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L. — PSR SR, AU FEHTVEGE - ARIIANG - 21 285 &5 4 M3k, BTk B0 S e Ak
AJARDX (VH) A5 nT AR DX (VL) AAN- A 2 C- A B R HEA »

VH?]LVEGF “A- VLWEGF “A- VHT)&AI\'G* 2" VL})H}\NG* 23

Horb R VH, o B45SEQ 1D NO: 1T 7R[JCDR, SEQ 1D NO: 277<[HJCDR2; SEQ 1D
NO: 3ff7R[JCDR3;

FITIRVL o E345SEQ 1D NO:477RIFJCDR1, SEQ ID NO:5/Jr7R[¥JCDR2;SEQ ID NO: 6/
7IPJCDR3;

FITRVH,., ., TUFESEQ ID NO: 7ffi7R[¥JCDR1,SEQ ID NO:8ffi7[fJCDR2; SEQ ID NO: 9ffi R
YJCDR3;

FITARVL 6, F2FESEQ TD NO: 10F7<[JCDRT,SEQ ID NO: 11J77R[*JCDR2;SEQ TD NO: 12
Ffr7~IICDR3

2. QAR ER LT [RACRs SR, Forh

PITIRVH, e E3AESEQ ID NO: 1354k H5SEQ 1D NO: 13F741][r]—1E2h 70%- 80%.
90%-+95% - 5K99%1 741 5

FITRVL, oo EAESEQ 1D NO: 14FfR[F /741 5k L SEQ 1D NO: 145k SEQ 1D NO: 48741l
— M2k 70%-80%-90% . 95%- i3k 99%[ 1) - 41 5

FIT R VH, o, TUFESEQ 1D NO: 154k H5SEQ 1D NO: 15741128 70%-80%
90%-95% 5K99%1) 741 5

FITR VL o TUFESEQ 1D NO: 16fr 71741k H5SEQ 1D NO: 16 /741 )18 70%-80%
90%. 95% 5k 99% 1 - 41 -

3. WBCRIER TR (RS e o, b R B B 4ESEQ 1D NO: 177 f) 341 5k
L5jSEQ 1D NO: 1741 [Fl—VEA70% . 80% 90% 95% « 5k 99%I 1) -1 o

4. GIBUR) SR LR ROBURE SRR, BT 8RR S PE DR IPIN - R B 515 5 O 41l Bk
FrREsTF o

5. WIBURIERARTIR PSR SR o, Firik 5 S K541 S 2nSEQ 1D NO: 23Ffr7<[H)CD5 -
spfE 5K

6. WIBCRIEREFT IR RDBCRS Fe o, b raR iR 45 SEQ 1D NO: 20/ 71 37 41 5k
LSEQ 1D NO: 20541 [F]—1E A 70%. 80% 90%+ 95% « 5k 99%I 1) -1 o

T QAR R LRk R OBURe S PR B, L rb Bk B e T AR X (VH) At i AE X (VL) 2
Bl (G,S) nfif 2, Horbn=1 % 4R T R34

8 . WIRUR R LT FROBURE e RS U iR, FCHR B8RS S MR TR IR 2540 0 -

VH%;‘LVEGFA_ (G4S)3_VL}}LVEGF—A_ G4S_VH%]1ANG—2_ (G4S)3_VLH1}\NG72;

CD5-sp=VHy ey (G4S)3_VL}}LVEGF—A_ G S=VHy g2 (G4S)3_VLJ%ANG*2°

9. — PR , HLAmis QAR 225K 1 - 8 H T — I FradR [RDBURs SR fT A

10—, FAAE G A QAR 2K 1 - 8T — T Tk IR AURs e R IR AL ER , ik
A AAVIR B A

1. WAURIESR TOFT R [ AAVIR f A, JF—2 0 8% .57 ITRAMIZT ITR.JH3E) polyA
1

12— FPAAVIG SER0RT , B4R QAR R 105k 11 BTk I AAVE B AT 88
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—FhiR S HTVEGF - AFIANG - 200 4% M TR BUAAVER {4k

% BR4E;
[0001] A B Mo o o 2 FIIE R 358 24 4k o BE EL Al , A FR i 8 M FH T A P2 G 5
HIE AR S ARG T

EREA

[0002]  AERAHIEMEBEAM: (age-Telated macular degeneration,AMD) 42 HH £ PR 2
PRI G R A — B DR , H A [RIRR e S D A0 o A A o €2, 3= B2 Ak 8
A AR AL S BUE A D REBEAT RN O A T MR o FR L5 22 tH SEAMDI) B A
Wr bt H S R B I I, 42502 LL_E AFEAS AT i il 045105 i 2 B2 IR IR 2 — oA A
FIZW AL, T 2] 20404FAMD FE P RFIE 2 . 8812 N o AMDIfR RS U35 G —hitt , L N AR E T
e T4 a3 W3 20, o0 e 2 B 2R, 43 I A AR (ZR4a 280 Mg A A R B Y
L PRER) | EoA A A MRS A M BE AN (neovascular age-related macular
degeneration,nAMD) thFRE M S AH G E B AL 4 (wet age-related macular
degeneration,wAMD) , j& B0 )3l Iy 3 Zalm R A, L 32 B RO K 4R IO A 1 4
(choroidal neovascularization,CNV) HERAE T BEX , W\ BOEBEDX A A LGB H bl
FRIE T A B 4s (diabetic macular edema,DME) HRij+2 P /7 &k E & B B8 E 1R A
22— BEETRE AR AT AT S, A 2R L, DMEFR) A 3 L g i s iy, 7™ H s i (B 27
RO LDRE AN A A7 BT

[0003]  VEGF,&wAMDAIDMER) A ML i 2 PR 25 2 —, B ReRr s 7R T 10 PN B
AN, AR I PN S A i 3858 L 5 SR AR I 1 A B DA S I A B TR 38 0« B Rt 70 A&
I, AT VEGF 2k A] 75 S AT FEXEA A A=, RIS i A s R g A L 7 B3R, R HEVEGE
e R ST wAMDAIDMER 6 7 #E e 12006 LA ER BT (Ranibizumab) Jy AR HT
VEGF 25W) R HASK , BUVEGF 259 2 #8¢) 72 N 178 77 wAMDAMIDME o 75 1 LOAE ], i - [AI IR R
2 FVEGRIGS Y T3 , PAwAMDFIDME S 85 (A o] 16 B 47 KIERD

[0004] R HE[AIVEGFIW 29 R Il AR _E IS T K& BB Foent , & v] DA BRI 2
TRATZK IR RS, BSGEA0 77, T HR A TR I ACE o (HAg , iX 287 S AR 51 25
Yie=baa R Vs i ER , R F5 22 IR N S DAAERR R T 8O- AT N 7
AT B H , A S 2 BN 1 vy AT A AR AN I SN R AT R, 70 I IR 2554
s 250 2 I — e RE R ROA 1) R, — B8 R AR IRIT e 2 A« 1R wAMD AIDMES A7
I A JRIRAE  AE ARG IR O BEINER 5 HARR S TR B SCR B 76T SR I& 1 s
Ko

[0005] KA HH B 7EHEA— P VEGE - ARIHTANG - 255 Ry ik .

REAAE
[0006]  ACEIAFEML | —MOBURF R DTUR , BT HIVEGE - ARIANG - 2f0 25 15 25k, H AR

Wis
NHREEHTAIRINY F (tandem scFv, ta-scFv) , FToBURE Bt EfU R SE R AR X (VH) FTf2sE
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AR (VL) MAN- 2 BC- A2 i 4n R HEA

[0007] 1)VHﬁVEGF*A_VL‘]‘;‘WEGF*A_VHT)‘TANGQ VL#}LANGQ’

(00081 2) VLo o VHeer ™ Vigeor -~ Vi 23 2k

[0009]  3) VLWEGF*A_V%LANGQ_VL%EANGQ_VH&‘}WEGF*A;

[oot0]  FLrb, Bk VH. o EIFESEQ TD NO: 1Hr7s[JCDR1, SEQ TD NO: 2 <[fJCDR2 ; SEQ
ID NO:3f7RI1JCDR3;

[0011] ﬁﬁiﬁVLﬁ/EGF,A@ﬁiSEQ ID NO:4f7~IJCDR1,SEQ ID NO:5A7RHJCDR2;SEQ ID NO:
65k SEQ 1D NO:47F7R[JCDR3;

[0012]  FfrikVH, o, E5ESEQ ID NO: 7Hr7RfJCDR1, SEQ TD NO:8fJr7RI¥JCDR2;SEQ D NO:9
JIT7RIICDR3;

[0013] ﬁﬁiﬁVLmNGQ@,ESEQ ID NO: 1007 ~xHJCDR1,SEQ ID NO:11f7-~xHJCDR2;SEQ ID
NO: 12J17R[JCDR3

[0014]  fE—NSEBI, FTiR Voo (OFESEQ TD NO: I3[R Fr 41k H5SEQ 1D NO: 13
FEAE 570 % 80 % 90 % 95 % 5X99 % [ [ 7471 5

[0015] ﬁﬁjﬁVLﬁ/EGPA@,ﬁSEQ ID NO: 14f 7~ F4ak 5SEQ 1D NO: 145k SEQ ID NO:48fy
HE PN T70% .80 % 90 % 95 % 5599 % [T 41 ;

(00161 FrakViy,,; , FUAEHSEQ 1D NO: 15T/ RIKFFHIE5SEQ TD NO: 157 A1l —HE 2y 70% «
80% 90 % 95 % 599 % M 741 ;

(00171 FIrikVLy,,; , FUAESEQ ID NO: 1657/ RIK A E 5SEQ TD NO: 16751l — £y 70% «
80% +90% 95 % 199 % 1] /741 o

[0018]  fF— NS filrh, AR BT fFESEQ 1D NO:17.18.19.49. 51553 I 741k 5
SEQ ID NO:17.18.19.49.515k53 /5 A1I[Fl—1 570 % 80 % <90 % 95 % 599 % [ 5 4 -
[00191  YE— S i rh , Bt BURE 53 B A A 8 AR FRON - S £ 5 15 2 IR e A1 e 2 T
A A FITE S K FF 41 b CD5 - spfE SR, HAA & WisEQ 1D NO: 23 7RIH 7416

[0020]  ZE—SE i, FriR PR hESEQ ID NO:20.21.22.50.528k 54 <IN F4 8k 5
SEQ ID NO:20.21.22.50.525k545A1I[Fl—1 570 % 80 % <90 % 95 % 599 % [ 5 41 -
[0021]  fE—ASfefilrh, FEEER AR X (VH) FHEREERTAZIX (VL) Z (Al AT 4R AEE L (G,S) 5%
B2 FEn A T LR, i o L AL RO, IG5 6,9) ,+ 6,9 ;5K (6,9) ,. B,
[0022] I)VH?]TVEGFA (G4S) m+X VL?}TVEGF*A (G4S) m_VHﬁANGQ_ (G4S) m+X_VLﬁANG—2;/E:‘qu>1’X>2’
ﬁtiﬁj’gv%EGFﬂ_ (G4S) B_VLﬁVEGFfA_GzlS_V%NGfZ_ (G4S) 3—VL}ﬁANG—2;

[0023]  2) VL}ﬁANG—Q_ (G4S) m_VHﬁ\IEGF—A— (G4S) m+X_VL}T‘LVEGF7A_ (G4S) m_v%Nsz’ﬁl:PmZI’X;&ﬁE
iﬁj’gv%NG*Z_G4S_V%EGPA— (G4S) 3_V]?T‘LVE(;FA_GzLS_VI_%‘LANGQ;ﬁ

[0024]  3) VLﬁVEGF—A_ (G4S) m_VHﬁANG—z_ (G4S) m+X_VL%ﬁANG*2_ (G4S) m_VHﬁVEGFfA’;E‘:EPmZI’X>2’ﬁE
iﬁj’gV[ﬁVEGF—A_Gz;S_VHﬁANG—Z_ (G4S) 5 Ve 2 Gy S_VHHEGF A°

[0025]  fb—20 AR WIRR B 17— iR iy A1), FHLgmih i e SURs S Bk

[0026] AL HHAHRHE T —FhafA , fodigmht p doBUR: e R UATAZIR 741 o

(00271 YE—ASEtlh , ATk A I AAVIR R .

[0028]  YE—>ShE , ANV w3 3l fRidE— 20 (4% . 5 TTRANS’ TTR.JH B HipolyAfT 4l

Viran

“Fo
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[0029] M —J5 ], A BHER L T —FPAAVIR S50k , EL4E Q0T I AAVI 85 3 AR
B e Brh R A SR RIS B 9 AAVT VAAV2 L AAVA L AAVS L AAVE L AAVT JAAVS  BRAAV9
E8

[0030] AL BHER ML TR 2o 0 S, CURE T TR R ACR VED TR Z IR 7 41 Bk i
QIAAVIR 25 AT AT BTk R AA VIR £ 0k H ) 25 /D — i, DL 2975 1 AT A2 1 2 ik

[0031] 7R HHBR A G iy A BUHRe S PE B U ZIR 3 1 28 A 1 QA AV 55 280K Qi vk
IAAVIR 250k « B AT PIr i (R 25 40 01 il 25 T T s mibsesie AR BT 2B A 25
AIE 28 AR DT 28 R 50 « HRA B T PR i A A S i B A A b R i 2 S B /K
I 259 i i -

[0032]  FE—NSHEEI , Bk SR AR S T B AR I D e P A A D B B AR 1

[0033] N FARSTEGI, ATk 25908 o B e A s el S ™ Jias i Bt Tt

Bt =115 BA

[0034] K17t 7 XMVAOL XMVAO4AFIXMVAOO ) 5 44 7 s 14

[0035]  [E|2/5<H T XMVAOOMH A3 L

[0036]  [E]3 5t T XMVAOT \XMVAOAFIXMVAO9 8y {5 4 4 Jfd i F3A VEGE 165 F AR 1111 25

=

H o

[0037] 47~ T AEAIE i 2 XMVAO 1 XMVAO4FIXMVAO9 X A AU I JEARIUITILEF PN BZ 41 i
(HRMEC) 7EECGS I N HEAE 152 o

[0038] XI5 M T AE4R R F5 1A XMVAOT  XMVAO4FIXMVAO9 A HRMEC s 45 JEs T Bk [ S M 11 A
A,

[0039] |6 <M T ZE4m b FE3A XMVAOL  XMVAO4FIXMVAO9 S HRMEC s 5 15 T B (1 5 [ 401
[l o

[0040] K7 ~H! T XMVALO[ 45 M = A

[0041] K8/ T XMVAL LI &5H4 7

[0042] K9 R T XMVAL3[ &5~

[0043]  [&107xH) T XMVA1411% 7|<’j/Ta

[0044] K11~ H T XMVALGIEE M s A

[0045] & HATEA

[0046] DL NARBESTHE A, FF EHLA5 5 ML, TR AR B« I SCH g iR i, Ak B
(1R T T A A B At TR B S 1 « A G BHTE FEAS BB T T A1 ST 151«

[0047] ZIKﬁHHEPEﬁWZI:m%%E# PERT BT DA N IR BB ﬁ“fﬂ/\éﬁ Ak A
25T SAR M DA R E (u A B AR I B SO Hoiia s nT Az X (VL) Ak
HRE T ARIX (VH) BEREITT R sePv, iz n] LSS S I RICR RO B, 49 ﬁDVEGF AFIANG-2.
[0048]  Pupkizih r]AZ[X (VL) ok ESE AT AR X (VH) , VAAIVLIX AT LASE— 2B 400 il Bl
HANIFE X (CDR) [ AE X, DA K ZE 4 43 A IR ODAEZRIX (FWR) 1 B LR SF DXl A A HH A T
PR FIBUR 45 B B CDR F Kaba t 45 Fr e Xl iR il o E— A~ 3506 75 267, 55 VHAIVL
— R AU M S B B R F % LA NI HEAI D 34~CDRAI4NFWR : FWR1 .CDR1.FWR2 . CDR2
FWR3CDR3FWR4 o A A FH AT AR AT 55 B CDR FH Kaba t 4 5 e ki ]

6
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[0049] A IR “AUIAR” e TR A di R A A% IR 3k, ik A2l 2 A IR A gt T 43
W B R RA I IR VI s i H A1
[0050] MRS RIS T, A CRF R B, 300 T 1

S

[0051]  SEAfI1  JETkr A b

[0052]  Eikanti-VEGF-A/ANG- 235 K] [ AAV A (A kT [ AL 2

[0053]  HTVEGF [ VHELELR 7 41 FIVL AL TR 7 41l HTANG - 211 VHE LR 7 H1 FIVL A LR 7
A, FENS N 153 A5 5 BRCD5 - spAZ R PP A1), 43 B (G, S) 5+G,Sw (G,S) ke ke b, 4 T
25K 9CD5-5p-VH, o 1= (6,S) 3= VLo =6, S=VHy o 0= (6,) 4 VLo o FITFTRUAEAR , AR A
N TR R R 41, 46D ui 5] NBaml TRELIA7 5, 463" ¥ 5] NEcoR VEELIA;
R ARPESRLSR2 % AR AIRE TR L, 430l Ay 44 S XMVAO T W XMVAO4FIXMVAO (F g i< T
I AR A wIE A R

[0054]  J{]BamH I/EcoR VY] |44 1A FIpAAVIneo - CAGTURE , il 1 7 52 Ak e b
5 16 25 8 S - AR E o A I T XMVAO L\ XMVAO4FTIXMVAQ9 ki , HL 4547 i A
DB L FHJCN 5 25 I BRI GR35 (MN) ZR A5 50 T 1 SOk DNA S

