H Y < 0 S B A N BT — CD105 HTAR A 136 7 37 A2 1L A8 1 48 I8 A 50 1 25 D A 1
(AMD) HJZh%% . Py S rh SR s H VEGE S50 o
[0424]  J5idk  HATUS E AMD 158 T Wbk 46 JE0RT I8P A2 i (CNV) 1 50-500 7 i (50-500
HIR ) LRI 2 5T
[0425]  FRIRVES BIARUE AR, BEBE P AE AR A4 A S B R (CRT) Xm0 %2/ 100 7
K BBE A I IR AR R 222 5 AR B R AL ONV BB s B H . 32
LR BT, 15 124 HLVGE DT 15 M A RERAL R Ee . 78 1 F LA I, SR 1
5-12 A H WA, AT S5 A I FRTPR ARS8 00 2 R R R A 2 o
[0426]  SEELRARNT L, & AN FFIE CRT. 0 RAR G / 804 & i EIfER
[0427]  SEjids) 17: AYEAL — 22 Sz Bk v 41
I3 BN 2 S B2 BT CD105 HLAR ] UL & HAA 1 SEQ 1D NO: 11 Rz SR 7
FI) B RE AT AR DO ELAT 31 SEQ 1D NO: 12 By & R me 71 (K R e ] AR X
SEQ ID NO: 11: Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Ala Trp Met Asp Trp Val Arg
Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly Glu Ala Arg Ser Lys Ala Ser Asn His Ala Thr
Tyr Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr lie Ser Arg Asp Asp Ser Lys Asn Thr Leu Tyr
Leu Gin Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys Thr Arg Trp Arg Arg Phe
Phe Asp Ser Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
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SEQ ID NO: 12: Asp le Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
Asp Arg Ala Thr Ile Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gln Gin Lys Pro
Gly Lys Ala Pro Lys Pro Trp Ala Tyr Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr le Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr
Tyr Cys Gln Gln Trp Ser Ser Asn Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Tle Lys
[0428] AUtk — 2 foyse B K AR AR R il 1 549 45 , (HANFR T+, SEQ ID NO: 13,1415 Fi1
16,
SEQ ID NO: 13: Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Glu He Arg Ser Lys Ala Ser Asn His Ala Thr Tyr
Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr lle Ser Arg Asp Asp Ser Lys Asn Thr Leu Tyr Leu
Gin Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys Thr Arg Trp Arg Arg Phe Phe
Asp Ser Trp Gly Gin Gly Thr Len Val Thr Val Ser Ser

SEQ ID NO: 14: Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Ala Trp Met Asp Trp Val Arg
Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Gly Glu He Arg Ser Gin Ala Ser Asn His Ala Thr
Tyr Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr lle Ser Arg Asp Asp Ser Lys Asn Thr Leu Tyr
Leu Gin Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys Thr Arg Trp Arg Arg Phe
Phe Asp Ser Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

SEQ ID NO: 15: Glu Val Gin Leu Val Gl Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
‘Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Ala Trp Met Asp Trp Val Arg
Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Gly Glu He Arg Ser Arg Ala Ser Asn His Ala Thr
Tyr Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr Leu Tyr
Leu Gin Met Asn Ser Leu Lys Thr Glu Asp The Ala Val Tyr Tyr Cys Thr Arg Trp Arg Arg Phe
Phe Asp Ser Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
SEQ ID NO: 16: Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe The Phe Ser Asp Ala Trp Met Asp Trp Val Arg
Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Ser Glu He Arg Ser Lys Ala Ser Asn His Ala Thr Tyr
Tyr Ala Glu Ser Val Lys Gly Arg Phe Thr Tle Ser Arg Asp Asp Ser Lys Asn Thr Leu Tyr Leu
Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr Tyr Cys Thr Arg Trp Arg Arg Phe Phe
Asp Ser Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
[0420]  AJ5Ab — 2 A sie ik ) FOAth A B A 1k S ) A0 6%, (BASPRR T, SEQ ID NO:17.18.19.
20.21.22 1 23,
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SEQ ID NO: 17: Asp lle Gln Leu Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
Asp Arg Ala Thr Hle Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro
Gly Lys Ala Pro Lys Pro Trp Ala Tyr Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr
Tyr Cys GIn Gln Trp Ser Ser Asn Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Tle Lys
SEQ ID NO: 18: Asp lle Gin Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
Asp Arg Ala Thr lle Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro
Gly Lys Ala Pro Lys Pro Trp He Tyr Ala Ser Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr te Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr
Tyr Cys Gln Gln Trp Ser Ser Asn Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys

SEQ IDNO: 19 Asp lle Gin Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val 1‘.}%}*
Asp Arg Val Thr lle Ser Cys Arg Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gln Lys Pro
Gly Lys Ala Pro Lys Pro Trp Ala Tyr Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr
Tyr Cys Gin Gln Trp Ser Ser Asn Pro Leu Thre Phe Gly Gly Gly Thr Lys Val Glu He Lys

SEQ ID NO: 26: Asp lle Gin Leu Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
Asp Arg Val Thr e Ser Cys Arg Ala Ser Ser Ser Val Seér Tyr Met His Trp Tyr Gin Gin Lys Pro
Gly Lys Ala Pro Lys Pro Trp lle Tyr Ala Ser Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
‘Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr lle Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr
Tyr Cys Gin Gin Trp Ser Ser Asn Pro Leu Thr Phe Gf‘ly“mym{lzgf‘ Thr ][ng Val Glu lle Lys
SEQ ID NO: 21: Asp lle Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
Asp Arg Val Thr lle Ser Cys Arg Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro
Gly Lys Ala Pro Lys Pro Trp He Tyr Ala Ser Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr lle Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr
Tyr Cys Gin Gln Trp Ser Ser Asn Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys
SEQ ID NO: 22: Asp lle Gin Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
Asp Arg Ala Thr Tle Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gin Gin Lys Pro
Gly Lys Ala Pro Lys Pro Trp Ile Tyr Ala Ser Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr
Tyr Cys Gln Gln Trp Ser Ser Asn Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys

71



CN 104684580 A OB B 66,66 T

SEQ ID NO: 23: Asp lle Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

Asp Arg Val Thr He Ser Cys Arg Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gln Gin Lys Pro

Gly Lys Ala Pro Lys Pro Trp Ala Tyr Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser

Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr lle Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr

“Tyr Cys Gln Gin Trp Ser Ser Asn Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu lle Lys

[0430]  AJ DA LA A 7 2 S IR sl I Ath 75 2SIt A ST P F6) I e 7 2 1K) 77 T AN I 29 LK
PRECIEACRRAE . PRI, ZEBRIE R A 77 7% A A N 2, HAS R BR i i, e H A,
Fo ¥ NS0 S 008 SUPSE [ 1 P A2 AL
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<110>

<120>

<130>

<140>
<141>

<150>
<151>

<160>

<170>

<210>

211>

<212>

<213>

220>
223>

<400>

Gln Ile Val Leu Ser Gln Ser Pro Ala Ile Leu Ser Ala Ser

1

Glu Lys Val Thr Met Thr Cys Arg Ala Ser Ser Ser Val Ser

B IES

TRACON PHARMACEUTICALS, INC.

DU S L HTE

35882-714. 601

61/697, 111
2012-09-05

23

Patentln version 3.5

1

106

PRT

N7

NTFH R A 2 Ik

1

5 10

20 25

Pro Gly
15

Tyr Met

His Trp Tyr Gln Gln Lys Pro Gly Ser Ser Pro Lys Pro Trp Ile Tyr

35 40
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Ala Thr Ser Asn Leu Ala Ser Gly
50 55

Gly Ser Gly Thr Ser Tyr Ser Leu
65 70

Asp Ala Ala Thr Tyr Tyr Cys Gln
85

Phe Gly Ala Gly Thr Lys Leu Glu
100

<210> 2

211> 107
<212> PRT
213> AT

<220>
223> NTFHRIHEE A s Ik

<400> 2
Arg Thr Val Ala Ala Pro Ser Val
1 5

Gln Leu Lys Ser Gly Thr Ala Ser
20

Tyr Pro Arg Glu Ala Lys Val Gln
35 40

Ser Gly Asn Ser Gln Glu Ser Val

Val Pro

Thr Ile

Gln Trp

Leu Lys
105

Phe Ile
10

Val Val
25

Trp Lys

Thr Glu

74

Val Arg Phe Ser Gly Ser
60

Ser Arg Val Glu Ala Glu
75 80

Ser Ser Asn Pro Leu Thr
95

Phe Pro Pro Ser Asp Glu
15

Cys Leu Leu Asn Asn Phe
30

Val Asp Asn Ala Leu Gln
45

Gln Asp Ser Lys Asp Ser
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50 95 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 3