[0055] 1 XMVAO9ILKIFHIE A

=0
s | IR HIEEFS DNA 5
E e
VH s
VEGF-A . SEQ ID | SEQ ID
(G6-23) DYWIH NO: 1 gactactggaticac NO: 24
-CDRI
VH
[0056] VEGF-A GITPAGGYTYYADSVK | SEQ ID | ggaatcaccccageaggaggctacacatactatge | SEQ 1D
XMV (G6-23) G NO:2 cgacagcgtgaagggc NO: 25
A09 -CDR2
VH s
VEGF-A SEQ ID ) b menafanonpatomsth SEQ ID
(G623) FVFFLPYAMDY NO : 3 ticgtgticticetgecatacgecatggattat NO : 26
-CDR3
VH EVQLVESGGGLVQPGG | SEQ ID | gaggtgcagctggtggagageggaggaggactg | SEQ 1D
VEGF-A SLRLSCAASGFTISDY NO : 13 | gtgeagecaggaggceteectgeggetgtettgege | NO 1 27




i
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(G6-23) | WIHWVRQAPGKGLE cgecageggctttaccateteegactactggattcac
WVAGITPAGGYTYYA tggetgagacaggeacctggeaagggactggagt
DSVKGRFTISADTSKN ggotogcaggaatcaccccageaggaggcetacac
TAYLOMNSLRAEDTAV atactatgccgacagegtgaagggecggticacca
YYCARFVFFLPYAMD teteegeegataceletaagaacacagectatetge
YWGQGTLVTVSS agatgaactcectgegggecgaggacacageegt

glactattgegecagaticgtgticticetgecatacg
ccatggattattggeoccagggcaccelggteaca
gigagetee
VL svEGF-a
(G6-23) | RASQDVSTAVA HEL I agagcaagccaggacgtgageaccgeagtggea BEg 10
CDRI i NO:4 NO: 28
VL #VEGF-A
(G6-23) SASFLYS SEQ_ ID teegecetettteetgtattet SEQ_ JD
_CDR? NO:5 NO: 29
VL #vEGF-a
: SEQ ID SEQ ID
T
é gg-”zj) KQGYANPWT NO : 6 aagcagggctatgecaatccatggace NO - 30
gatattcagatgacacagtccecatetagectgtetg
DIQMTQSPSSLSASVG cecagegtggecgacaggeleaccalcacatgtag
DRVTITCRASQDVSTA agcaagecaggacgtgageaccgeagtggeatgg
taccageagaagectggeaaggeeccaaagetge
VL #vEGF-A ?@&gg&ﬁg%‘;g;‘;;é SEQ ID | tgatctactccgectetiteetgtattctggegtgeca | SEQ 1D
(G6-23) SGSGTDFTLTISSLQPE NO : 14 | agcaggtttagcgggteeggatetggaaccgactte | NO : 31
DFATYYCKQGYANPW accetgacaatcteetetctgeagectgaggatittg
Ry, ccacatactattgcaageagggctatgecaateeat
LRI YRR ggaccticggecagggeacaaaggtggagatcaa
gagg
VH s anG-2
F SEQ ID SEQ ID
é ;II:;B ) NYGMH NO:7 aactatggaatgeac NO 32
VH s anG-

[0057] (3 "I;N;)z VISHDGNNKYYVDSV | SEQ ID | gtgatcagccacgacggeaacaacaagiactacgt | SEQ ID
C'D‘R “ KG NO:8 ggacagegigaagggc NO: 33
B aung SEQ ID | gagggcategactitiggageggectgaatiggtic | SEQ 1D
é i) l]{i 3) | EGIDFWSGLNWFDP NO:9 et NO: 34

caggtgeagetggitgaatctggtgeeggagtigty

QVQLVESGGGVVQPG cagectggeagaagectgagactgictigtgeege
RSLRLSCAASGFTFTN cagcggcttcaccticaccaactatggaatgeactg
YGMHWGRQAPGKGL goocagacaggcccciggeaaaggactigaatgg
EWVAVISHDGNNKYY glegeegtgatcagecacgacggeaacaacaagt

VH 4 . 4 £ z

3 ';;N;)z VDSVKGRFTISRDNSK IS\T]E)QIISD actacgtggacagegtgaagggcagattcaceate ;%Q 3I5D

I NTLYLQMNSLRAEDTA ’ agecgggacaacagcaagaacacceigtacetge ’
VYYCAREGIDFWSGL agatgaacagectgagagecgaggacaccgeegt
NWEFDPWGQGTLVTVS gtactattgtgccagagagggcategacttttggag
SA cggcctgaattggticgacectiggggacaggeca

ccctggttacagtitetictgee
VL saNG2
" ” SEQ ID | agagccagecagageatcaccggetettacetgge | SEQ 1D
((: 13)}11913) RASQSITGSYLA NO:10 |t NO: 36
VL s anG2
' < 4 Qi SEQ ID N orcecen e SEQ ID
é‘l:’_;) [l{ 92.3) GASSWAT NO 11 | 8gcgeetetictigggecace NO : 37
VL s anG2

] SEQ ID SEQ ID

((: 3];;{93.3) QQYSSSPIT NO: 12 cagcagtacagcageageeccatcace NO - 38
EIVLTQSPGTLSLSPGE gagatcgtgetgacacagagecctggeacactgte
RATLSCRASQSITGSYL actgictccaggeganagagecacactgagetgta

VL nanG2 | AWYQQKPGQAPRLLI SEQ ID | gagccagecagageatcaceggetettacetggett | SEQ D

(3.19.3) | CGASSWATGIPDRFSG | NO:16 | ggtatcagcagaagectggacaggecectagactg | NO : 39
SGSGTDFTLTISRLEPE ctgatttgtggegecetetictigggecaceggeattc
DFAVYYCQQYSSSPITF ccgatagattitctggcagegectceggcaccgact




i

B B

CN 116925234 B 6/20 TL
GQGTRLEIKR tcaccetgacaatcageagactggaaccegaggac
ticgeegtgtactactgecageagtacageageage
cceatcacetttggecagggeacaagactggaaat
caagcgg
gaggtgeagetgglggagageggaggaggactg
gtgcagecaggaggeteectgeggetgtettgege
cgecageggctitaccatetecgactactggattcac
tgggtgagacaggeacctggeaagggactggagt
gegtggcaggaatcaccecageaggaggetacac
EVQLVESGGGLVQPGG atactatgecgacagegtgaagggecggticacea
SLRLSCAASGFTISDY tetccgecgatacctctaagaacacagectatetge
WIHWVRQAPGKGLE agatgaactceetgegggecgaggacacageegt
WVAGITPAGGYTYYA glactattgegecagattegtgticticetgecatacg
DSVKGRFTISADTSKN ccatggattattggggecagggeaccetggtgaca
TAYLQMNSLRAEDTAV gtgageteceggtggagatagcteeggtgaeggte
YYCARFVFFLPYAMD geageggeggtggcpectctgataticagatgaca
YWGQGTLVTVSSGGG cagtceccatetageetgtetgecagegtgggega
GSGGGGSGGGGSDIQ cagggtgaccatcacatgtagageaagecaggac
MTQSPSSLSASVGDRV gtgagcaccgeagtggeatggtaccageagaage
TITCRASQDVSTAVAW ctggeaaggecccaaagetgetgatctacteegect
YQOKPGKAPKLLIYSA ctitcctgtattctggegtgecaageaggtitagegg
VH 4 SFLYSGVPSRFSGSGSG gteeggatetggaacegacticaccetgacaatete
— TDFTLTISSLQPEDFAT ctetetgeagectgaggattttgecacatactattgea
(GaS)s-VL YYCKQGYANPWTFGQ agcagggctatgecaatccatggacettcggeeag
A GTKVE SEQ ID ggcacaaaggtggagatcaagaggggecggagag SEQ ID
GsS-VH IKRGGGGSQVQLVESG NO: 17 gegctetcaggtgeagetggttgaatetggtggegga NO : 40
i | GGVVQPGRSLRLSCA ’ gttgtgcagectggeagaagectgagactgtettgt )
A2 ASGFTFTNYGMHWGR gecgecageggcticacettcaccaactatggaatg
(GsS)s-VL QAPGKGLEWVAVISHD cactggggeagacaggeccctggcaaaggacttg
PHANG:L GNNKYYVDSVKGRFT aatgggtegecgtgatcagecacgacggeaacaa
ISR caagtactacgtggacagegtgaagggcagatica
DNSKNTLYLQMNSLR ccatcagecgggacaacageaagaacaccetgta
[0058] AEDTAVYYCAREGIDF cctgeagatgaacagectgagagecgaggacace
WSGLNWFDPWGQGTL gecgtgtactattgtgecagagaggocategactttt
VIVSSAGGGGSGGGG ggageggectgaattggttcgaccetiggggacag
SGGGGSEIVLTQSPGTL ggeacectggttacagtitctictgeeggtggaggaty
SLSPGERATLSCRASQS gefeeggtggegotegeagegoeggtggeggctc
ITGSYLAWYQOQKPGQ tgagatcgtgctgacacagagecctggeacactgt
APRLLICGASSWATGIP cactgtctccaggegaaagagecacactgagetgt
DRFSGSGSGTDFTLTIS agagccagecagageatcaccggetettacetgge
RLEPEDFAVYYCQQYS ttggtatcageagaagectggacaggcccctagac
SSPITFGQGTRLEIKR tgctgatttgtgocgecteticttgggecaceggeatt
cccgatagatittetggeageggctecggeaccga
cttcaccetgacaatcageagactggaaccegagg
acttcgeegtgtactactgecageagtacageagea
gecccatcacetttggecagggcacaagactggaa
atcaagego
MPMGSLQPLATLYLLG atgecaatggggtecctacaaccectggeaacact
MLVASCLGEVQLVESG atatctgetaggtatgetegtggectectgtitaggag
GGLVQPGGSLRLSCAA aggtgcagetggtggagageggaggageactgpt
SGFTISDYWIHWVRQA geagecaggaggetecctgeggetgletigegeeg
PGKGLEWVAGITPAGG ccageggctttaccatcteegactactggaticactg
CD5-sp-V YTYYADSVKGRFTISA gatgagacaggeacciggeaagggactggagtogy
B v DTSKNTAYLOQMNSLR gtggcaggaatcaccccageaggaggctacacat
(GaS)s-VL AEDTAVYYCARFVFFL actatgccgacagegtgaagggccggticaccate
- PYAMDYWGQGTLVTV tcegecgatacctetaagaacacagectatetgeag
11 VEGF-A= SEQ ID SEQ ID
S-VH SS8GGGGSGGGGSGGG NO: 20 | dtgaactecetgegggecgaggacacageegtgta | (0" 4
o ™ | GSD ctattgcgecagaticgigticticetgecatacgeca
) IQMTQSPSSLSASVGD tggattatiggggecagggcaceetggtgacagly
(GsS)-VL | RVTITCRASQDVSTAVA agclceggtggaggtggcicegetggeggtgeca
ANG- WYQQKPGKAPKLLIY geggeggtggeggctetgataticagatgacacag
SASFLYSGVPSRFSGSG tececatetageetgictgecagegtgggegacag
SGTDFTLTISSLQPE gatgaccatcacatgtagageaagecaggacgtga
DFATYYCKQGYANPW geaccgeagtggeatggtaccageagaageetgg
TFGQGTKVEIKRGGGG caaggccccaaagetgetgatetacteegectettte
SQVQLVESGGGVVQP ctgtatictggegigecaageaggtttagegggtee
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GRSLRLSCAASGFTFT gratctggaaccgacticaccetgacaatetectete
NYGMHWGRQAPGKG tgeageetgaggattttgecacatactatigeaagea
LEWVAVISHDGNNKY gogctatgecaatecatggacettcggecagggcea
YVDSVKGRFTISRDNS caaaggtgeagatcaagaggegcggagegeoct
KNTLYLQMNSLRAED ctcaggtgeagetggttgaatetggtageggagti
TAVYYCAREGIDFWSG tgeagectggeagaagectgagactgtetigtgecg
LNWFDPWGQGTLVTV ccageggcettcaccttcaccaactatggaatgeact
SSAGGGGSGGGGSGG goggcagacaggeccctggeaaaggactigaatg
GGSEIVLTQSPGTLSLS gotcgecgtgatcagecacgacggeaacaacaag
PGERATLSCRASQSITG tactacgtggacagegtgaagggcagattcaccat
SYLAWYQQKPGQAPR cagcegggacaacageaagaacaceetgtacetg
LLICGASSWATGIPDRF cagalgaacageclgagagecgaggacaccgee
SGSGSGTDFTLTISRLE gtgtactattgtgecagagaggecategactitigga
PEDFAVYYCQQYSSSPL geggectgaattggiicgaccettggggacaggge

[0059] TFGQGTRLEIKR accctggttacagtitetictgecggtggageteact
cegglggeggtggeageggeggtggeggctetga
gatcgtgctgacacagagecetggeacactgteact
gtetccaggegaaagagecacactgagetgtagag
ccagccagageatcaccggcetettacctggetiggt
atcagcagaagcctggacaggeccctagactgetg
atttgtggcgcctcttcttgggccaccggcattcccg
atagamtctggcagcggctccggcaccgacttca
ccclgacaalcagcagaclggaacocgaggacﬂc
gecglgtactactgecageagtacageageagece
catcacctltggccagggcacaagactggaaatca
agegg

CD3-sp {6 | MPMGSLQPLATLYLLG | SEQ ID | atgccaatggggtecctacaaccectggeaacact | SEQ D
i = 1k MLVASCLG NO: 23 | atatctgetaggtatgetegtggectectgtttagga | NO < 42
[0060]  5G2. XMVAOLFIXMVAO4f+4115 B,
e | BRI DNA
gaggtgcagetggtigaatctggeggaggactggticageetggeg
EVOLVESGGOLYQPOGSLRLSCTASG | SHSempeiimtoient ety
VH FSLTDYYYMTWVRQAPGRGLEWVG agtgggtcggattcatcgaccecgacgacgatecttactacgecaca
FIDPDDDPYYATWAKGRFTISRDNSK
VEGEA | NTLYLQMNSLRAEDTAVYYCAGGDH tgggccaagggeagaticaccatcagecgggacaacagcaagaac
NSGWGLDIWGQGTLVTVSS accctgtacctgeagatgaacagectgagageegaggacaccgee
= gtgtactattgtgecggeggagatcacaatageggetggggccttga
tatttggeoccagggaacactggtcaccgtgtetagt
gagatcgtgatgacacagagecccageacactgtetgecagegtgg
EIVNITOSPSTLSASVGDRVITCQASEL | Seirtitetenmgengeengengricionce
VL L LA N G SRR LLITLA ST, Zciiilclb&i%d:;C(,‘l(:;:ca(ff;gg%CEI;L%':E]'%IZCCIEI"C;';WI
LASGVPSRFSGSGSGAEFTLTISSLQP e S
VEGFA | DDFATYYCQNVYLASTNGANFGQGT ttictggetetggateiggegeegagticaceetgaccatcagtagee
KLTVLG tgcagectgacgacttcgecacctactactgecagaacgtgtacetg
[0061] geecageaccaacggegecaattttggecagggeaccaagetgaca
XMV elgctgooa
Al1 caggticagetggticagictggegeecgaagtgaagaaacctggeg
QVQLVQSGAEVKKPGASVKVSCKAS | (o iE1Baaggistediseangaecageag wacacoaccass
GYTFTGYYMHWVRQAPGQGLEWM geactgggtccgacaggetccaggacagggacttgaal
VH» | GWINPNSGGTNYAQKFOGRVTMTRD ggatgggctggatcaaccecaatageggeggeaccaattacgeee
e TSISTAYMELSRLRSDDTAVYYCARSP agaaatfccagggcagagtgaccatgaccagagacaccageatca
NPYYYDSSGYYYPGAFDIWGQGTM geaccgectacatggaactgageeggetgagateegatgacaceg
VTVSS ccgtgtactactgegecagatetcecaatecttactactacgacagea
gegggtactactaccecaggegecttcgatatttggggccagggeac
aatggtcaccgtgtctagt
agctacgtgetgacacagectecateegtgictgtggctecaggaca
SYVLTQPPSVSVAPGQTARITCGGNNI | gaccgecagaatcacatgeggeggeaacaacatcggeageaaga
VL & GSKSVHWYQOQKPGQAPVLVVYDDS | gegtgeactggtatcageagaagectggacaggctectgtectgat
pusy DRPSGIPERFSGSNSGNTATLTISRVEA | ggtgtacgacgacagegatagacctageggeatccecgagagattc