<211> 118
<212> PRT
213> NTJ7%)

<220>
223> NLFHIHEA A 2 ik

<400> 3
Glu Val Lys Leu Glu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Met Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Ala
20 25 30

Trp Met Asp Trp Val Arg Gln Ser Pro Glu Lys Gly Leu Glu Trp Val
35 40 45

Ala Glu Ile Arg Ser Lys Ala Ser Asn His Ala Thr Tyr Tyr Ala Glu
50 55 60
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Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser Ser
65 70 75 80

Val Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Gly Ile Tyr
85 90 95

Tyr Cys Thr Arg Trp Arg Arg Phe Phe Asp Ser Trp Gly Gln Gly Thr
100 105 110

Thr Leu Thr Val Ser Ser
115

<210> 4

<211> 330
<212> PRT
213> AT

<220>
223> NTFHRIHEE A s Ik

<400> 4
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
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Leu
65

Tyr

Pro

Val
145

Tyr

Glu

His

50

Ser

Ile

Val

Ala

Pro

130

Val

Val

Gln

Gln

Ser

Cys

Glu

Pro

115

Lys

Val

Asp

Tyr

Asp
195

Val

Asn

Pro

100

Glu

Asp

Asp

Gly

Asn

180

Trp

Val

Val

85

Leu

Thr

Val

Val

165

Ser

Leu

Thr

70

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr

Asn

95

Val

His

Met

135

His

Val

Tyr

Gly

Pro

Asp

Gly

120

Ile

Glu

His

Arg

Lys
200

Ser

Pro

Lys

105

Pro

Ser

Asp

Asn

Val

185

Glu

77

Ser

Ser

90

Thr

Ser

Arg

Pro

Ala

170

Val

Tyr

Ser

75

Asn

His

Val

Thr

Glu

155

Lys

Ser

Lys

60

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

Val

Cys

Gly

Leu

125

Glu

Lys

Lys

Leu

Lys
205

Thr

Val

Pro

110

Phe

Val

Phe

Pro

Thr

190

Val

Gln

Asp

95

Pro

Pro

Thr

Asn

Arg

175

Val

Ser

Thr
80

Pro

Trp

160

Glu

Leu

Asn
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Lys Ala Leu

Gln
225

Leu

Pro

Asn

Leu

Val

305

Gln

210

Pro

Thr

Ser

Tyr

Tyr

290

Phe

Lys

<210> 5

<211> 10

Arg

Lys

Asp

Lys

275

Ser

Ser

Ser

<212> PRT
213> NTJv4

<220>

223> NLJPHHEd & Rk

Pro

Glu

Asn

Tle

260

Thr

Lys

Cys

Leu

Ala

Pro

Gln

245

Ala

Thr

Leu

Ser

Ser
325

Pro

Gln

230

Val

Val

Pro

Thr

Val
310

Leu

Ile
215

Val

Ser

Glu

Pro

Val

295

Met

Ser

Glu

Tyr

Leu

Trp

Val

280

Asp

His

Pro

Lys Thr

Thr Leu

Thr Cys

250

Glu Ser

265

Leu Asp

Lys Ser

Glu Ala

Gly Lys
330

78

Ile

Pro

235

Leu

Asn

Ser

Arg

Leu
3156

Ser

220

Pro

Val

Gly

Asp

Trp

300

His

Lys

Ser

Gln

Gly

285

Gln

Asn

Ala Lys

Arg Asp

Gly Phe

255

Pro Glu

270

Ser Phe

Gln Gly

His Tyr

Gly

Glu

240

Tyr

Asn

Phe

Asn

Thr
320
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<400> 5
Arg Ala Ser Ser Ser Val Ser Tyr Met His
1 5 10

<210> 6

211> 7

<212> PRT
213> NP5

<220>
<223> NLJFH @ & ik

<400> ©6
Ala Thr Ser Asn Leu Ala Ser
1 5

<210> 7
211> 9

<212> PRT
213> NTJF3)

<220>
<223> NTJFH G A ik

<400> 7
Gln Gln Trp Ser Ser Asn Pro Leu Thr
1 5

<210> 8

211> 5

<212> PRT
213> N5

<220>
223> NLJPHHEd & Rk
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<400> 8
Asp Ala Trp Met Asp
1 5

<210> 9

<211> 19

<212> PRT
213> NP5

<220>
<223> NLJFH @ & ik

<400> 9
Glu Ile Arg Ser Lys Ala Ser Asn His Ala Thr Tyr Tyr Ala Glu Ser
1 5 10 15

Val Lys Gly

<210> 10

211> 7

<212> PRT
213> NP5

<220>
223> NLJFH @ & ik

<400> 10
Trp Arg Arg Phe Phe Asp Ser
1 5

<210> 11
211> 118
<212> PRT
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213> NTIJF4

<220>
223> NLFHIHEA & 2 ik

<400> 11

Glu Val Gln Leu Val Glu Ser Gly
1 5

Ser Leu Arg Leu Ser Cys Ala Ala
20

Trp Met Asp Trp Val Arg Gln Ala
35 40

Gly Glu Ala Arg Ser Lys Ala Ser
50 55

Ser Val Lys Gly Arg Phe Thr Ile
65 70

Leu Tyr Leu Gln Met Asn Ser Leu
85

Tyr Cys Thr Arg Trp Arg Arg Phe
100

Leu Val Thr Val Ser Ser
115

<210> 12

Ser

25

Pro

Asn

Ser

Lys

Phe
105

81

Gly Leu Val
10

Gly Phe Thr

Gly Lys Gly

His Ala Thr
60

Arg Asp Asp
75

Thr Glu Asp
90

Asp Ser Trp

Phe

Leu

45

Tyr

Ser

Thr

Gly

Pro Gly
15

Ser Asp
30

Glu Trp

Tyr Ala

Lys Asn

Ala Val
95

Gln Gly
110

Gly

Ala

Val

Glu

Thr

80

Tyr

Thr



F

¢l

&=

CN 104684580 A 10/21 5T
<211> 106
<212> PRT
213> AN TJF41
220>
<223> NTJFHIHR & 2 ik
<400> 12
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Ala Thr Ile Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Pro Trp Ala Tyr
35 40 45
Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu
65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 13
<211> 118
<212> PRT

82



CN 104684580 A }?’l—

¢l

11/21 51

213> NTIJF4

<220>
223> NLFHIHEA & 2 ik

<400> 13

Glu Val Gln Leu Val Glu Ser Gly
1 5

Ser Leu Arg Leu Ser Cys Ala Ala
20

Trp Met Asp Trp Val Arg Gln Ala
35 40

Ala Glu Ile Arg Ser Lys Ala Ser
50 55

Ser Val Lys Gly Arg Phe Thr Ile
65 70

Leu Tyr Leu Gln Met Asn Ser Leu
85

Tyr Cys Thr Arg Trp Arg Arg Phe
100

Leu Val Thr Val Ser Ser
115

<210> 14

Ser

25

Pro

Asn

Ser

Lys

Phe
105

83

Gly Leu Val
10

Gly Phe Thr

Gly Lys Gly

His Ala Thr
60

Arg Asp Asp
75

Thr Glu Asp
90

Asp Ser Trp

Phe

Leu

45

Tyr

Ser

Thr

Gly

Pro Gly
15

Ser Asp
30

Glu Trp

Tyr Ala

Lys Asn

Ala Val
95

Gln Gly
110

Gly

Ala

Val

Glu

Thr

80

Tyr

Thr
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211> 118
<212> PRT
213> NP4