GDEADYYCQVWDSSSDHWVFGGGT
KLTVL

ageggeageaattecggeaataccgecacactgaccatcageaga
gtggaagetggepacgaggecgactactactgecaagigtgggac
ageageagegaccactggeltitcggeggagecacaaagetgaca
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[0062]

glgetg

VH 4
VEGF-A

(GaS)a
-VL s
VEGF-A

GaS-V
H
ANG-2-
(GaS)a
-VL s
ANG-2

EVQLVESGGGLVQPGGSLRLSCTASG
FSLTDYYYMTWVRQAPGKGLEWVG
FIDPDDDPY YATWAKGRFTISRDNSK
NTLYLQMNSLRAEDTAVYYCAGGDH
NSGWGLDIWGQGTLVTVSSGGGGSG
GGGSGGGGSEIVMTQSPSTLSASVGD
RVIITCQA
SEITHSWLAWYQQKPGKAPKLLIYLA
STLASGVPSRFSGSGSGAFEFTLTISSL
QPDDFATYYCQNVYLASTNGANFGQ
GTKLTVLGGGGGSQVQLVQSGAEVK
KPGASVKVSCKASGYTFTGYYMHW
VRQAPGQGLEWMGWINPNSGGTNY
AQKFQGRVTMTRDTSISTAYMELSRL
RSDDTAVYYCARSPNPYYYDSSGYY
YPGAFDIWGQGTMVTVSSGGGGSGG
GGSGGGGSSYVLTQPPSVSVAPGQTA
RITCGGNNIGSKSVHWYQQKPGQAP
VLVVYDDSDRPSGIPERFSGSNSGNTA
TLTISRVEAGDEADYYCQVWDSSSD
HWVFGGGTKLTVL

gaggtgcagetggttgaatetggeggaggactggticagectggeg
gatctetgagactgagetgtaccgecageggceticagectgaccega

ctactactacatgacctgggtccgacaggeccctggeaaaggacttg
agtgggicggaticatcgaccececgacgacgatecttactacgecaca
tgggccaagggcagattcaccatcageccgggacaacageaagaac
accctgtacctgeagatgaacagectgagagecgaggacaccgee
gtgtactattgtgecggeggagatcacaatageggetgggaccttga
tatttgggeccagggaacactggicaccgtgtctagtggtegagate
gctceggtggegataocagegpeggtgacgectctgagategtga
tgacacagagccccageacactgictgecageglgggagacagag
tgatcatcacatgecaggecagegagatcatccacagetggetggct
tggtatcagcagaagectggcaaggeccctaagetgetgatetacct
ggectetacactggecageggagtgectageagattttctggetetg

gatctggegecgagttcaccctgaccatcagtagectgeagectgac
gacttcgecacctactactgecagaacglgtacetggecageaccaa
cggegecaattitggecaggecaccaagetgacagtgetggpagg

cggaggeooctctcaggticagetggticagictggegecgaagty
aagaaacctggegectetgtgaaggtetectgeaaggecageggcet
acacctttaccggetactacatgeactgggtcegacaggetecagga
cagggactigaatggatgggctggatcaaccccaatageggeggce

accaattacgcccagaaaticcagggcagagtgaccatgaccagag
acaccagcatcageaccgeclacalggaactgagecggctgagate
cgatgacaccgeegtgtactactgegecagatcteccaatecttacta
ctacgacagcagegggtactactacccaggegcecticgatatttggg
gccagggcacaatggtecaccgtgictagigatggagetoocteegg
tggcggtgocageggegatgocgoctictagetacgigelgacaca

gcctecateegtgtetgtggetccaggacagaccgecagaatcacat
geggcgecaacaacatcggeageaagagegtgeactggtatcage
agaagcctggacaggetectgigetggtggtatacgacgacagega
tagacctagcggeatccccgagagattcageggcageaatteegge
aataccgecacactgaccatcagcagagiggaagetggegacgag
gcegactactactgecaagtgtgggacagcagcagegaccactgg

gitttcgocgeagocacaaagetgacagtoctg

CDA5-s
p-VH
i
VEGF-A

(GaS)a
-VL #
VEGF-A
GaS-V
H s
ANG-2-
(GaS)a
VL #
ANG-2

MPMGSLQPLATLYLLGMLVASCLGE
VQLVESGGGLVQPGGSLRLSCTASGF
SLTDYYYMTWVRQAPGKGLEWVGF
IDPDD
DPYYATWAKGRFTISRDNSKNTLYLQ
MNSLRAEDTAVYYCAGGDHNSGWG
LDIWGQGTLVTVSSGGGGSGGGGSG
GGGSE
IVMTQSPSTLSASVGDRVIITCQASEII
HSWLAWYQQKPGKAPKLLIYLASTL
ASGVPSRFSGSGSGAEFTLTISSLQPD
DFATYYCOQNVYLASTNGANFGQGTK
LTVLGGGGGSQVQLVQSGAEVKKPG
ASVKVSCKASGYTFTGYYMHWVRQ
APGQGL
EWMGWINPNSGGTNYAQKFQGRVT
MTRDTSISTAYMELSRLRSDDTAVYY
CARSPNPYYYDSSGYYYPGAFDIWG
QGTMV
TVSSGGGGSGGGGSGGGGSSYVLTQ
PPSVSVAPGQTARITCGGNNIGSKSVH
WYQQKPGQAPVLVVYDDSDRPSGIP
ERF
SGSNSGNTATLTISRVEAGDEADYYC
QVWDSSSDHWVFGGGTKLTVL

atgccaatggggoteectacaacceetggeaacactatatetgetaggt
atgctegtggectectgtitaggagagatgcagetggtigaatetgge
ggaggactggticagectggeggatetctgagactgagetgtaceg
ccageggcticagectgacegactactactacatgacctgggteega
caggececlggeaaaggactigagtggatcggaticalcgaceecy
acgacgatccttactacgccacatgggecaagggcagaticaccat
cagecgggacaacagcaagaacacectgtacctgeagatgaacag
celgagagecgaggacaccgecgtgtactatigtgecggeggagat
cacaatagegectggoocctigatatiigggeccaggeaacactgg
tcaccgtgtetagtggtegagotgoctecggtagcgatoocagegy
cggtggegectcigagatcgtgatgacacagagecccageacact
gictgecagegtgggagacagagtgatcatcacatgecaggecag
cgagatcatccacagetggetggettgotatcageagaagectgge
aaggeccctaagetgetgatetacctggectetacactggecagegg
agtgcctageagattttctggetetggatetggegecgagttcaceet
gaccatcagtagectgeagectgacgacttcgecacctactactgee
agaacgtgtacctggeeageaccaacggegecaattitggccaggg
caccaagctgacagtgetgggagecggaggagocictcaggtica
gctgaticagictggegecgaagigaagaaacctggegectcigty
aaggigtcctgeaaggecageggctacacctitaccggcetactacat
geactgggtcegacaggctecaggacagggactigaatggatges
ctggatcaaccccaatageggcggceaccaattacgeccagaaatte
cagggcagagigaccatgaccagagacaccageatcageaccge
ctacatggaactgagecggctgagatccgalgacaccgeegtglac
tactgcgecagatetcecaatecttactactacgacageageggeta
ctactacccaggegecticgatatttggegccagggeacaatggtca
cegtgictagiggiggaggtggciceggtggeggiggeageggeg
glggegeciclagetacgtgetgacacagecticcatceglglelgty
gctccaggacagaccegecagaatcacatgeggeggeaacaacate
ggcagcaagagegtgcactggtatcageagaagectggacaggct
cetgtgetggtgototacgacgacagegatagacctageggeatee
ccgagagaticageggcageaaticcggeaatacegecacactgac
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[0063]

catcagcagagtggaagetggegacgaggecgactactactgeea

agtgtgggacagcageagegaccactgggtiticggeggaggeac
aaagetgacagtgetg

XMV
A04

VH s

VEGF-A
(G6-

23)

EVQLVESGGGLVQPGGSLRLSCAASG
FTISDYWIHWVRQAPGKGLEWVAGI
TPAGGYTYYADSVKGRFTISADTSKN
TAYLQMNSLRAEDTAVYYCARFVFFL
PYAMDYWGQGTLVTVSS

gaggtgcageiggtggagageggageaggactggtocagecagg
aggctecetgeggetgtettgegecgecageggctttaceateteeg
actactggattcactgggtgagacaggeacctggeaagggactgga
gigegtggcaggaatcaccecageaggaggctacacatactatgee
gacagegtgaagggccggttcaccatctccgecgatacetctaaga
acacagectatctgeagatgaactcectgegggecgaggacacag
ccgtgtactattgegecagattegtgttcticetgecatacgecatgga

tattggooccaggecacectggigacagtgagetee

VL i

VEGF-A
( G6-

23)

DIQMTQSPSSLSASVGDRVTITCRASQ
DVSTAVAWYQQKPGKAPKLLIYSASF
LYSGVPSRFSGSGSGTDFTLTISSLQPE
DFATYYCKQGYANPWTFGQGTKVEIL
KR

gatattcagatgacacagiceecatetagectgtetgecageglggg

cgacagggtgaccatcacatgtagageaagecaggacgtgageac
cgeagtggeatggtaccageagaagectggeaaggecccaaaget
getgatetactcegectettteetgtattctggegtgecaageaggtita
gegggtecggatetggaacegacttcaccetgacaatetectetetg

cagcctgaggattitgecacatactattgeaageagggctatgecaat
ccatggaccticggecagggeacaaaggtggagatcaagagg

VH

ANG-2

QVQLVQSGAEVKKPGASVKVSCKAS
GYTFTGYYMHWVRQAPGQGLEWM
GWINPNSGGTNYAQKFQGRVTMTRD
TSISTAYMELSRLRSDDTAVYYCARSP
NPYYYDSSGYYYPGAFDIWGQGTM
VTVSS

caggttcagetggticagtetggegecgaagtgaagaaacctggeg
cctetgtgaaggtetectgeaaggecageggctacacctttaccgge
tactacatgcactgggtccgacaggetccaggacagggacttgaat
ggatggectggatcaaccecaatageggeggeaccaattacgece
agaaattccagggeagagtgaccatgaccagagacaccageatea
gcaccgectacatggaactgagecggetgagatcegatgacaceg
ccgtgtactactgegecagatctcccaatecttactactacgacagea
geggetactactacccaggegecticgatatitgggeccaggacac
aatggtcaccgtetctagt

VL
ANG-2

SYVLTQPPSVSVAPGQTARITCGGNNI
GSKSVHWYQQKPGQAPVLVVYDDS
DRPSGIPERFSGSNSGNTATLTISRVEA
GDEADYYCQVWDSSSDHWVFGGGT
KLTVL

agctacgtgetgacacagectecateegtgtetgtggctecaggaca
gaccgecagaatcacatgeggeggeaacaacatcggeageaaga

geglgcactggtatcageagaagectggacaggeteetgtgetgat

ggtgtacgacgacagegatagacctageggeateccegagagatic
agcggeageaattceggeaataccgecacactgaccatcageaga

gtggaagetggegacgaggecgactactactgecaagtgtgggac

agcagcagegaccactgggttitcggeggaggcacaaagetgaca
gtgetg

VH

VEGF-A

(GaS)a
-VL 4
VEGF-A

(4S-V
H s
ANG-2-
(GaS)a
-VL i

ANG-2

EVQLVESGGGLVQPGGSLRLSCAASG
FTISDY WIHWVRQAPGKGLEWVAGI
TPAGGYTYYADSVKGRFTISADTSKN
TAY
LQMNSLRAEDTAVYYCARFVFFLPYA
MDY WGQGTLVTVSSGGGGSGGGGS
GGGGSDIQMTQSPSSLSASVGDRVTI
TCRA
SQDVSTAVAWYQQKPGKAPKLLIY SA
SFLYSGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCKQGYANPWTFGQGTKV
E
IKRGGGGSQVQLVQSGAEVKKPGAS
VKVSCKASGYTFTGYYMHWVRQAP
GQGLEWMGWINPNSGGTNYAQKFQ
GRVTMTR
DTSISTAYMELSRLRSDDTAVYYCAR
SPNPYYYDSSGYYYPGAFDIWGQGT
MVTVSSGGGGSGGGGSGGGGSSY VL
TQPP
SVSVAPGQTARITCGGNNIGSKSVHW
YQQKPGQAPVLVVYDDSDRPSGIPER
FSGSNSGNTATLTISRVEAGDEADYY
cQ

VWDSSSDHWVFGGGTKLTVL

gaggtgeagetggtggagageggaggaggactggtgcagecagg
aggcieectgeggctgtctigegecgecageggctitaccatetecg
actactggattcactgggtgagacaggeacctggeaagggactgga
gtggotogcageaatcaccccageaggagectacacatactatgec
gacagcgtgaagggccggitcaccatcteccgecgatacctctaaga
acacagectatctgeagatgaactcectgegggecgaggeacacag
ceglgtactattgegecagatteglgticticetgecatacgecatgga
ttattggggccagggeaccetggigacagigagetceggtggaget
ggeteeggtggeggtggeageggeggtggeggetetgataticag
atgacacagtceecatctagectgictgecagegtgggegacaggg
tgaccatcacatglagageaagecaggacglgageaccgeaglege
catggtaccageagaageeiggeaaggecccaaagetgetgateta
ctecgeetetitectgtattetggegtgecaageaggtitagegggtee
ggatctggaaccgacttcaccetgacaatetectetetgeageetgag
gattttgccacatactattgeaageagggctatgecaatceatggace
ttcggecagggcacaaaggiggagatcaagagggocggaggpy
getctcaggttecagetggticagtctggegecgaagtgaagaaacct
gocgectctgtgaaggigticeigeaaggecageggctacacctttac
cgoctactacatgeactgggteecgacaggeteccaggacagggactt
gaatggatggoctggatcaaccccaatageggeggcaccaattacg
cccagaaaticcagggcagagtgaccatgaccagagacaccagea
tcagcaccgectacatggaactgagecggctgagatcegatgacac
cgecglgtactactgegecagateteccaatecttactactacgacag
cagcgggtaclactacocaggcgccttcgatmttggggcca ggac
acaatggtcaccgtgtctagtggtogagetooctccggtgecgatg
geagegpepeteocgocictagetacgligetgacacagectecate
cggctgtggctccaggac agaccgecaga atcacatgcggc og
caacaac atcggcagcaagagcgtgcactggtatcagcaga agec
tgeac aggctcctgtgctggtggtgtac gac gacagcgatagacct
ageggc atccccgagagattc agcggcagcaattccggcaatacc
gccac actgacc atcagc agagtggaagctggc gacgagoccga
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ctactactgccaagigtgggacageageagegaccactgggtiticg
geggagecacaaagetgacagtgctg
atgccaatggggtecctacaacccctggeaacactatatetgetaggt
atgctcgtggectectgttitaggagaggtgeagetggtegagageg
gaggaggactggtecagecaggaggcicectgeggctgtettgeg
ccgecageggctttaccatctecgactactggattcactgggtgaga
caggcacciggeaagggactggagtgggtggeaggaatcaccee

MPMGSLQPLATLYLLGMLVASCLGE agcaggaggctacacatactatgecgacagegtgaagggecggtt
VOQLVESGGGLVQPGGSLRLSCAASGF | caccatctecgecgatacctctaagaacacagectatctgeagatga
TISDYWIHWVRQAPGKGLEWVAGITP | actccctgegggecgaggacacagecgtgtactatigegecagatt
AGG cgigticticetgecatacgecatggattattgggaccagggcacect
YTYYADSVKGRFTISADTSKNTAYLQ | getgacagtgagetecggtggagetgoctceggigecgelggcag
CD5-s | MNSLRAEDTAVYYCARFVFFLPYAM cggegatgoegectetgataticagatgacacagtecceatetagee
P-VH | DYWGQGTLVTVSSGGGGSGGGGSG tgtetgecagegtgggegacagggtgaccatcacatgtagageaag
b GGGSD ccaggacgigageaccgeagiggeatggtaccageagaageetgg
VEGE-A | [QMTQSPSSLSASVGDRVTITCRASQD | caaggccccaaagetgetgatetacteegeetetticetglatictgge
= VSTAVAWYQOQKPGKAPKLLIYSASFL | gtgccaageaggtitagegggtecggatetggaaccgacttcacect
(GaS)3 | YSGVPSRFSGSGSGTDFTLTISSLQPE | gacaatctectetetgeagectgaggatittgecacatactattgeaag
[0064] -VL & | DFATYYCKQGYANPWTFGQGTKVEI | cagggctatgccaatccatggaccticggecagggcacaaaggty
vigi-a | KRGGGGSQVQLVQSGAEVKKPGASYV | gagatcaagaggggcggagggogctetcaggticagetgattcagt
- KVSCKASGYTFTGYYMHWVRQAPG | ctggegecgaagtgaagaaacctggegectetgtgaaggtatectg
G4S-V | QGLEWM caaggecageggctacacctttaccggetactacatgeactgggtee
H s GWINPNSGGTNYAQKFQGRVTMTRD | gacaggctecaggacagggactigaatggatggoctggatcaace
anc-2- | TSISTAYMELSRLRSDDTAVYYCARSP | ccaatageggeggcaccaattacgeccagaaattccagggeagag
(G4S): | NPYYYDSSGYYYPGAFDIWGQGTM tgaccatgaccagagacaccageatcageaccgectacatggaact
VL | VIVS gagecggctgagatcegatgacacegecgtgtactactgegecaga
TR SGGGGSGGGGSGGGGSSYVLTQPPS teteecaatecttactactacgacageagegggtactactacecagg
VSVAPGQTARITCGGNNIGSKSVHWY | cgecticgatatitgggeccagggeacaatggicaccegtgtctagty
QOQKPGQAPVLVVYDDSDRPSGIPERF | gtggaggtescteceggtggeggtggeageggeggtggcggctcta
SGS getacgtgetgacacagectccateegtgtetgtggetecaggacag
NSGNTATLTISRVEAGDEADYYCQWV accgecagaatcacatgeggeggeaacaacatcggeageaagag
WDSSSDHWVFGGGTKLTVL cgtgeactggtatcageagaagectggacaggeteetgtgetgety
gtgtacgacgacagegatagacctageggeateccegagagattca
geggeageaattccggeaataccgecacactgaccatcageagagt
ggaagctggegacgaggecgactactactgecaagigtgggacag
cagcagcgaccactgggtittcggeggagocacaaagetgacagt
getg
[0065]  SEAAII2: XMVAOL \XMVAO4 \ XMVAOILE At Hh [ ARk M E
[0066]  EXMVAOTLXMVAO4 . XMVAO9JFTk 75 Bl %5 ZEHEK293 T fit , W £ 7 , FHELTSAKS I |

T R AR o BUARERAEQD N« T2 10 % iR A- 175 RUDMEMR) 52 e B 77 AL E 2 293T4H )
BV ERT IR, 37°C <5 % CO, 55 R MR 77 = A M 0 & FER B 70 % - 90 9% I, SR )
Lipofectamine2000 (Invitrogen) (&5, # B A0 46 AL ook - AR 41 R 7572/ N I
KL I, -80°C £ H
[0067]  ELISAELAAG I L4 R : PLO. 1ng/mL VEGF165 (proteintech) 45 AR
(Thermo) , £FAL100uL, 4 CiF&IF & , F5450.05% Tween (Sangon) [FJPBSPEIAFFFRR 3K
R 3571 2% BSA G2 & 4:4) IHPBS 200uL/ L= 5 P L/INI, PR e 15 3 UK o AR
B N JFERIPE  (10mg/mL) ARifE 5L FIXMVAO L . XMVAO4 . XMVAOQ 5k 4 HEK 29 3 T4H fity
R4 3 AR M A —FLPA312 . Bng/mLyk B T 4 4R 8 MR EE R T LU RS
FEN_F35VAL: 105k : 50 TE LU AR, BOREC M, DAL R iokr R 4017 A E okt
M4 (Controldd) ,37°CHFEE L/NI, BEVE3 K  BEALIIAL : 5000FRE I BRAR L S b Sl 1l
H2EHT A LgGhifk (JacksonImmunoResearch) , 37 CHF & L/NN, FRPE53 7K KR FL I\ TMB I
B (Beyotime) 100uL/fL, Sl YC RN 647 B, 7] EaRFLH I 100pL / FLZ51E TR
(Beyotime) 2% 1 SN o FHEARS AE450nmAL I E ODIEL, TR AF AL S 1 &5 &, 25 R LI 3.
XMVAO1 XMVAO4AFIXMVAO9Z A4 JL4n i i BE A JU ARk VEGE 165 HRTES [, A B AR ,
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AoHFEER

[0068]  S53 : A 4RI 255 XMVAO T L XMVAO4  XMVAO9S] A KA 11 455 P 52 S (HRMEC)

VRl

[0069]  FLAKRSZEG AN « 51 % ECGSIIECMIY) 58 4177 3E (Science Cell) AZEHRMECs 1 4H
N5 Jy4 X 10 /mL, 100uL/FLEER T F 96 FLHR 1 , 4 XMVAO T L XMVAO4  XMVAO9 JFTkr 43 Hl) s
JLHEK293 TN U B 4n i 175 LA LOOUL /FLIIN AL, PAAHL G Jiokr O AniE L i i el
XHHRZH (Control4) «37°C 5% CO, MM 7R A 72 72/N % Cell Counting Kit-8
(CCK-8,Biosharp) i BH 4543 51 4F 5256 LA B2 Fh N 20ul /LAY CCK - 8RR, 7 7 4/
N5, FHES ARSI E £ 450nmAb IR IR, 45 8 L4, XMVAO 2 (A Bt 22k Y88 1 R AT STl
ECGSHIL N IPHRMECS [ 451 , HATHIZS R 225 L T-XMVAO 1 HTXMVAO4 .