<220>
223> NTJFH A &Ik

<400> 14

Glu Val Gln

1

Ser

Trp

Gly

Ser

65

Leu

Tyr

Leu

Leu

Met

Glu

50

Val

Tyr

Cys

Val

Arg

Asp

35

Ile

Lys

Leu

Thr

Thr
115

Leu

Leu

20

Trp

Arg

Gly

Gln

Arg

100

Val

Val

5

Ser

Val

Ser

Arg

Met

85

Trp

Ser

Glu

Cys

Arg

Gln

Phe

70

Asn

Arg

Ser

Ser

Ala

Gln

Ala

55

Thr

Ser

Arg

Gly

Ala

Ala

40

Ser

Tle

Leu

Phe

Ser

25

Pro

Asn

Ser

Lys

Phe
105

84

10

Gly

Gly

His

Arg

Thr

90

Asp

Leu

Phe

Ala

Asp

75

Glu

Ser

Val

Thr

Gly

Thr

60

Asp

Asp

Trp

Phe

Leu

45

Tyr

Ser

Thr

Gly

Pro

Ser

30

Glu

Tyr

Lys

Ala

Gln
110

Ala

Asn

Val
95

Gly

Gly

Ala

Val

Glu

Thr

80

Tyr

Thr
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<210> 15

211> 118
<212> PRT

213> NTJF4)

<220>
223> NTJFH R &Ik

<400> 15

Glu Val Gln

1

Ser

Trp

Gly

Ser

65

Leu

Tyr

Leu

Leu

Met

Glu

50

Val

Tyr

Cys

Val

Arg

Asp

35

Ile

Lys

Leu

Thr

Thr

Leu

Leu

20

Trp

Arg

Gly

Gln

Arg

100

Val

Val

Ser

Val

Ser

Arg

Met

85

Trp

Ser

Glu

Cys

Arg

Arg

Phe

70

Asn

Arg

Ser

Ser

Ala

Gln

Ala

95

Thr

Ser

Arg

Ala

Ala

40

Ser

Ile

Leu

Phe

Ser

25

Pro

Asn

Ser

Lys

Phe
105

85

Gly

10

Gly

Gly

His

Arg

Thr
90

Asp

Leu Val

Phe Thr

Lys Gly

Ala Thr

60

Asp Asp
75

Glu Asp

Ser Trp

Phe

Leu

45

Tyr

Ser

Thr

Gly

Pro Gly
15

Ser Asp
30

Glu Trp

Tyr Ala

Lys Asn

Ala Val
95

Gln Gly
110

Gly

Ala

Val

Glu

Thr

80

Tyr

Thr
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<210> 16
211> 11
<212> PR

115

8
T

213> NLJ74)