[0070]  S24AJ4 . AE4RKE R 25k XMVAOL L XMVAO4 . XMVAQO X HRMEC s 5 JE5 T I 1 5

[0071] iR A M Matrigel (Corning) FEBUR A — M H7E V96 LA 1, 50uL/ 4L, 37°C
Br 74 8 LN LAXMVAOL  XMVAO4  XMVAO9 STz 43 71 ALHEK 293 T4 it J S B (I AT it -7
ACPRHRMECS , DAARFE QL TOR R4 _FIg R E ok B4 (Control4H) |, B5 7748/ N Ja A& AR
R PR RIIAL TS FOECMA L Rl 7 3 B R B Ao 86 8 92 X 10°/mL, 100pL/ FUEEFIAE &
B I96 FLER N 5 T-37°C , 5% CO, Hr s rh 57, RElRI B 2/ NN 2R, 4- 8/ NI I, A
TS NS AR, IR AR AL 5 N HRMECS & R B RE I s, 25 SR DL 5.
XMVAO9Z A it % 25 11 5 11 BB A7 S8 ARIIHRMEC s A IR T B, LA AISCR 25 00 T-XMVAO 1 A1
XMVAO4.,

[0072] 5455, FEHAAVIR 2EAOH 2RI E

[0073]  fii FH = Jokr fu 3 AR e hlalifv R4 AV &5 , FiliBD STRT (phelper) AAVIYJCapAIReptE
1 F3A JF0RT (AAV2/5) SRR 3k H 0 BTk (XMVAOL . XMVAO4BEXMVA09) #2/E2: 1: 1M T & LL,
FIPE TS T i B G 5, B JRHEK 293 TAMM , HEA T3 H I LA I AAVIR #5111 25 o 43 )
THEERF A3 RMEE TR, A TR _FIG I , BRERATS A H SR R I AAVIR 5580k o 5K 1]
ASTEIAS L T VD B (15 % <25 % 40 % 160 % ) FEA 795 JEBR 2500 (Beckman 18 1 250
B , RIS A AV 25 N BRI AL AAVIE 55 , 1050 35 4 FEL - S (L B8 - TAAV [T )
U TE MaPCRIZEA TAAVYR #5:73 FE E o

[0074] %5 ity

[0075] SRR AT, Gtk F oK VA5 % skp=<<0. 05, T & Ty AT FR PRI - B0
2 Mean=SD) o FIRE G L N AL FED 7 -

[0076]  HlLevene’s Test#ule 52551 s WA Ge it X (p>0.05) , HHIN =T 297
BT (ANOVA) BEAT G893 M7 o AISRANOVAAE et 5 X (p<<0.05) , M TLSDZ FE b5

[0077] 4SR5 ZE A7 (p<<0.05) , M TKruskal -Wallis ESEU0 % . W Kruskal -
WallisIESHURIG 45 R (p<<0.05) , 20 R HMann-Whitney UKSEGIHEATIMIELES o

[0078]  S5)6 - FiAth Tk AT AL 2

[0079] 5%l

[0080]  #{VEGF [ VHEZIERL [7- HI FIVLZ BEER [ 41 HTANG - 2[¥) VHEL FL IR 7 71 ANFIVL 2 B
FEA, AENS I L5355 IKCD5 - spiZ HER 7 411, 43 I TIG, S (G,S) 4G, SIKEE k3, 41k T
AH D5 5PV 6 576, S VHe o v~ (G,S) 5 VLo 1 -G, S-VH o P IRUBE A , HAE A %
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ARG TR ), FEAED S5 \BamH TREEIA 45, 763" 35| NEcoR VEELIN &5,
FXMVALO (DLIET) o HCHRiVEGF [ VHE IR T Y ANVL Z LR 7 41 Pt ANG - 211 VHE BL IR 7
HIFIVLE SRR Fr- 41 55 XMVAO9AHTA] .

[oo81] %2

[0082]  HUVEGF[YVHEA SRR 7 A FIVLEA FLIR 7 41« HTANG - 21X VHEA FL R 3 A MIVL G 24T
A, AEN 1L 53 WAME S JIKCD5 - spiZ H R 741, 43 BTG, S+ (G,S) 4G, SIKFE R4 4k T 45
D5 -5p-VEy o 176, S Ve o= (6,8) 5~ VL o o6, S=VH. o TR AR 505
TR AR A, FEAED B2 | N\Baml THEEEIA 2, 763" 85 8] NEcoR VEFEIA /5, fr
XMVALL (DLIEI8) o HH HTVEGF [ VHEA SR I S FIVL S 5518 - 41 TANG - 2/ VHEL FE R F3 411
FIVLEASLFR 741 5 XMVAO9AH ] o

[o083] %3

[0084]  HLVEGF[VHEA SR T M MIVLEA SR - 41« HTANG - 211 VHAA FE R - /1 AN ANVL 2 JE PR
FE A AN _E 43 WA S IRCD5 - spiZ H IR 7411, 73 B (G,9) 4GS+ (G,S) JIkI Sk b, 4 Ak
T RCDE-sp-VHyor nm 6,8) 5 VEp e w76, S=VHL 6 o™ (6,S) 5 VL LRI TIBUBIRAE , A
PN R S 2 H TR P4, IEAES U5 A\BamH IR VNS, 73 ¥ 5] NEcoR VEgL]
B8, A xmvaL3 (L E9) .

[o085]  Jy %4

[0086]  HUVEGF[VHEA SR T M MIVLEA SRR 7 41 « HUANG - 211 VHAA FL G - A1 AN ANVL S JE R
J5 5, AEN i 1L 43 A5 S RCD5 - spAZ H R T 41, 43 BTG, S (G,S) 426, SR a4 4k 17
2K CD5 5PV 576, VHyner a™ (6,S) 5 Vg 4~6yS= Vo HITFIRUSIBRAE MR8 N %5
ARG TR FE ), FEAED S5 NBamH TREEIA 45, 763" 35| NEcoR VEELIN &5,
#XMVAL4 (WLE10) o HHTVEGFIVHEL LR 7 S ANVL LR [7 41  FTANG - 211 VHEU LR [ 7
HIFIVLE SR Fr- 41 55 XMVAL3AHIA] .

[o087]  Jy 55

[0088]  HVEGF[YVHEA SRR T A FIVL A FLL i 41« HTANG - 21X VHEA FE R 3 A MIVL G A4 TR
A, AENS I 153 A5 S IKCDS - sptZ HER 741, 73 TG, S (G,S) 4G SIKE: Kb, 41k 145
9 9CD5-5p-VLyypor 176, S~ VHine o= (6,8) 5= VL o o6, S=VH. o TR AR 2505
TR HAZF R T, 46D 55| NBamH TRGYI &5, 783" 35| NEcoR VEREEIA &, iy 44
JIXMVALS (WIEILL) o HHETVEGF Y VHELZE R 5 A1 VLS ZE IR 7 41  JTANG - 21 VHES IL R - 411
FIVLEASEFR 741 S5 XMVA 1 3AH[A] o

[00891 i iof 3% 45 A B v s 10 2 0 S By - E W AR E A 8 T XMVATOXMVATLL

XMVAL3 XMVALT4FIXMVALSZA , FHIJCN 85 221 ok A2 Bt (MN) 3R 455 5T 1 ORI DNA RS
iR

[0090] el sitafg2 Fh fiTak 7 72 , 5 S0 9 B 6 ACHEK 29 3 T4 i, W £k F 37 , FHELISAJS 7%
Sl _F I AR AR IR S I3 R AT AR ) 5 7 AR A ek AR AN AT A

1145 PN BZ 41 (HRMEC) S5 R 5EMR o 42 RS 4 Hh BTk 110 5 7 , e 4l rp 2k iR kS

HRMECs I TE B 52 M » 42 S I FR BTk 1 5 725 , Tl B8 B A AAVIR B T4 0E

[0091] 3. XMVALOZEXMVAIS[FHI{E B
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;iﬁ’ JZ 5,;] BRI DNA /33l
EIVLTQSPGTLSLSPG gagalcglgetgacacagageectggeacactgicactgicteca
ERATLSCRASQSITGS goegaaagagecacactgagetgtagagecagecagageatea
YLAWYQQKPGQAPR cecgecicttacctggettggtatcageagaageetggacaggece
LLICGASSWATGIPD ctagactgetgatttgtggegecteticttgggecaccggeaticee
RFSGSGSGTDFTLTIS gatagattitctggeageggctecggeaccgacticaccetgaca
VL 4 RLE atcagcagactggaacccgaggacttcgeegtgtactactgeca
o PEDFAVYYCQQYSSS geagtacageageagecccateacetitggecagggeacaaga
G:s-v | PITFGQGTRLEIKRG ctggaaatcaagegggecggaggoooctetgaggtacagetgg
Ha GGGSEVQLVESGGG tggagageggaggaggactggtgcagecaggaggcteectge
[0092] i LVQPGGSLRLSCAAS | SEQ goctgicttgegecgecageggctttaceatetcegactactggat | SEQ
XMV | - (GsS) GFTISDYWIHWVRQ ID tcactgggtgagacaggeacctggeaagggactggagtgepte | ID
AlO APGKGLE NO gcaggaatcaccccageaggaggctacacatactatgecgaca | NO
VL # WVAGITPAGGYTYY 18 gegtgaagggecgeticaccatetccgecgatacctetaagaaca | 43
VEGEA | ADSVKGRFTISADTS cagectatctgeagatgaacteectgegggeegaggacacagee
-GaS- KNTAYLOQMNSLRAE gtgtactattgegecagaticgtgticticetgecatacgecatggat
VH i DTAVYYCARFVFFLP tattggggecagggeaccelggtgacagtgageteceggtggagy
A YAMDYWGQGTLVT tggetecgglggcggtggcageggcgatgacgocicigatatic
VSSGGGGSG agatgacacagtccccatetageetgtetgecagegtgggegac
GGGSGGGGSDIQMT agggtgaccatcacatgtagageaagecaggacgigageaccg
QSPSSLSASVGDRVTI cagtggcatggtaccageagaagectggeaaggecccaaaget
TCRASQDVSTAVAW getgatetactecgectetttectgtattetggegtgecaageaggtt
YQOQKPGKAPKLLIYS tagcgeetccggatctggaaccgacticaccctgacaatetectet
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ASFLYSGVPSRFSGS ctgeagectgaggatittgecacatactattgeaageagggetatg
GSGTDF ccaatccatggaccttcggecagggeacaaaggtggagatcaag
TLTISSLQPEDFATYY agggocggaggoooctctcaggtgcagetgattgaatetggteg
CKQGYANPWTFGQG cggagttetocagectggeagaagectgagactgtettgtgccge
TKVEIKRGGGGSQV cageggeticaccticaccaactatggaatgeactgggecagaca
QLVESGGGVVQPGR ggecectggeaaaggactigaatggetegeegtgatcagecacyg
SLRLSCAASGFTFTN acggeaacaacaagtactacgtggacagegtgaagggcagatic
YGMHWGR accalcagecgggacaacageaagaacacceiglacctgeagat
QAPGKGLEWVAVIS gaacageetgagageegaggacaccgeegtgtactatigtgeca
HDGNNKYYVDSVK gagagggcatcgactittggageggectgaattggticgaccett
GRFTISRDNSKNTLY ggogacagggcaccetggttacagtttettctgec
LOMNSLRAEDTAVY
YCAREGIDFWSGLN
WFDPWGQGTLVTVS
SA
MPMGSLQPLATLYLL
SMLYELDCEIRTIO atgccaatggggtecctacaaccectiggeaacactatatetgetag
SPGTLSLSPGERATLS
CRASQSITGSYLAWY gtatgetegtggeetectgiitaggagagatcgtgetgacacagag
QQKP GQAPRLLICGA ceetggeacactgteactgictccaggegaaagagecacactga
SSWATGIPDRFSGSG getgtagagecagecagageatcaccggetettacctggettggt
SGTDFTLTISRLE atcagcagaagectggacaggecectagactgetgattigiggeg
PEDRAVVYCOOYSSS | | St giczsniss
FITEG (CELETER d 'ﬁiﬂ;"c(ﬁi"ia;fl(ﬂ. gCCa;Ca"lga;'ﬁ’C'lgfﬂ"CCCE
ARV ERECH ;fgcéi‘cctttbwczabo c‘ac;;a a; c;1aat‘(:c':1a‘%: ' c
LVQPGGSLRLSCAAS B e S Bl s B
GFTISDYWIHWVRQ gaggggecicigaggtgeagetggipgagageggaggaggac
APGKGLE tggtgeagecaggaggctcecigeggetgtettgegeegecage

CD5-s WVAGITPAGGYTYY ggctttaccatcteegactactggattcactgggtgagacaggeac
p-VL ADSVKGRFTISADTS ctggcaagggactggagtgggtegcaggaatcaccccageagg
#t KNTAYLQMNSLRAE aggctacacatactatgecgacagegtgaagggecggttcacca
ANG-2- tetecegecgataceictaagaacacagectatetgeagatgaacte
v | DTAVYYCARFVFFLP
GaS cetgegggccgaggacacagecgigtactattgegecagattegt
YAMDYWGQGTLVT | SEQ SEQ
[0093] H # VSSGGGGSG D giicticctgeeatacgecaiggatiatiggggecagggeaceetg | o
VEGFA | GGGSGGGGSDIQMT | NO glgacagtgageiceggtggaggtggcteeggtggeggtggea | o
-(G4S) QSPSSLSASVGDRVTI | 21 geggeggtggeggetetgataticagatgacacagtececateta |,
3-VL & TCRASQDVSTAVAW geetgtetgecagegtgggegacagggtgaccatcacatgtaga
VEGEA | yQOKPGKAPKLLIYS geaagecaggacgtgageacegeagtggeatggtaccageaga
-G4S- ASFLYSGVPSRFSGS agcctggeaaggecccaaagetgetgatetacteegectetttoct
VH # GSGTDF glattelggegteccaageaggittageggatecggatetggaac
#wwa | TLTISSLQPEDFATYY o i
CKQGYANPWTFGQG gcaageagggclaly ggaccticge
TKVEIKRGGGGSQV agggcacaaaggtggagatcaagaggggcggaggggecicte
QLVESGGGVVQPGR aggtgcagetggttgaatctggtggcggagtigtacagectggea
SLRLSCAASGFTFTN gaagcctgagactgtctigigecegecageggcttecaccticacea
YGMHWGR actatggaatgcactggggcagacaggcccctggcaaaggactt
QAPGKGLEWVAVIS gaatgggtcgeegtgatcagecacgacggeaacaacaagtacta
HRGHBIEY T VISR et T et
GRFTISRDNSKNTLY L) 1 i) M
LQMNSLRAEDTAVY oo s e
YCAREGIDFWSGLN ateoacitipe
WEDPWGQGTLVTVS
SA
DIQMTQSPSSLSASV gatattcagatgacacagtceccatetagectgtetgecagegtgg
VL & GDRVTITCRASQDVS gegacagggtoaccatcacatgtagageaagecaggacgtgag
VEGF-A | TAVAWYQQKPGKAP caccgeagtggeatggtaccageagaagectggeaaggeecea
-GS KLLIYSASFLYSGVPS aagetgetgatetacteegectetttectgtatictggegteccaag
-VH | RFSGSGSGTDFTLTIS caggtttageggotecggatetggaacegacticaccetgacaat
: SEQ et ot it e Eaaats e SEQ
anG-2-( | SLQP D ctectetetgeagectgaggatitigecacatactattgeaageagg D
GaS)- | EDFATYYCKQGYAN NO getatgecaatceatggaccticggeeagggeacaaagglggag | 1
VL PWTFGQGTKVEIKR 19 alcaagaggggcggagggggcicteaggtgeagetggtigaate | o
ang-2- | GGGGSQVQLVESGG tggtgpeggagttgtgcagectggeagaagectgagactgtetty
XMV | GuS GVVQPGRSLRLSCA tgeegeeageggcttcaccticaccaactatggaatgeactggeg
All -VH 4 | ASGFTFTNYGMHWG cagacaggcccctggeaaaggacttgaatggetcgecgtgatea
- TRATLE ccacgacggcaacaacaagtactacgtegacage aa
vigi.a | RQAPGKGLEW gecacgacgg g gtggacagegtgaaggg
VAVISHDGNNKYYV cagattcaccalcagecgggacaacagcaagaacaccelgtace
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DSVKGRFTISRDNSK tgeagatgaacagectgagagecgaggacacegeegtgtactat
NTLYLOMNSLRAED tgtgccagagagggceatcgactitiggageggcctgaattggttc
TAVYYCAREGIDFWS gacccttggggacagggeaccetggttacagtttetictgecggtg
GLNWFDPWGQGTLV gaggtgoctecggtggegatgocageggeggtggcgpctetga
TVSSAGGG gatcgtgetgacacagagecectggeacactgteactgtctecagg
GSGGGGSGGGGSEI cgaaagagecacactgagetgtagagecagecagageateace
VLTQSPGTLSLSPGE gactettacetggettggtatcageagaageetggacaggeccct
RATLSCRASQSITGS agactgcigatiigtggegectictictigggecaccggeaticeeg
YLAWYQQKPGQAPR atagatttictggeageggetecggeaccgacttcaceetgacaat
LLICGASSWATGIPD cagcagactggaacccgaggacticgeegtgtactactgecage
RFSGSGS agtacagcageagecccateacetitggecagggeacaagactg
GTDFTLTISRLEPEDF gaaatcaageggggcggagggeooctcigaggtgcagetggty
AVYYCQQYSSSPITF gagagcgeagoageactgglocagecaggaggclccclgegy
GQGTRLEIKRGGGG ctgicttgegeegecageggctitaccatetcegactactggatica
SEVQLVESGGGLVQP ctgggtgagacaggeacciggeaaggeactggagtageteoca
GGSLRLSCAASGFTI ggaatcaccccageaggaggetacacatactatgeegacagegt
SDYWI gaagggecggticaccatctecgecgatacetctaagaacacag
HWVRQAPGKGLEW cclatctgeagatgaactecetgegggocgaggacacageegtg
VAGITPAGGYTYYAD tactattgcgeeagattegtgticticetgecatacgecatggattatt
SVKGRFTISADTSKN ggggccagggcaccetggtgacagtgagetee
TAYLOMNSLRAEDT
AVYYCARFVFFLPYA
MDYWGQGT
LVTVSS
MPMGSLQPLATLYLL
SMLYASEOGDIGNE atgccaat tccctacaaccectggeaacactatatetgeta;
QSPSSLSASVGDRVTI gccaalgges £8 gctag
TCRASQDVSTAVAW gtatgetegtggeetectgiitaggagatattcagatgacacagtec
YQOKPGKAPKLLIYS ccatctagectgtetgecagegtgggcgacagggtgaccateac
ASFLYSGVPSRFSGS | | Sameemtemamer ppeeeragaretagec
GSGTDFTLTISSLQP o RGN P ARSI LR Mt R SIS

ctetttectgtatictggegtgecaageaggtitagegggtccggat
EDFATYYCKQGYAN

ctggaaccgacticaccetgacaatetectetetgeagectgagga
PIVIRO g TRAHTER ttitgccacatactattgeaagea tatgccaatccatggacct

[0054] GGV QIVER GG te gcc(a ; cacaia . ngti:aaga v gaa
GVVQPGRSLRLSCA ggecaggg gglggagatcaagaggeecegageg
ASGFTFTNYGMHWG ggctctcaggtgcagctggttgaatctggtggcggagttgtgcag

CD5.s | ROAPGKGLEW cctggeagaagectgagactgtetigtgecgecageggeticace
VL | VAVISHDGNNKYYV ttcaccaactatggaatgeactggggeagacaggecectggeaa
DSVKGRFTISRDNSK aggacttgaatgggtcgecgtgatcagecacgacggeaacaaca
jFCF NTLYLQMNSLRAED agtactacglggacagegtgaaggecagaticaccatcageegg
GF-A gacaacagcaagaacaccetgtacetgeagatgaacagectgag
-.GiS TAVYYCAREGIDFWS ks =
X4 agccgaggacaccgecgigtactatigtgeccagagagggeatc
GLNWFDPWGQGTLV | SEQ | 2&ccgaggacaccgeegiglactatigigecagagaggeealcg | op
-VH | TVSSAGGG ) D acttttggageggectgaattggttcgaceettggggacagggea | o
ANG- 1'( GSGGGGSGGGGSEI NO ccctggrtacagtttcttctgcc ggtggaggtggctcc ggtggcgg NO
GaS)s- 5 tggcageggeggtgecggctetgagategtgetgacacagage
VLTQSPGTLSLSPGE | 22 46
VL & RATLSCRASQSITGS cctggeacactgteactgtectccaggegaaagagecacactgag
ANG2- | YT AWYQQKPGQAPR ctgtagagecagecagageatcaccggetettacctggettggtat
GuS LLICGASSWATGIPD cagcagaageclggacaggeccctagactgetgatitgtegcgc
-VHu | RFSGSGS cictictigggecaceggeaticecgatagattitctggeagegget
VEGFA | GTDFTLTISRLEPEDF ccggeaccgacttcaccetgacaatcageagactggaaccegag
AVYYCQQYSSSPITF gacticgeegtgtactactgecageagtacageageagecceate
GQGTRLEIKRGGGG acctttggccagggcacaagactggaaatcaageggggeggag
SEVQLVESGGGLVQP ggggctetgaggtgcagetggtggagageggaggaggactggt
gcagecaggaggcteectgeggetgtettgegecgecagegget
GGSLRLSCAASGFTI e s Al
SDYWI ttaccatcteccgactactggaticactgggtgagacaggeacctgg
ENVEOA AR L e e e
VAGITPAGGYTY YAD atactaigeegacagegigaaggecegs
SVKGRFTISADTSKN cgecgataccictaagaacacagectatctgeagatgaacteect
TAYLOMNSLRAEDT gegggecgaggacacagecgiglactattgegecagattegtgtt
AVYYCARFVFFLPYA c;t:::;tgtc;atatcéfccatggartattggggccagggcaccctggt
MDYWGQGT EHGHEIERES
LVTVSS
VH 4 SEQ
XMV | VEGEA | v win IS[EQ actactggaticac i
A3 (GG- s 1 gactactggaticac NO
3D ] 24
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-CDR
1
VH #

VEGF-A SEQ SEQ
(G6- | GITPAGGYTYYADSV D goaatcaccccageaggaggctacacatactatgecgacagegt | ID
31) KG NO: 2 | gaaggec NO
7 o 25

-CDR
2
VH #
vt 2
FVFFLPYAMDY ID ttegtgticticetgecatacgecatggattat ;
3L NO: 3 b
-CDR 26
3
EVQLVESGGGLVQP gaggtgcagelggtggagagcggaggageactggtocageca
GGSLRLSCAASGFTI ggaggctecetgeggetgictigegeegeeageggctttaceate
VH » SDYWIHWVRQAPGK SEQ teccgactactggatteactgggtgagacaggeacctggeaaggg SEQ
\'EGF:A GLEWVAGITPAGGY [D actggagtggetogcagpaatcaccccageaggaggctacaca [D'
(G6- TYYADSVKGRFTISA NO tactatgcegacagegtgaagggccggticaccatetcegecgat NO
3 l ) DTSKNTAYLQMNSL 13 acctetaagaacacagectatelgeagatgaacteeetgegggee 27
RAEDTAVYYCARFV gaggacacageegtgtactatigegecagattegtgttcticetge | =
FFLPYAMDYWGQGT catacgccatggattattgggoccagggeaccetggtgacagtg
LVTVSS agetee
VL &
VEGF-A . SE
(Gé6- AHY D
RASQDVSTAVA ID agagcaagecaggacgigageaccgeagiggea
31) NO : 4 NO
’ 28
-CDR
1
VL &
VEGF-A SEQ SEQ
[0095] (G- SASFLYS D tecgeetetttcetgtatict L,
-CDR ’ 29
2
VL &
VEGF-A SEQ SEQ
3(]' ()}6_ QOQGYGNPFT II\?O cageagggctatggeaatecattcace EI:)O
-CDR 47 55
3
DIQMTQSPSSLSASV gatattcagatgacacagtccccatctageetgictgecagegtgg
GDRVTITCRASQDVS gegacagggigaccatcacatglagageaagecaggacgigag
VL s TAVAWYQQKPGKAP | SEQ caccgeagtggcatggtaccageagaagectggeaaggeecea | SEQ
veGE-a | KLLIYSASFLYSGVPS | ID aagctgetgatetactecgectetitectgtatictggegtgecaag | ID
(G6- | RFSGSGSGTDFTLTIS | NO caggtttagcgggtecggatctggaaccgacticaccetgacaat | NO
31 SLQPEDFATYYCQQG | 48 ctectetetgeageetgaggattttgecacatactattgecageagg | 56
YGNPFTFGQGTKVEI getatggeaatecaticacctttggecagggeacaaaggtggaga
KR tcaagagg
QVQLVESGGGVVQP caggtgcagetggttgaatetggtggegeagttgtgcagectgge
GRSLRLSCAASGFTF agaagcctgagactgictiglgecgecageggcticaccticacce
VH & TNYGMHWGRQAPG SEQ aactatggaatgeactggggeagacaggecceiggeaaaggac SEQ
i KGLEWVAVISHDGN m’ ttgaatgggtcgecgtgatcagecacgacggeaacaacaagtac ID‘ i
3 Ml NKYYVDSVKGRFTIS NO :1 tacgtggacagegtgaagggcagattcaccatcageecgggaca NO
9 '3 ) RDNSKNTLYLQMNS 5 " | acagcaagaacacccigiacctgeagatgaacagectgagagee 35
: LRAEDTAVYYCARE gaggacaccgecgtgtactatigtgccagagagggecategacttt
GIDFWSGLNWFDPW tggagcggcctgaatiggticgacectiggggacagggcaccct
GQGTLVTVSSA gettacagttictictgee
EIVLTQSPGTLSLSPG gagatcgtgetgacacagageceetiggeacactgicactgicteca
VL s ERATLSCRASQSITGS | SEQ ggcgaaagagecacactgagetgtagagecagecagageatea | SEQ
ANG-2 YLAWYQOQKPGQAPR | ID ceggelettacctggettgetatcageagaagectggacaggecee | ID
(3.1 | LLICGASSWATGIPD | NO ctagactgetgatttgtggegectettettgggecaceggeattcee | NO
9.3) RFSGSGSGTDFTLTIS | 16 gatagattttctggeageggcetecggeaccgacticacectgaca | 39
RLEPEDFAVYYCQQ atcageagactggaaccegageacttcgeegtgtactactgeca
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YSSSPITFGQGTRLEL geagtacageageagececatcacctitggecagggeacaaga
KR ciggaaatcaagegg
Fé\ég{'gigggg]gg]?; gagglgcagelgglggagageggagoagoactggtgcageca
SDYWIHWVRQAPGK ggaggctecetgeggetgicttgegeegecageggetitaccate
GLEWVAGITPAGGY tecgactactggattcactgggtgagacaggeacctggeaageg
actggagtgggtggeaggaatcaccccageaggaggcetacaca
B‘;Z{QI?%X\I_S E' (‘I; 1\1;1'11;1155 f tactatgccgacagegtgaagggecggticaccatctcegecgat
acctctaagaacacagectatctgeagatgaactcectgegggec
E?f&%&%%?’f gaggacacagecgigtactattgegecagaticgtgticticetge
LVTVSSGGGGSGGG catacgccatggattattggggccagggeaccetggigacagtg
GSGGGGSDIQMTQS agcteeggtggaggtggetecgglggegatggeageggegaty
PSSLSASVGDRVTITC geggcetetgatattcagatgacacagiceccatetagectgictge
VH: | RASQDVSTAVAWYQ cagcgtgggegacagggigaccatcacatgtagageaagecag
veara | QKPGKAPKLLIYSAS gacgtgageaccgeagtggeatggtaccageagaageetggea
) FLYSGVPSRFSGSGS aggccccaaagetgetgatetactcegectetttectgtattetgge
(GsS)s | GTDFTLTISSLQPEDF glgccaageaggtitagegggatecggatetggaaccgacttcace
VL | ATYYCQQGYGNPFT ctgacaatctectetetgeagectgaggatttigecacatactattge
viara | FGQGTRVEIKRGGG SEQ cagcagggctatggeaatccaticacctitggecagggeacaaa | SEQ
) GSQVQLVESGGGVV ID getgepagatcaagagggecgrageooectctcaggtgeaget | 1D
GiS-V | QPGRSLRLSCAASGF NO gattgaatctggtggeggagtigtecagectggeagaagectga | NO
Ha TFTNYGMHWGRQA 49 gactgtettgtgecgecageggcticaccttcaccaactatggaat | 57
e | PGKGLEWVAVISHD gcactggggcagacaggeccctggeaaaggactigaatgggte
(GsS): | GNNKYYVDSVKGRF gocgtgatcag(.:cacgacggcaacaacemgtactacgtggaca
VL. | TISRDNSKNTLYLQM gegtgaaggecagaticaccatcagecgggacaacageaagaa
~ " | NSLRAEDTAVYYCA caccctgtacctgeagatgaacagectgagagecgaggacace
ANG-2 REGIDFWSGLNWED geegtglactattgtgecagagagggcatcgactittggageggc
PWGQGTLVTVSSAG ctgaattggticgacccttggggacagggcacceiggtiacagttt
GGGSGGGGSGGGGS cttctgeeggtggaggtggciceggtggeggtggcageggcggt
EIVLTQSPGTLSLSPG ggtcgtgtctctgagatcgtgctgacaca%agcc:;%gcacactgtc
actgtctccaggegaaagagecacactgagetgtagagecagec
Eﬁwgﬁigglgs agagcatcaccggelettacetggettggtatcageagaageetg
LLICGASSWATGIPD gacaggececctagactgetgatitgtggegectettetigggecac
[0096] RFSGSGSGTDFTLTIS cggcattccegatagattttctggeageggetceggeaccgacttc
: accctgacaatcageagactggaacecgaggacticgecgtgta
ﬁgszglgitﬁﬁgl ctactgccageagtacageageagecccatcacctttggecagg
KR gcacaagactggaaatcaagegg
MPMGSLQPLATLYLL atgccaatggggteectacaaccectggeaacactatatetgetag
GMLVASCLGEVQLV gtatgetegtggectectgtitaggagagetgcagetggtggaga
ESGGGLVQPGGSLRL geggaggagoactggtgcagecaggaggcteectgeggetgte
SCAASGFTISDYWIH ttgegecgecageggctttaccatetecgactactggatteactgg
WVRQAPGKGLEWV gtgagacaggeacctggeaaggpactggagtggotgocagoa
AGITPAGGYTYYADS atcaccccageaggaggcetacacatactatgecgacagegtgaa
VKGRFTISADTSKNT ggoecgeltcaccateteegeegatacetctaagaacacageeta
CD5-s | AYLQMNSLRAEDTA tetgeagatgaactcectgegggecgaggacacageegtgtact
p-VH | VYYCARFVFFLPYA attgcgecagattegtgticttcetgecatacgecatggattattgg
# MDYWGQGTLVTVSS ggccagggeaccetggtgacagtgageteeggtggagatooct
VEGF-A | GGGGSGGGGSGGGG ceggtggeggtggcageggeggtggcgectetgataticagatg
E SDIQMTQSPSSLSAS acacagtccccatctagectgtetgecagegtgggegacaggget
(GsS)3 | VGDRVTITCRASQDV SEQ gaccatcacatgtagageaagecaggacgigageacegeagtg SEQ
-VL | STAVAWYQQKPGKA ID‘ geatggtaccagcagaageclggeaaggecccaaagetgetgat ID‘
vear-a | PKLLIYSASFLYSGVP NO ctactcegectetttcetgtattetggegtgccaageaggtttageg NO
- SRFSGSGSGTDFTLTI 50 ggtecggateiggaacegacticaccetgacaateteetetetgea | oo
G4S-V | SSLQPEDFATYYCQQ gectgaggattttgecacatactattgecageagggctatggeaat
H GYGNPFTFGQGTKV ccattcacctttggecagggeacaaaggtggagatcaagaggog
ang2- | EIKRGGGGSQVQLVE cggaggepectetcaggtgeagetggttgaatetggtgocggag
(GsS): | SGGGVVQPGRSLRL ttgtgcagectggeagaagectgagactgtettgtgecgecageg
VL4 | SCAASGFTFTNYGM getteacettcaccaactatggaatgeactggggcagacaggece
ANGD HWGRQAPGKGLEW ctggcaaaggactigaatggeticgeegtgalcagecacgacggc
VAVISHDGNNKYYV aacaacaaglactacgtggacageglgaagggeagaticaccat
DSVKGRFTISRDNSK cagcegggacaacageaagaacacectgtacctgeagatgaac
NTLYLOQMNSLRAED ageelgagagecgaggacaccgeegigtactatigtgecagaga
TAVYYCAREGIDFWS gggcatcgacttitggageggectgaatiggttcgaceettgggg
GLNWFDPWGQGTLV acagggeaccctggitacagttictictgeeggtggaggtgactce
TVSSAGGGGSGGGG gatggcgetoocageggeggtggegoctetgagategtgctga
SGGGGSEIVLTQSPG cacagageeciggeacactgicactgictecaggegaaagagee
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TLSLSPGERATLSCR acactgagetgtagagecagecagageatcaceggetettacetg
ASQSITGSYLAWYQ getiggtatcageagaagectggacaggeccetagactgetgatt
QKPGQAPRLLICGAS tgtggcgectetictigggecaceggeattccegatagattttetgg
SWATGIPDRFSGSGS cageggetecggeaccgacttcacectgacaatcageagactgg
GTDFTLTISRLEPEDF aaccegaggacticgeegtgtactactgecageaglacageage
AVYYCQQYSSSPITF ageeccatcacctttggecagggcacaagactggaaatcaageg
GQGTRLEIKR g
EIVLTQSPGTLSLSPG agatcgtectgacacagagecctggeeacactglcactgicteca
FLF CELBICR-A S Tk . % aa};r}:a %;:'l::'lc% '% ctrvt};ba (;cqr;glcc‘a é, catca
SLATUCRISIRER gf gctct?afct ‘ c‘tt g‘tfic; cg gao‘cgto ﬁgcﬁg cce
LLICGASSWATGIPD o R g B
RFSGSGSGTDFTLTIS | | Soeclmisesepercictzssocrssctee
s S g':c;g::a ctggggaa:éc%:ga z%gttc cg actactgcca
L HE eI EY ca gtaciaca ca; cccgca%f?accmg c%:tagt cacia
KRGGGGSEVQLVES ft faaatf"la gC . Cgoa %%Cl Elggg ca C%a
GEOTVOPOGSIALAY T ot
AEAFTIRRT ALY Ei}g(:tgté"ttzi’(c:, fcgcégcﬁ:: cbbcct,ttagcat‘ccﬁ{‘:gfcmctrrgat
IR SO S O ;gcgact : gac%i otcgacgc% caa actg a(t bgt