220>

223> NLIFHMHER & & Ik

<400> 16
Glu Val
1

Ser Leu

Trp Met

Ser Glu
50

Ser Val
65

Leu Tyr

Tyr Cys

Gln

Arg

Asp

35

Ile

Lys

Leu

Thr

Leu

Leu

20

Trp

Arg

Gly

Gln

Arg
100

Val
5

Ser

Val

Ser

Arg

Met

85

Trp

Glu

Cys

Arg

Lys

Phe

70

Asn

Arg

Ser

Ala

Gln

Ala

55

Thr

Ser

Arg

Gly

Ala

Ala

40

Ser

Ile

Leu

Phe

Ser
25

Pro

Asn

Ser

Lys

Phe
105

86

10

Gly

Gly

His

Arg

Thr

90

Asp

Leu

Phe

Ala

Asp

75

Glu

Ser

Val

Thr

Gly

Thr

60

Asp

Asp

Trp

Phe

Leu

45

Tyr

Ser

Thr

Gly

Pro

Ser

30

Glu

Tyr

Lys

Ala

Gln
110

Ala

Asn

Val
95

Gly

Gly

Ala

Val

Glu

Thr

80

Tyr

Thr
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Leu Val Thr Val Ser Ser

<210> 17
211> 10

115

6

<212> PRT
213> NLF4

<220>

223> NLIFHHER & s Z Ik

<400> 17
Asp lle
1

Asp Arg

His Trp

Ala Thr
50

Gly Ser
65

Asp Phe

Phe Gly

Gln

Ala

Tyr

35

Ser

Gly

Ala

Gly

Leu

Thr

20

Gln

Asn

Thr

Thr

Gly

Thr

Ile

Gln

Leu

Asp

Tyr

85

Thr

Gln

Thr

Lys

Ala

Tyr

70

Tyr

Lys

Ser

Pro

Ser

55

Thr

Cys

Val

Pro

Arg

Gly

40

Gly

Leu

Gln

Glu

Ser Ser Leu Ser
10

Ala Ser Ser Ser
25

Lys Ala Pro Lys

Val Pro Ser Arg
60

Thr Tle Ser Ser
75

Gln Trp Ser Ser
90

Ile Lys

87

Ala

Val

Pro

45

Phe

Leu

Asn

Ser

Ser

30

Trp

Ser

Gln

Pro

Val Gly
15

Tyr Met

Ala Tyr

Gly Ser

Pro Glu

80

Leu Thr
95
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100 105

<210> 18

211> 106

<212> PRT

213> NP5

<220>

<223> NTJPHIHER &2 ik

<400> 18

Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Ala Thr Ile Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr Met
20 25 30

His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Pro Trp Ile Tyr

35 40 45
Ala Ser Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu

65 70 75 80

Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Ser Asn Pro Leu Thr

85 90 95

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

100 105

88
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<210> 19
<211> 106
<212> PRT

213> NTJF4)

220>

223> NLIFHHER & k£ Ik

<400> 19
Asp Ile Gln
1

Asp Arg Val

His Trp Tyr
35

Ala Thr Ser
50

Gly Ser Gly

65

Asp Phe Ala

Phe Gly Gly

<210> 20

Leu

Thr

20

Gln

Asn

Thr

Thr

Gly
100

Thr

Ile

Gln

Leu

Asp

Tyr

85

Thr

Gln

Ser

Lys

Ala

Tyr

70

Tyr

Lys

Ser

Pro

Ser

95

Thr

Cys

Val

Pro

Arg

Gly

40

Leu

Gln

Glu

Ser Ser Leu Ser
10

Ala Ser Ser Ser
25

Lys Ala Pro Lys

Val Pro Ser Arg
60

Thr Tle Ser Ser
75

Gln Trp Ser Ser
90

Ile Lys
105

89

Ala

Val

Pro

45

Phe

Leu

Asn

Ser

Ser

30

Trp

Ser

Gln

Pro

Val Gly
15

Tyr Met

Ala Tyr

Gly Ser

Pro Glu

80

Leu Thr
95
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<211> 106
<212> PRT
213> AN TJF41
220>
<223> NTJFHIHR & 2 ik
<400> 20
Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Ser Cys Arg Ala Ser Ser Ser Val Ser Tyr Met
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Pro Trp Ile Tyr
35 40 45
Ala Ser Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu
65 70 75 80
Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Ser Asn Pro Leu Thr
85 90 95
Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 21
<211> 106
<212> PRT

90
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213> NTIJF4

<220>
223> NLFHIHEA & 2 ik

<400> 21
Asp Ile Gln Met Thr Gln Ser Pro
1 5

Asp Arg Val Thr Ile Ser Cys Arg
20

His Trp Tyr Gln Gln Lys Pro Gly
35 40

Ala Ser Ser Asn Leu Ala Ser Gly
50 55

Gly Ser Gly Thr Asp Tyr Thr Leu
65 70

Asp Phe Ala Thr Tyr Tyr Cys Gln
85

Phe Gly Gly Gly Thr Lys Val Glu
100

210> 22

211> 106
<212> PRT
213> A TJ3%)