VL. | ITPAGGYTYYADSVK . %ﬁi*‘f’j“? S Wl iy
. GRFTISADTSKNTAY geaggaalcaccccageaggagectacac atgecgaca
ANG-2- LOMNSLRAEDTAVY gegtgaagggccggticaccatctecgecgatacctetaagaaca
GuS-V YCARFVFFLPYAMD cagectatctgeagatgaacteeetgegggccgaggacacagee
H YWGQGTLVTVSSGG | SEQ gtgtactattgegecagattcgtgticttcctgecatacgecatggat SEQ
VEGF-A . A RS A tattggogccagggcaccetggtgacagtgageteeggtggagg
L« | GGSGGGGSGGGGSD | ID ID
-(G4S) tggeteeggtggegelggcageggegetgeegactetgatatic
VL IISLILSTESURSIR | S agatgacacagtccccatctagectgictgecagegtgggegac M=
3= #H b t
DRVTITCRASQDVST | 51 S 59
VEGFA | AVAWYQQKPGKAPK agggtgaccatcacatgtagagecaagecaggacgtgageaccg
-GsS- | | LIYSASFLYSGVPSR cagtggeatggtaccageagaageetggeaaggecccaaaget
VH# | FSGSGSGTDFTLTISS getgatetactecgectetttcetgtatictggegtgecaageaggtt
ANG2 LQPEDFATYYCQQG tagcgggtecggatctggaaccgacttcaccetgacaatctectet
YGNPFTFGQGTKVEI ctgcagectgaggattttgccacatactattgecageagggcetatg
KRGGGGSQVQLVES geaatccattcacctitggecagggeacaaagglggagatcaag
GGGVVQPGRSLRLS aggggeggaggegocicicaggigeageiggiigaalelggleg
0097] CAASGF TFINYGMH Bt e el il e B
WGRQAPGKGLEWYV e P e
s e ggcccctggcaaaggacttgaatgggtcgccgtgatcagccacg
AVISHDGNNKYYVD
XMV acggeaacaacaagtactacgtggacagegtgaagggceagatic
Al4 YRS TISRTINSN accatcagecgggacaacageaagaacaccetgtacctgeagat
T‘ ,.‘LY,.‘L, QMNSLRAEDTA aaca, égCT %lgﬁ CCga gaca%:c CC gt;ﬂﬁgt c%;a
SERERDEWSE g'l i} '%’ ’Cflcg El%ﬂ.ﬂg g;ig Cg 'Cgl 'glatfta T.C"%CEC".
LNWFDPWGQGTLVT gagagggeatcgactiliggageggect gaaliggticgs
VSSA ggggacagggeacceiggttacagtitetictgee
MPMGSLQPLATLYLL atgccaatggggtcectacaaccectggeaacactatatctgetag
GMLVASCLGEIVLT(Q glatgetecgtggectectgitlaggagagatcgigetgacacagag
SPGTLSLSPGERATLS ceetggeacactgteactgtcteccaggegaaagagecacactga
CRASQSITGSYLAWY getgtagageeagecagageatcaceggetettacetggettggt
QQKPGQAPRLLICGA atcagcagaagectggacaggeccctagactgetgattigtggeg
SSWATGIPDRFSGSG cctettettgggecaccggeattecegatagattitctggeagegg
CD5-s | SGTDFTLTISRLEPED ciceggeaccgacttcaccetgacaatcageagactggaacecg
p-VL FAVYYCQQYSSSPITF aggacticgecgtgtactactgecageagtacageageageece
1 GQGTRLEIKRGGGG atcacctttggecagggeacaagactggaaatcaagegggocg
anG-2- | SEVQLVESGGGLVQP gagggooctcigagglgcagetgglggagageggaggagoac
G4S-V | GGSLRLSCAASGFTI SEQ tggtgcagecaggaggetcecigeggetgtetigegeegeeage SEQ
H SDYWIHWVRQAPGK D ggctitaccatcteegactactggaticactgggtgagacaggeac | 0
vegr-a | GLEWVAGITPAGGY NO ctggeaagggactggagtggetgocaggaatcaccecageagg NO
-(G4S) | TYYADSVKGRFTISA 5 aggetacacatactatgecgacagegigaagggeeggticacea | o
1-VL » | DTSKNTAYLQMNSL tcteegecgatacctctaagaacacagectatctgeagatgaacte
vegi-a | RAEDTAVYYCARFV cctgegggccgaggacacagecgigtactattgegecagaticgt
-GsS- | FFLPYAMDYWGQGT gitctiectgecatacgecatggatiattgggoccagggcacectg
VH 4 LVTVSSGGGGSGGG glgacagigagelceggtggagetigocteeggtggcggtgeca
- GSGGGGSDIQMTQS cgocgpgigecgecicigataticagatgacacagtececalcta
ANG-2 gcggegglgecgeciclg gatg il
PSSLSASVGDRVTITC geetgietgecagegtgggcgacagggteaccatcacatgtaga
RASQDVSTAVAWYQ geaagecaggacgigageaccgeagtggeatggtaccageaga
QKPGKAPKLLIYSAS agectggeaaggecccaaagetgetgatetacteegectetttect
FLYSGVPSRFSGSGS gtattctggegtgccaageaggittagegegtecggatetggaac
GTDFTLTISSLQPEDF cgacttcaccctgacaatctectetetgeagectgaggatitigeea
ATYYCQQGYGNPFT catactattgecageagggctatggcaatccaticaceittggeca
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FGQGTKVEIKRGGG gggracaaaggtggagalcaagagggecggagoeoocictca
GSQVQLVESGGGVV gatgcagetggtigaatetggtgecggagttigtocagectggeag
QPGRSLRLSCAASGF aagcctgagactgtettgtgecgecageggceticaccttcaccaa
TFTNYGMHWGRQA ctatggaatgcactggggcagacaggeccctggeaaaggacttg
PGKGLEWVAVISHD aatgggicgccgigatcagecacgacggeaacaacaagiactac
GNNKYYVDSVKGRF glggacagegtgaagggcagaticaccatcageegggacaaca
TISRDNSKNTLYLOQM geaagaacaccetgtacctgeagatgaacagectgagageega
NSLRAEDTAVYYCA ggacaccgeeglglactatigtgecagagaggecategacttitg
REGIDFWSGLNWFD gageggectgaattggticgaceeitgggeacagggeaceetgg
PWGQGTLVTVSSA ttacagtttctictgec
g&ﬁ?ggﬁé@%ﬁ}; gatlattcagatgacacagiccecatctageetgletgecagegtegg
TAVAWYQOKPGKAP gegacagggtgaccatcacatgtagageaagecaggacgtgag
KLLIYSASFLYSGVPS caccgeagtggeatggtaccageagaageetggeaaggeecea
RFSGSGSGTDFTLTIS aagctgcetgatctactcegectetttectgtattctggegtgecaag
SLQPEDFATYYCQQG caggtttagcggotecggatetggaaccgacttcacectgacaat
YGNPFTFGQGTKVEI ctectetetgeagectgaggatitigecacatactattgecageagg
KRGGGGSQVQLVES getatggeaatecattcaccttiggecagggeacaaaggtggaga
GGGVVQPGRSLRLS tcaagaggggcggaggggectctcaggtgcagetggitgaatet
CAAS GFTFTNY GMH gotoocoogoiigtocagectggcagaagectgagactgtetigt
WGRQAPGKGLEWV geegecageggettcacettcaccaactatggaatgeactgggg
AVISHDGNNKYYVD cagacaggcecctggeaaaggactigaatgggtegecgtgatea

VL # SVKGRFTISRDNSKN gccacgacggcaacaacaagtactacgtggacagcgtgaaggg
VEGF-A cagattcaccatcagecgggacaacageaagaacaccetgtace
-GaS T‘ “LY“ L, (?AI\I/[{E(SBIES?\EEEA tgcagatgaacagecigagagecgageacaccgeegigtactat
-VH & tgtgecagagagggcatcgactitiggageggectigaattggitc
ANG-2+( LNRPIE WeILET | 250 gaccetiggggacagggcaccetggttacagtitettetgeeggtg REQ
oy VSSAGGGGSGGGGS | ID ID
GaS)s- GGGGSEIVLTQSPGT | NO gaggiggcteegglggeggtggeageggeggtegegeetetga |
Vot | ISLsrERaTLSeRs |5 | SR sesmocgiaronit | g
ANG2™ | SQSITGSYLAWY
GaS KQP GQ APRLLICGESS goctettacctggettggtatcageagaagectggacaggecect
-VH & agactgctgatitglggegectctictigggecaccggeattceeg
— b G L atagatttictggcageggetceggeaccgacticaceetgacaat
VEGE-A | TDFTLTISRLEPEDFA
[0098] VYYCQQYSSSPITFG cagcagactggaaccegaggacttcgecgtgtactactgecage
QGTRLEIKREGGGS-E agtacagcagcagccccatcacctttggecagggcacaagactg
v QLVESGGGLVQPG gaaatcaagcggggcggagggooctctgagatgcagetggtg
GSLRLSCAASGFTIS gagagcggaggaggactggtgeagecaggaggciceetgegg
XMV DYWIHWVRQAPGK c:c[g‘;ct:gcgccgccagcgtgctt‘taccatctc:gact?ctg%attca
AlS LR R egsatcacoocapcapzaggcincacatctzcceacageet
TEEAGFRESEFTIRA, gaagggccggticaccatctecegeegataceictaagaacacag
DTSKNTAYLQMNSL
RAEDTAVYYCARFV cctatctgeagatgaactcectgegggecgaggacacageegtg
FFLi’Y AMDYWGQGT tactattgcgecagattegtgticttcetgecatacgecatggattatt
LVTVSS ggggccagggcaccctggtgacagtgagctcc
MPMGSLQPLATLYLL atgccaatggggteectacaaccectggeaacactatatetgetag
GMLVASCLGDIQMT gtatgctegtggectectgittaggagatattcagatgacacagtec
QSPSSLSASVGDRVTI ccatctagectgtetgecagegtgggcgacagggtgaccateac
TCRASQDVSTAVAW atgtagagcaagecaggacgtgageaccgeagtggeatggtac
CD5-s | YQOQKPGKAPKLLIYS cageagaagectggeaaggecccaaagetgetgatetacteege
p-VL | ASFLYSGVPSRFSGS cctttectgtattctggegtgecaageaggtttagegggteceggat
i GSGTDFTLTISSLQPE ctggaaccgacticacccigacaatctectetelgeagecigagga
;,E — DFATYYCQQGYGNP tttfgecacatactattgecageagggctatggeaatecatteacett
-GiS FTFGQGTKVEIKRGG tggceagggeacaaaggiggagatcaagagggecggageeg
-VH GGSQVOQLVESGGGV | SEQ getctcaggtgeagetggttgaatetggtggeggagttgtecage | SEQ
1m( VQPGRSLRLSCAASG | ID ctggcagaagectgagactgtettgtgecgecageggettcacet | 1D
ENC;'_ FTFTNYGMHWGRQ NO tcaccaactatggaatgcactgggecagacaggececctggeaaa | NO
V.It " | APGKGLEWVAVISH 54 geacttgaatggetegecgtgatcagecacgacggeaacaacaa | 62
= DGNNKYYVDSVKG gtactacgtggacagegigaagggcagaticaccatcageeggg
ANG-2™ | RFTISRDNSKNTLYL acaacagcaagaacaccetgtacetgeagatgaacageetgaga
GsS QMNSLRAEDTAVYY gecgaggacacegeegigtactatigigecagagagggeatcga
-VHu# | CAREGIDFWSGLNW cftttggageggectgaatiggticgaccettggggacaggecac
VEGE-A | FDPWGQGTLVTVSS cetggttacagtttetictgecggiggagatgecteceggtggegat
AGGGGSGGGGSGGG ggcageggegetgocgacictgagategtgctgacacagagee
GSEIVLTQSPGTLSLS ctggeacactgtcactgtcticcaggegaaagagecacactgaget
PGERATLSCRASQSIT gtagagcecageecagageatcaccggcetettacctggetiggtate
GSYLAWYQQKPGQA agcagaagectggacaggeccctagactgetgatttgiggcgect
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[0099]

PRLLICGASSWATGIP
DRFSGSGSGTDFTLTI
SRLEPEDFAVYYCQQ
YSSSPITFGQGTRLEI
KRGGGGSEVQLVES
GGGLVQPGGSLRLSC
AASGFTISDYWIHW
VRQAPGKGLEWVAG
ITPAGGYTYYADSVK
GRFTISADTSKNTAY
LQMNSLRAEDTAVY
YCARFVFFLPYAMD
YWGQGTLVTVSS

cttetigggecaceggeaticeegatagatitictiggeageggete
cggeaccgacticacectgacaatcageagactggaaceegag
gacttcgeegtgtactactgecageagtacageageagecccate
acctttggccagggeacaagactggaaatcaageggggeggag
gggecictgaggigeagetggtggagageggaggagaactggt
geagecaggaggeteectgeggetgtettgegecgecagegget
ttaccatctecgactactggatteactgggtgagacaggeacetgg
caagggactggagtgggetopcaggaatcaccecageaggage
ctacacatactatgccgacagegtgaagggccggttcaccatete
cgecgatacctetaagaacacagectatetgeagatgaacteect
gegggeegaggacacagecgtgtactattgegecagattegtgtt
cttectgecatacgecatggattattgggeccagggeacectggt
gacagtgagetee
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[0001]
[0002]
[0003]
[0004]
[0005]
[0006]
[0007]
[0008]
[0009]
[0010]
[0011]
[0012]
[0013]
[0014]
[0015]
[0016]
[0017]
[0018]
[0019]
[0020]
[0021]
[0022]
[0023]
[0024]
[0025]
[0026]
[0027]
[0028]
[0029]
[0030]
[0031]
[0032]
[0033]
[0034]
[0035]
[0036]
[0037]
[0038]
[0039]
[0040]
[0041]

SEQUENCE LISTING

<110>
<120>
<130>
<160>
<170>
<210>
211>
212>
213>
<220>
223>
<400>

B WA R PR A F]

—Fh&mALHTVEGE - AFIANG - 20UR5 S B TR I AAV A4

AJ8339P12201

62

PatentIn version 3.3
1

5

PRT

Artificial

VH$7TVEGF-A (G6-23) -CDR1
1

Asp Tyr Trp Ile His

1

<210>
211>
212>
213>
<220>
223>
<400>

Gly Ile Thr Pro Ala Gly Gly Tyr Thr Tyr Tyr Ala Asp Ser Val Lys

1

Gly
210>
211>
212>
213>
220>
223>
<400>

Phe Val Phe Phe Leu Pro Tyr Ala Met Asp Tyr

1

<210>
211>
<212>
213>
<220>
223>
<400>

5
2
17
PRT
Artificial

VHTVEGF-A (G6-23) -CDR2
2

5

3
11
PRT

Artificial

VH$7{VEGF-A (G6-23) -CDR3
3

5
4
11
PRT

Artificial

VLFVEGF-A (G6-23) -CDR1
4

24
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[0042]
[0043]
[0044]
[0045]
[0046]
[0047]
[0048]
[0049]
[0050]
[0051]
[0052]
[0053]
[0054]
[0055]
[0056]
[0057]
[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]
[0079]
[0080]
[0081]
[0082]
[0083]

Arg Ala Ser Gln Asp Val Ser Thr Ala Val Ala
1 5 10
<210> 5

Q211> 7

<212> PRT

<213> Artificial

220>

<223> VLPTVEGF-A (G6-23) -CDR2
<400> 5

Ser Ala Ser Phe Leu Tyr Ser
1 5

<210> 6

211> 9

<212> PRT

<213> Artificial

220>

<223> VLPTVEGF-A (G6-23) -CDR3
<400> 6

Lys Gln Gly Tyr Ala Asn Pro Trp Thr
1 5

210> 7

211> 5

<212> PRT

<213> Artificial

220>

<223> VHPTANG-2 (3.19.3) -CDR1
<400> 7

Asn Tyr Gly Met His

1 5

<210> 8

211> 17

<212> PRT

<213> Artificial

220>

<223> VHPTANG-2 (3.19.3) -CDR2
<400> 8

Val Ile Ser His Asp Gly Asn Asn Lys Tyr Tyr Val Asp Ser Val Lys

1 5 10
Gly

<210> 9

211> 14

<212> PRT

25
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[0084] <213> Artificial

[0085]  <220>

[0086]  <223> VHHTANG-2(3.19.3) -CDR3

[0087]  <400> 9

[0088] Glu Gly Ile Asp Phe Trp Ser Gly Leu Asn Trp Phe Asp Pro
[0089] 1 5 10
[0090]  <210> 10

[0091] <211> 12

[0092] <212> PRT

[0093] <213> Artificial

[0094] <220>

[0095]  <223> VLPTANG-2(3.19.3) -CDR1

[0096]  <400> 10

[0097] Arg Ala Ser Gln Ser Ile Thr Gly Ser Tyr Leu Ala
[0098] 1 5 10
[0099] <210> 11

[0100] <211> 7

[0101] <212> PRT

[0102] <213> Artificial

[0103] <220>

[0104]  <223> VLFTANG-2(3.19.3) -CDR2

[0105]  <400> 11

[0106] Gly Ala Ser Ser Trp Ala Thr

[01071 1 5

[0108] <210> 12

[0109] <211> 9

[0110]  <212> PRT

[0111]  <213> Artificial

[0112]  <220>

[0113]  <223> VLFHTANG-2(3.19.3) -CDR3

[0114]  <400> 12

[0115]  Gln Gln Tyr Ser Ser Ser Pro Ile Thr
[0116] 1 5

[0117]  <210> 13

[0118] <211> 120

[0119]  <212> PRT

[0120] <213> Artificial

(01211  <220>

[0122]  <223> VHJLVEGF-A (G6-23)

[0123]  <400> 13

[0124] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[0125] 1 5 10 15
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[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]

Ser Leu

Trp Ile

Ala Gly
50

Lys Gly

65

Leu Gln

Ala Arg

Gly Thr

Arg

His

35

Ile

Arg

Met

Phe

Leu
115

<210> 14
<211> 108
<212> PRT

213> Artificial

<220>

Leu
20
Trp

Thr

Phe

Asn

Val

100
Val

Ser Cys

Val Arg

Pro Ala

Thr Ile
70

Ser Leu

85

Phe Phe

Thr Val

<223> VLF{VEGF-A (G6-23)
<400> 14
Asp Ile Gln Met

1
Asp Arg

Val Ala

Tyr Ser
50

Ser Gly

65

Glu Asp

Thr Phe

<210> 15

Val
Trp
35

Ala
Ser

Phe

Gly

211> 124
<212> PRT

213> Artificial

220>

Thr
20

Tyr
Ser
Gly

Ala

Gln
100

Thr Gln
5
Ile Thr

Gln Gln

Phe Leu

Thr Asp
70

Thr Tyr

85

Gly Thr

<223> VH$TANG-2(3.19.3)

<400> 15

Ala Ala Ser Gly Phe

Gln
Gly
55

Ser
Arg

Leu

Ser

Ser

Cys

Lys

Tyr

55

Phe

Tyr

Lys

Ala
40

Gly
Ala
Ala

Pro

Ser
120

Pro

Arg

Pro

40

Ser

Thr

Cys

Val

25

Pro

Tyr

Glu

Tyr
105

Ser

Ala

25

Gly

Gly

Leu

Lys

Glu
105

27

Gly

Thr

Thr

Asp

90
Ala

Ser
10

Ser

Lys

Val

Thr

Gln

90
Ile

Lys
Tyr
Ser
75

Thr

Met

Leu

Gln

Ala

Pro

Ile

75

Gly

Lys

Thr

Gly

Tyr

60

Ala

Asp

Ser

Asp

Pro

Ser

60

Ser

Tyr

Arg

Ile
Leu
45

Ala
Asn

Val

Tyr

Ala
Val
Lys
45

Arg

Ser

Ala

Ser
30

Glu
Asp
Thr

Tyr

Trp
110

Ser
Ser
30

Leu
Phe

Leu

Asn

Asp

Trp

Ser

Ala

Tyr

95
Gly

Val
15

Thr
Leu
Ser

Gln

Pro
95

Tyr

Val

Val

80

Cys

Gln

Gly

Ala

Ile

Gly

Pro

80
Trp
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[0168] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[0169] 1 5 10 15
[0170] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Thr Asn Tyr
[0171] 20 25 30

[0172]  Gly Met His Trp Gly Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0173] 35 40 45

[0174] Ala Val Ile Ser His Asp Gly Asn Asn Lys Tyr Tyr Val Asp Ser Val
[0175] 50 55 60

[0176] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0177] 65 70 75 80
[0178] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0179] 85 90 95
[0180] Ala Arg Glu Gly Ile Asp Phe Trp Ser Gly Leu Asn Trp Phe Asp Pro
[0181] 100 105 110

[0182] Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala

[0183] 115 120

[0184]  <210> 16

[0185] <211> 109

[0186] <212> PRT

[0187]  <213> Artificial

[0188]  <220>

[0189]  <223> VLPANG-2(3.19.3)

[0190]  <400> 16

[0191] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[0192] 1 5 10 15
[0193]  Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile Thr Gly Ser
[0194] 20 25 30

[0195] Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
[0196] 35 40 45

[0197] Ile Cys Gly Ala Ser Ser Trp Ala Thr Gly Ile Pro Asp Arg Phe Ser
[0198] 50 55 60

[0199]  Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
[0200] 65 70 75 80
[0201]  Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Ser Ser Ser Pro
[0202] 85 90 95
[0203] Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys Arg

[0204] 100 105

[0205] <210> 17

[0206]  <211> 496

[0207]  <212> PRT

[0208] <213> Artificial

[0209]  <220>
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[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]

<223> VHHIVEGF-A- (G4S) 3-VLTTVEGF-A- GA4S-VHETANG-2-

<400> 17
Glu Val Gln Leu Val Glu Ser Gly Gly
1 5
Ser Leu Arg Leu Ser Cys Ala Ala Ser
20 25
Trp Ile His Trp Val Arg Gln Ala Pro
35 40
Ala Gly Ile Thr Pro Ala Gly Gly Tyr
50 55
Lys Gly Arg Phe Thr Ile Ser Ala Asp
65 70
Leu Gln Met Asn Ser Leu Arg Ala Glu
85
Ala Arg Phe Val Phe Phe Leu Pro Tyr
100 105
Gly Thr Leu Val Thr Val Ser Ser Gly
115 120
Gly Ser Gly Gly Gly Gly Ser Asp Ile
130 135
Ser Leu Ser Ala Ser Val Gly Asp Arg
145 150
Ser Gln Asp Val Ser Thr Ala Val Ala
165
Lys Ala Pro Lys Leu Leu Ile Tyr Ser
180 185
Val Pro Ser Arg Phe Ser Gly Ser Gly
195 200
Thr Ile Ser Ser Leu Gln Pro Glu Asp
210 215
Gln Gly Tyr Ala Asn Pro Trp Thr Phe
225 230
Ile Lys Arg Gly Gly Gly Gly Ser Gln
245
Gly Gly Val Val Gln Pro Gly Arg Ser
260 265
Ser Gly Phe Thr Phe Thr Asn Tyr Gly
275 280
Pro Gly Lys Gly Leu Glu Trp Val Ala
290 295
Asn Lys Tyr Tyr Val Asp Ser Val Lys
305 310

29

Gly Leu Val Gln

10
Gly

Gly

Thr

Thr

90

Ala

Gly

Gln

Val

Trp

170

Ala

Ser

Phe

Gly

Val

250

Leu

Met

Val

Gly

Phe

Lys

Tyr

Ser

75

Thr

Met

Gly

Met

Thr

155

Tyr

Ser

Gly

Ala

Gln

235

Gln

Arg

His

Ile

Arg
315

Thr
Gly
Tyr
60

Lys
Ala
Asp
Gly
Thr
140
Ile
Gln
Phe
Thr
Thr
220
Gly
Leu
Leu
Trp
Ser

300
Phe

Ile
Leu
45

Ala
Asn
Val
Tyr
Ser
125
Gln
Thr
Gln
Leu
Asp
205
Tyr
Thr
Val
Ser
Gly
285
His

Thr

(G4S) 3-VLITANG-2

Pro
Ser
30

Glu
Asp
Thr
Tyr
Trp
110
Gly
Ser
Cys
Lys
Tyr
190
Phe
Tyr
Lys
Glu
Cys
270
Arg

Asp

Ile

Gly
15

Asp
Trp
Ser
Ala
Tyr
95

Gly
Gly
Pro
Arg
Pro
175
Ser
Thr
Cys
Val
Ser
255
Ala
Gln

Gly

Ser

Gly

Tyr

Val

Val

Tyr

80

Cys

Gln

Gly

Ser

Ala

160

Gly

Gly

Leu

Lys

Glu

240

Gly

Ala

Ala

Asn

Arg
320
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[0252] Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala
[0253] 325 330 335
[0254] Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Gly Ile Asp Phe Trp
[0255] 340 345 350

[0256] Ser Gly Leu Asn Trp Phe Asp Pro Trp Gly Gln Gly Thr Leu Val Thr
[0257] 355 360 365

[0258] Val Ser Ser Ala Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
[0259] 370 375 380

[0260] Gly Gly Ser Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu
[0261] 385 390 395 400
[0262] Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile
[0263] 405 410 415
[0264] Thr Gly Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
[0265] 420 425 430

[0266] Arg Leu Leu Ile Cys Gly Ala Ser Ser Trp Ala Thr Gly Ile Pro Asp
[0267] 435 440 445

[0268] Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
[0269] 450 455 460

[0270] Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Ser
[0271] 465 470 475 480
[0272]  Ser Ser Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys Arg
[0273] 485 490 495
[0274] <210> 18

[0275] <211> 486

[0276]  <212> PRT

[0277]  <213> Artificial

[0278]  <220>

[0279]  <223> VLBTANG-2-G4S-VHFTVEGF-A- (G4S) 3-VLFTVEGF -A-G4S - VHETANG -2
[0280]  <400> 18

[0281] Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[0282] 1 5 10 15
[0283] Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile Thr Gly Ser
[0284] 20 25 30

[0285] Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
[0286] 35 40 45

[0287] Ile Cys Gly Ala Ser Ser Trp Ala Thr Gly Ile Pro Asp Arg Phe Ser
[0288] 50 55 60

[0289] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
[0290] 65 70 75 80
[0291]  Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Ser Ser Ser Pro
[0292] 85 90 95
[0293] Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys Arg Gly Gly Gly
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[0294] 100 105 110

[0295]  Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro
[0296] 115 120 125

[0297] Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Ile Ser
[0298] 130 135 140

[0299] Asp Tyr Trp Ile His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu
[0300] 145 150 155 160
[0301] Trp Val Ala Gly Ile Thr Pro Ala Gly Gly Tyr Thr Tyr Tyr Ala Asp
[0302] 165 170 175
[0303] Ser Val Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr
[0304] 180 185 190

[0305] Ala Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
[0306] 195 200 205

[0307] Tyr Cys Ala Arg Phe Val Phe Phe Leu Pro Tyr Ala Met Asp Tyr Trp
[0308] 210 215 220

[0309] Gly Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly
[0310] 225 230 235 240
[0311] Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser
[0312] 245 250 255
[0313] Pro Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys
[0314] 260 265 270

[0315] Arg Ala Ser Gln Asp Val Ser Thr Ala Val Ala Trp Tyr Gln Gln Lys
[0316] 275 280 285

[0317]  Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr Ser Ala Ser Phe Leu Tyr
[0318] 290 295 300

[0319]  Ser Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
[0320] 305 310 315 320
[0321] Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr
[0322] 325 330 335
[0323] Cys Lys Gln Gly Tyr Ala Asn Pro Trp Thr Phe Gly Gln Gly Thr Lys
[0324] 340 345 350

[0325] Val Glu Ile Lys Arg Gly Gly Gly Gly Ser Gln Val Gln Leu Val Glu
[0326] 355 360 365

[0327] Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu Ser Cys
[0328] 370 375 380

[0329] Ala Ala Ser Gly Phe Thr Phe Thr Asn Tyr Gly Met His Trp Gly Arg
[0330] 385 390 395 400
[0331] Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Val Ile Ser His Asp
[0332] 405 410 415
[0333] Gly Asn Asn Lys Tyr Tyr Val Asp Ser Val Lys Gly Arg Phe Thr Ile
[0334] 420 425 430

[0335] Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu
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[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]

435

440

445

Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Gly Ile Asp

450

455

460

Phe Trp Ser Gly Leu Asn Trp Phe Asp Pro Trp Gly Gln Gly Thr Leu

465

470

Val Thr Val Ser Ser Ala

<210> 19
<211> 48

212>
<213>

220>

223>

<400> 19
Asp Ile Gln Met

1
Asp

Val

Tyr

Ser

65

Glu

Thr

Ser

Arg

Tyr

145

Val

Val

Tyr

Cys

Arg

Ala

Ser

50

Gly

Asp

Phe

Gln

Ser

130

Gly

Ala

Lys

Leu

Ala
210

6

PRT
Artificial

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Leu
Met
Val
Gly
Gln

195
Arg

Thr
20

Tyr
Ser
Gly
Ala
Gln
100
Gln
Arg
His
Ile
Arg
180

Met

Glu

485

Thr
5
Ile
Gln
Phe
Thr
Thr
85
Gly
Leu
Leu
Trp
Ser
165
Phe

Asn

Gly

475

Gln Ser Pro Ser Ser Leu Ser Ala Ser

Thr

Gln

Leu

Asp

70

Tyr

Thr

Val

Ser

Gly

150

His

Thr

Ser

Ile

Cys

Lys

Tyr

55

Phe

Tyr

Lys

Glu

Cys

135

Arg

Asp

Ile

Leu

Asp
215

Arg
Pro
40

Ser
Thr
Cys
Val
Ser
120
Ala
Gln
Gly
Ser
Arg

200
Phe

Ala
25

Gly
Gly
Leu
Lys
Glu
105
Gly
Ala
Ala
Asn
Arg
185

Ala

Trp

32

10

Ser

Lys

Val

Thr

Gln

90

Ile

Gly

Ser

Pro

Asn

170

Asp

Glu

Ser

Gln

Ala

Pro

Ile

75

Gly

Lys

Gly

Gly

Gly

155

Lys

Asn

Asp

Gly

Asp

Pro

Ser

60

Ser

Tyr

Arg

Val

Phe

140

Lys

Tyr

Ser

Thr

Leu
220

Val
Lys
45

Arg
Ser
Ala
Gly
Val
125
Thr
Gly
Tyr
Lys
Ala

205

Asn

Ser
30

Leu
Phe
Leu
Asn
Gly
110
Gln
Phe
Leu
Val
Asn
190

Val

Trp

Val
15

Thr
Leu
Ser
Gln
Pro
95

Gly
Pro
Thr
Glu
Asp
175
Thr

Tyr

Phe

480

VLFTVEGF-A-GAS -VHPTANG-2- (G4S) 3-VLATANG-2-G4S -VHHTVEGE-A

Gly

Ala

Ile

Gly

Pro

80

Trp

Gly

Gly

Asn

Trp

160

Ser

Leu

Tyr

Asp
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[0378] Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Gly Gly Gly
[0379] 225 230 235 240
[0380] Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Glu Ile Val Leu
[0381] 245 250 255
[0382] Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr
[0383] 260 265 270

[0384] Leu Ser Cys Arg Ala Ser Gln Ser Ile Thr Gly Ser Tyr Leu Ala Trp
[0385] 275 280 285

[0386] Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Cys Gly Ala
[0387] 290 295 300

[0388] Ser Ser Trp Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly Ser
[0389] 305 310 315 320
[0390] Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro Glu Asp Phe
[0391] 325 330 335
[0392] Ala Val Tyr Tyr Cys Gln Gln Tyr Ser Ser Ser Pro Ile Thr Phe Gly
[0393] 340 345 350

[0394] Gln Gly Thr Arg Leu Glu Ile Lys Arg Gly Gly Gly Gly Ser Glu Val
[0395] 355 360 365

[0396] Gln Leu Val Glu Ser Gly Gly Gly Leu Val GIln Pro Gly Gly Ser Leu
[0397] 370 375 380

[0398] Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Ile Ser Asp Tyr Trp Ille
[0399] 385 390 395 400
[0400] His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Gly
[0401] 405 410 415
[0402] Ile Thr Pro Ala Gly Gly Tyr Thr Tyr Tyr Ala Asp Ser Val Lys Gly
[0403] 420 425 430

[0404] Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gln
[0405] 435 440 445

[0406] Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
[0407] 450 455 460

[0408] Phe Val Phe Phe Leu Pro Tyr Ala Met Asp Tyr Trp Gly Gln Gly Thr
[0409] 465 470 475 480
[0410] Leu Val Thr Val Ser Ser

[0411] 485

[0412] <210> 20

[0413]  <211> 520

[0414]  <212> PRT

[0415]  <213> Artificial

[0416]  <220>

[0417]  <223> CD5-sp-VHPTVEGF-A- (G4S) 3-VLITVEGF-A- G4S-VH{ANG-2-
[0418] (G4S) 3-VLHTANG-2

[0419]  <400> 20
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[0420] Met Pro Met Gly Ser Leu Gln Pro Leu Ala Thr Leu Tyr Leu Leu Gly
[0421] 1 5 10 15
[0422] Met Leu Val Ala Ser Cys Leu Gly Glu Val Gln Leu Val Glu Ser Gly
[0423] 20 25 30

[0424] Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala
[0425] 35 40 45

[0426] Ser Gly Phe Thr Ile Ser Asp Tyr Trp Ile His Trp Val Arg Gln Ala
[0427] 50 55 60

[0428] Pro Gly Lys Gly Leu Glu Trp Val Ala Gly Ile Thr Pro Ala Gly Gly
[0429] 65 70 75 80
[0430] Tyr Thr Tyr Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Ala
[0431] 85 90 95
[0432] Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gln Met Asn Ser Leu Arg Ala
[0433] 100 105 110

[0434] Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Phe Val Phe Phe Leu Pro
[0435] 115 120 125

[0436] Tyr Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
[0437] 130 135 140

[0438] Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp
[0439] 145 150 155 160
[0440] Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly Asp
[0441] 165 170 175
[0442] Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Val Ser Thr Ala Val
[0443] 180 185 190

[0444] Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
[0445] 195 200 205

[0446] Ser Ala Ser Phe Leu Tyr Ser Gly Val Pro Ser Arg Phe Ser Gly Ser
[0447] 210 215 220

[0448] Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu
[0449] 225 230 235 240
[0450] Asp Phe Ala Thr Tyr Tyr Cys Lys Gln Gly Tyr Ala Asn Pro Trp Thr
[0451] 245 250 255
[0452] Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Gly Gly Gly Gly Ser
[0453] 260 265 270

[0454] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[0455] 275 280 285

[0456] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Thr Asn Tyr
[0457] 290 295 300

[0458] Gly Met His Trp Gly Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[0459] 305 310 315 320
[0460] Ala Val Ile Ser His Asp Gly Asn Asn Lys Tyr Tyr Val Asp Ser Val
[0461] 325 330 335
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[0462] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[0463] 340 345 350

[0464] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[0465] 355 360 365

[0466] Ala Arg Glu Gly Ile Asp Phe Trp Ser Gly Leu Asn Trp Phe Asp Pro
[0467] 370 375 380

[0468] Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Gly Gly Gly Gly
[0469] 385 390 395 400
[0470] Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Glu Ile Val Leu Thr
[0471] 405 410 415
[0472] Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr Leu
[0473] 420 425 430

[0474] Ser Cys Arg Ala Ser Gln Ser Ile Thr Gly Ser Tyr Leu Ala Trp Tyr
[0475] 435 440 445

[0476] Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Cys Gly Ala Ser
[0477] 450 455 460

[0478] Ser Trp Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly
[0479] 465 470 475 480
[0480] Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro Glu Asp Phe Ala
[0481] 485 490 495
[0482] Val Tyr Tyr Cys Gln Gln Tyr Ser Ser Ser Pro Ile Thr Phe Gly Gln
[0483] 500 505 510

[0484] Gly Thr Arg Leu Glu Ile Lys Arg

[0485] 515 520

[0486] <210> 21

[0487]  <211> 510

[0488]  <212> PRT

[0489]  <213> Artificial

[0490]  <220>

[0491]  <223> CD5-sp-VLITANG-2-G4S-VHFIVEGF-A- (G4S) 3-VLFLVEGF-A-G4S - VHHTANG -2
[0492]  <400> 21

[0493] Met Pro Met Gly Ser Leu Gln Pro Leu Ala Thr Leu Tyr Leu Leu Gly
[0494] 1 5 10 15
[0495] Met Leu Val Ala Ser Cys Leu Gly Glu Ile Val Leu Thr Gln Ser Pro
[0496] 20 25 30