Ser

Ala

25

Val

Thr

Gln

Ile
105

91

Ser Leu Ser
10

Ser Ser Ser

Ala Pro Lys

Pro Ser Arg
60

Ile Ser Ser
75

Trp Ser Ser
90

Lys

Ala

Val

Pro

45

Phe

Leu

Asn

Ser

Ser

30

Ser

Gln

Pro

Val Gly
15

Tyr Met

Ile Tyr

Gly Ser

Pro Glu

80

Leu Thr
95
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<220>

223> NTJFHIHR & 2 Ik

<400> 22
Asp Ile Gln Met
1

Asp Arg Ala Thr
20

His Trp Tyr Gln
35

Ala Ser Ser Asn
50

Gly Ser Gly Thr
65

Asp Phe Ala Thr

Phe Gly Gly Gly
100

<210> 23

<211> 106
<212> PRT
213> N5

<220>

Thr

Tle

Gln

Leu

Tyr
85

Thr

Gln

Thr

Lys

Ala

Tyr

70

Tyr

Lys

Ser

Pro

Ser

95

Thr

Cys

Val

Pro

Arg

Leu

Gln

Glu

223> NTJPHIHA & Ik

Ser

Ala

25

Lys

Val

Thr

Gln

Ile
105

92

Ser Leu Ser
10

Ser Ser Ser

Ala Pro Lys

Pro Ser Arg
60

Ile Ser Ser
75

Trp Ser Ser
90

Lys

Ala

Val

Pro

45

Phe

Leu

Asn

Ser

Ser

30

Ser

Gln

Pro

Val Gly
15

Tyr Met

Ile Tyr

Gly Ser

Pro Glu

80

Leu Thr
95
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<400> 23
Asp Ile Gln
1

Asp Arg Val

His Trp Tyr
35

Ala Thr Ser
50

Gly Ser Gly
65

Asp Phe Ala

Phe Gly Gly

Met

Thr

20

Gln

Asn

Thr

Thr

Gly
100

Thr

Tle

Gln

Leu

85

Thr

Gln

Ser

Lys

Ala

Tyr

70

Tyr

Lys

Ser

Pro

Ser

95

Thr

Val

Pro

Arg

Gly

40

Leu

Gln

Glu

Ser Ser Leu Ser
10

Ala Ser Ser Ser
25

Lys Ala Pro Lys

Val Pro Ser Arg
60

Thr Ile Ser Ser
75

Gln Trp Ser Ser
90

Ile Lys
105

93

Ala

Val

Pro

45

Phe

Leu

Asn

Ser

Ser

30

Trp

Ser

Gln

Pro

Val Gly
15

Tyr Met

Ala Tyr

Gly Ser

Pro Glu

80

Leu Thr
95
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A.  TRCI105 Vi: CDRs Jii NIk
QIVLSQSPAILSASPGEKVTMTCRASSSVSYMHWYQQOKPGSSPKPWIYATSNLASGVPVRESGSGS
GTSYSLTISRVEAEDAATYYCQQOWSSNPLTFGAGTKLELK (SEQ ID NO: 1)

B. TRC105Cy:
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEFNRGEC (SEQ ID NO: 2)

C.  TRC105 Vg: CDRs JiI FIl%E
EVKLEESGGGLVQPGGSMKLSCAASGFTFSE&@M@WVRQSPEKGLEWVAEIRSKASNHATYYAESV

KGRFTISRDDSKSSVYLOMNSLRAEDTGIYYCTRWRRFFDSWGQGTTLTVSS (SEQ ID
NO: 3)

D. TRC105 Cy1
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLS
SVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLEPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNQVSLTCLVKGEYPSDIAVEW
ESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK
(SEQ ID NO: 4)

E. VL CDR1: RASSSVSYMH (SEQ ID NO: 5)

F. VL CDR2: ATSNLAS (SEQ ID NO: 6)

G. VL CDR3: QQWSSNPLT (SEQ ID NO: 7)

H. VH CDR1: DAWMD (SEQ ID NO: 8)

L. VH CDR2: EIRSKASNHATYYAESVKG (SEQ ID NO: 9)

J. VH CDR3: WRRFFDS (SEQ ID NO: 10)
K1

94



CN 104684580 A

R B

B

CD105 (W EERT) XTI A g i 35 AR &Y

A. TGF-B

TRR-II

‘/ A

ALKS5 ALKI1

l i
i
\/

Smad2/3| ------ Smad1/5/8

35
it 4%

95

B. TGF-B

TRR-II

K//\\fnws

ALKS ALK1

oo

S
4
e

2/2 |