[0497] Gly Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg
[0498] 35 40 45

[0499] Ala Ser Gln Ser Ile Thr Gly Ser Tyr Leu Ala Trp Tyr Gln Gln Lys
[0500] 50 55 60

[0501] Pro Gly Gln Ala Pro Arg Leu Leu Ile Cys Gly Ala Ser Ser Trp Ala
[0502] 65 70 75 80
[0503] Thr Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
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[0504] 85 90 95
[0505] Thr Leu Thr Ile Ser Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr
[0506] 100 105 110

[0507] Cys Gln Gln Tyr Ser Ser Ser Pro Ile Thr Phe Gly Gln Gly Thr Arg
[0508] 115 120 125

[0509] Leu Glu Ile Lys Arg Gly Gly Gly Gly Ser Glu Val Gln Leu Val Glu
[0510] 130 135 140

[0511] Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys
[0512] 145 150 155 160
[0513] Ala Ala Ser Gly Phe Thr Ile Ser Asp Tyr Trp Ile His Trp Val Arg
[0514] 165 170 175
[0515] Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Gly Ile Thr Pro Ala
[0516] 180 185 190

[0517] Gly Gly Tyr Thr Tyr Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile
[0518] 195 200 205

[0519]  Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gln Met Asn Ser Leu
[0520] 210 215 220

[0521] Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Phe Val Phe Phe
[0522] 225 230 235 240
[0523] Leu Pro Tyr Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val
[0524] 245 250 255
[0525] Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly
[0526] 260 265 270

[0527] Ser Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val
[0528] 275 280 285

[0529] Gly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Val Ser Thr
[0530] 290 295 300

[0531] Ala Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu
[0532] 305 310 315 320
[0533] Ile Tyr Ser Ala Ser Phe Leu Tyr Ser Gly Val Pro Ser Arg Phe Ser
[0534] 325 330 335
[0535] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln
[0536] 340 345 350

[0537] Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Lys Gln Gly Tyr Ala Asn Pro
[0538] 355 360 365

[0539] Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Gly Gly Gly
[0540] 370 375 380

[0541] Gly Ser Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro
[0542] 385 390 395 400
[0543] Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Thr
[0544] 405 410 415
[0545] Asn Tyr Gly Met His Trp Gly Arg Gln Ala Pro Gly Lys Gly Leu Glu
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[0546] 420 425 430

[0547] Trp Val Ala Val Ile Ser His Asp Gly Asn Asn Lys Tyr Tyr Val Asp
[0548] 435 440 445

[0549] Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr
[0550] 450 455 460

[0551] Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
[0552] 465 470 475 480
[0553] Tyr Cys Ala Arg Glu Gly Ile Asp Phe Trp Ser Gly Leu Asn Trp Phe
[0554] 485 490 495
[0555] Asp Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala

[0556] 500 505 510

[0557] <210> 22

[0558] <211> 510

[0559]  <212> PRT

[0560]  <213> Artificial

[0561]  <220>

[0562]  <223> CD5-sp-VLPTVEGF-A-G4S -VHFTANG-2- (G4S) 3-VLFTANG-2-G4S -VHHVEGF-A
[0563]  <400> 22

[0564] Met Pro Met Gly Ser Leu Gln Pro Leu Ala Thr Leu Tyr Leu Leu Gly
[0565] 1 5 10 15
[0566] Met Leu Val Ala Ser Cys Leu Gly Asp Ile Gln Met Thr Gln Ser Pro
[0567] 20 25 30

[0568] Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg
[0569] 35 40 45

[0570] Ala Ser Gln Asp Val Ser Thr Ala Val Ala Trp Tyr Gln Gln Lys Pro
[0571] 50 55 60

[0572] Gly Lys Ala Pro Lys Leu Leu Ile Tyr Ser Ala Ser Phe Leu Tyr Ser
[0573] 65 70 75 80
[0574] Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
[0575] 85 90 95
[0576] Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
[0577] 100 105 110

[0578] Lys Gln Gly Tyr Ala Asn Pro Trp Thr Phe Gly Gln Gly Thr Lys Val
[0579] 115 120 125

[0580] Glu Ile Lys Arg Gly Gly Gly Gly Ser Gln Val Gln Leu Val Glu Ser
[0581] 130 135 140

[0582] Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala
[0583] 145 150 155 160
[0584] Ala Ser Gly Phe Thr Phe Thr Asn Tyr Gly Met His Trp Gly Arg Gln
[0585] 165 170 175
[0586] Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Val Ile Ser His Asp Gly
[0587] 180 185 190
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[0588] Asn Asn Lys Tyr Tyr Val Asp Ser Val Lys Gly Arg Phe Thr Ile Ser
[0589] 195 200 205

[0590] Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg
[0591] 210 215 220

[0592] Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Gly Ile Asp Phe
[0593] 225 230 235 240
[0594] Trp Ser Gly Leu Asn Trp Phe Asp Pro Trp Gly Gln Gly Thr Leu Val
[0595] 245 250 255
[0596] Thr Val Ser Ser Ala Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
[0597] 260 265 270

[0598] Gly Gly Gly Ser Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser
[0599] 275 280 285

[0600] Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser
[0601] 290 295 300

[0602] 1Ile Thr Gly Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala
[0603] 305 310 315 320
[0604] Pro Arg Leu Leu Ile Cys Gly Ala Ser Ser Trp Ala Thr Gly Ile Pro
[0605] 325 330 335
[0606] Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
[0607] 340 345 350

[0608] Ser Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr
[0609] 355 360 365

[0610] Ser Ser Ser Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys
[0611] 370 375 380

[0612] Arg Gly Gly Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly
[0613] 385 390 395 400
[0614] Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
[0615] 405 410 415
[0616] Phe Thr Ile Ser Asp Tyr Trp Ile His Trp Val Arg Gln Ala Pro Gly
[0617] 420 425 430

[0618] Lys Gly Leu Glu Trp Val Ala Gly Ile Thr Pro Ala Gly Gly Tyr Thr
[0619] 435 440 445

[0620] Tyr Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr
[0621] 450 455 460

[0622] Ser Lys Asn Thr Ala Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp
[0623] 465 470 475 480
[0624] Thr Ala Val Tyr Tyr Cys Ala Arg Phe Val Phe Phe Leu Pro Tyr Ala
[0625] 485 490 495
[0626] Met Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[0627] 500 505 510

[0628] <210> 23

[0629] <211> 24
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[0630] <212> PRT

[0631]  <213> Artificial

[0632]  <220>

[0633] <223> CD5-spfg =ik

[0634]  <400> 23

[0635] Met Pro Met Gly Ser Leu Gln Pro Leu Ala Thr Leu Tyr Leu Leu Gly

[0636] 1 5 10 15
[0637] Met Leu Val Ala Ser Cys Leu Gly
[0638] 20

[0639] <210> 24

[0640] <211> 15

[0641]  <212> DNA

[0642] <213> Artificial

[0643]  <220>

[0644]  <223> VHPVEGF-A (G6-23) -CDR1

[0645]  <400> 24

[0646] gactactgga ttcac 15

[0647]  <210> 25

[0648] <211> 51

[0649]  <212> DNA

[0650] <213> Artificial

[0651]  <220>

[0652]  <223> VHJVEGF-A (G6-23) -CDR2

[0653]  <400> 25

[0654] ggaatcaccc cagcaggagg ctacacatac tatgccgaca gegtgaaggg ¢ 51
[0655]  <210> 26

[0656]  <211> 33

[0657]  <212> DNA

[0658] <213> Artificial

[0659]  <220>

[0660]  <223> VHVEGF-A (G6-23) -CDR3

[0661]  <400> 26

[0662] ttcgtgttct tcctgeccata cgccatggat tat 33
[0663]  <210> 27

[0664]  <211> 360

[0665]  <212> DNA

[0666]  <213> Artificial

[0667]  <220>

[0668]  <223> VHVEGF-A (G6-23)

[0669]  <400> 27

[0670] gaggtgcage tggtggagag cggaggagga ctggtgecage caggaggetce cctgeggetg 60
[0671] tcttgegeeg ccageggett taccatctce gactactgga ttcactgggt gagacaggea 120
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[0672]
[0673]
[0674]
[0675]
[0676]
[0677]
[0678]
[0679]
[0680]
[0681]
[0682]
[0683]
[0684]
[0685]
[0686]
[0687]
[0688]
[0689]
[0690]
[0691]
[0692]
[0693]
[0694]
[0695]
[0696]
[0697]
[0698]
[0699]
[0700]
[0701]
[0702]
[0703]
[0704]
[0705]
[0706]
[0707]
[0708]
[0709]
[0710]
[0711]
[0712]
[0713]

cctggcaagg gactggagtg ggtggcagga atcaccccag

gccgacageg tgaagggeceg gttcaccatce tccgecgata

ctgcagatga actccctgeg ggecgaggac acageegtgt

ttcttcectge catacgecat ggattattgg ggccagggea

<210>
211>
212>
213>
<220>
223>
<400>

28
33
DNA

28

Artificial

VLETVEGF-A (G6-23) -CDR1

agagcaagcc aggacgtgag caccgcagtg gea 33

<210>
211>
<212>
213>
<220>
223>
<400>

29
21
DNA

29

Artificial

VLFTVEGF-A (G6-23) -CDR2

tccgectett tectgtatte t 21

210>
<2115
212>
<213>
220>
<223>
<400>

30
27
DNA

30

Artificial

VLF7TVEGF-A (G6-23) -CDR3

aagcaggget atgccaatcc atggacc 27

<210>
211>
212>
213>
220>
223>
<400> 31

gatattcaga

31
324
DNA

atcacatgta
ggcaaggccce
aggtttagcg
gaggattttg
ggcacaaagg
<210> 32

Artificial

tgacacagtc
gagcaagcca
caaagctgcet
ggtccggatce
ccacatacta

tggagatcaa

VL7TVEGF-A (G6-23)

cccatctage
ggacgtgagce
gatctactcc
tggaaccgac
ttgcaagcag
gagg 324

ctgtctgeca
accgcagtgg
gectetttee
ttcaccctga

ggctatgcecca

40

caggaggcta
cctctaagaa
actattgcge
ccetggtgac

gegtgggega
catggtacca
tgtattctgg
caatctccte

atccatggac

cacatactat 180
cacagcctat 240
cagattcgtg 300
agtgagctce 360

cagggtgacc 60
gcagaagcct 120
cgtgccaage 180
tctgecageet 240
cttcggecag 300
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[0714] 211> 1b

[0715] <212> DNA

[0716]  <213> Artificial

[0717] 220>

[0718] <223> VHFTANG-2(3.19.3) -CDR1

[0719] <400> 32

[0720] aactatggaa tgcac 15

[0721] <210> 33

[0722] 211> b1

[0723] <212> DNA

[0724] <213> Artificial

[0725]  <220>

[0726] <223> VH}TANG-2 (3.19.3) -CDR2

[0727] <400> 33

[0728] gtgatcagcc acgacggcaa caacaagtac tacgtggaca gecgtgaaggg ¢ 5l

[0729] <210> 34

[0730]  <211> 42

[0731] <212> DNA

[0732] 213> Artificial

[0733]  <220>

[0734] <223> VHPTANG-2(3.19.3) -CDR3

[0735]  <400> 34

[0736] gagggcatcg acttttggag cggecctgaat tggttcgace ct 42

[0737] <210> 35

[0738] <211> 372

[0739]  <212> DNA

[0740]  <213> Artificial

[0741] 220>

[0742]  <223> VH$ANG-2(3.19.3)

[0743] <400> 35

[0744] caggtgcage tggttgaatc tggtggegga gttgtgecage ctggecagaag cctgagactg 60
[0745] tcttgtgecg ccageggett caccttcacc aactatggaa tgcactgggg cagacaggee 120
[0746] cctggcaaag gacttgaatg ggtcgecgtg atcageccacg acggcaacaa caagtactac 180
[0747] gtggacagcg tgaagggcag attcaccatc agccgggaca acagcaagaa caccctgtac 240
[0748] ctgcagatga acagcctgag agccgaggac accgecgtgt actattgtge cagagaggge 300
[0749] atcgactttt ggagcggect gaattggttc gacccttggg gacagggecac cctggttaca 360
[0750] gtttcttctg cc 372

[0751] <210> 36

[0752] 211> 36

[0753]  <212> DNA

[0754] 213> Artificial

[0755]  <220>
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[0756]  <223> VLPIANG-2(3.19.3) -CDR1

[0757]  <400> 36

[0758] agagccagcc agagcatcac cggctcttac ctgget 36

[0759]  <210> 37

[0760] <211> 21

[0761]  <212> DNA

[0762] <213> Artificial

[0763] <220>

[0764]  <223> VLPTANG-2(3.19.3) -CDR2

[0765]  <400> 37

[0766] ggcgeetett cttgggecac ¢ 21

[0767] <210> 38

[0768] <211> 27

[0769]  <212> DNA

[0770]  <213> Artificial

(07711  <220>

[0772]  <223> VLPIANG-2(3.19.3) -CDR3

[0773]  <400> 38

[0774] cagcagtaca gcagcagccc catcacc 27

[0775]  <210> 39

[0776] <211> 327

[0777]  <212> DNA

[0778] <213> Artificial

[0779]  <220>

[0780]  <223> VLHTANG-2(3.19.3)

[0781]  <400> 39

[0782] gagatcgtge tgacacagag ccctggecaca ctgtcactgt ctccaggega aagagccaca 60
[0783] ctgagctgta gagccagcca gagcatcacc ggctcttace tggettggta tcagcagaag 120
[0784] cctggacagg cccctagact getgatttgt ggegectett cttgggecac cggeattece 180
[0785] gatagatttt ctggcagegg ctccggecacc gacttcacce tgacaatcag cagactggaa 240
[0786] cccgaggact tcgecgtgta ctactgecag cagtacagea geagecccat cacctttgge 300
[0787] cagggcacaa gactggaaat caagcgg 327

[0788]  <210> 40

[0789] <211> 1488

[0790] <212> DNA

[0791]  <213> Artificial

[0792] <220>

[0793]  <223> VHPLVEGF-A- (G4S)3-VLPLVEGF-A- G4S-VHPTANG-2- (G4S) 3-VLHTANG-2
[0794]  <400> 40

[0795] gaggtgcage tggtggagag cggaggagga ctggtgecage caggaggete cctgeggetg 60
[0796] tcttgegeeg ccageggett taccatctce gactactgga ttcactgggt gagacaggea 120
[0797] cctggcaagg gactggagtg ggtggeagga atcaccccag caggaggeta cacatactat 180
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[0798] gccgacageg tgaagggecg gttcaccatc tccgecgata cctctaagaa cacagectat 240
[0799] ctgcagatga actccctgeg ggeccgaggac acagecgtgt actattgege cagattcegtg 300
[0800] ttcttcetge catacgecat ggattattgg ggccagggea ccctggtgac agtgagetee 360
[0801] ggtggaggtg gctccggteg cggtggcage ggeggtggeg getctgatat tcagatgaca 420
[0802] cagtccccat ctagectgte tgeccagegtg ggegacaggg tgaccatcac atgtagagea 480
[0803] agccaggacg tgagcaccge agtggcatgg taccagcaga agcctggecaa ggecccaaag 540
[0804] ctgctgatct actccgecte tttcctgtat tctggegtge caagecaggtt tagegggtee 600
[0805] ggatctggaa ccgacttcac cctgacaatc tcctctctge agectgagga ttttgecaca 660
[0806] tactattgca agcagggeta tgccaatcca tggaccttcg gecagggecac aaaggtggag 720
[0807] atcaagaggg gcggaggggg ctctcaggtg cagetggttg aatctggtgg cggagttgtg 780
[0808] cagcctggea gaagcctgag actgtcttgt gecgecageg gettcacctt caccaactat 840
[0809] ggaatgcact ggggcagaca ggcccctgge aaaggacttg aatgggtcge cgtgatcage 900
[0810] cacgacggca acaacaagta ctacgtggac agcgtgaagg gcagattcac catcagecgg 960
[0811] gacaacagca agaacaccct gtacctgcag atgaacagcc tgagagccga ggacaccgee 1020
[0812] gtgtactatt gtgccagaga gggcatcgac ttttggageg gectgaattg gttcgaccct 1080
[0813] tggggacagg gcaccctggt tacagtttct tctgecggtg gaggtggete cggtggeggt 1140
[0814] ggcagcggeg gtggeggete tgagatcgtg ctgacacaga gecctggeac actgtcactg 1200
[0815] tctccaggeg aaagagccac actgagetgt agageccagec agagcatcac cggetcttac 1260
[0816] ctggettggt atcagcagaa gecctggacag geccctagac tgetgatttg tggegectet 1320
[0817] tcttgggcca ccggeattec cgatagattt tctggeageg getceggeac cgacttcace 1380
[0818] ctgacaatca gcagactgga acccgaggac ttcgecgtgt actactgeca gecagtacage 1440
[0819] agcagcccca tcacctttgg ccagggecaca agactggaaa tcaagegg 1488

[0820] <210> 41

[0821]  <211> 1560

[0822]  <212> DNA

[0823]  <213> Artificial

[0824]  <220>

[0825]  <223> CD5-sp-VHTVEGF-A- (G4S) 3-VLHTVEGE-A- G4S-VHETANG-2-

[0826] (G4S) 3-VLHTANG-2

[0827]  <400> 41

[0828] atgccaatgg ggtccctaca acccetggea acactatate tgetaggtat getcgtggee 60
[0829] tcctgtttag gagaggtgea getggtggag ageggaggag gactggtgea gecaggagge 120
[0830] tccetgegge tgtettgege cgecagegge tttaccatct ccgactactg gattcactgg 180
[0831] gtgagacagg cacctggcaa gggactggag tgggtggecag gaatcacccce agcaggagge 240
[0832] tacacatact atgccgacag cgtgaaggge cggttcacca tctccgecga tacctctaag 300
[0833] aacacagcct atctgcagat gaactccctg cgggecgagg acacagecgt gtactattge 360
[0834] gccagattcg tgttcttcet gccatacgee atggattatt ggggccaggg caccetggtg 420
[0835] acagtgagct ccggtggagg tggetceggt ggeggtggea geggeggtgg cggetetgat 480
[0836] attcagatga cacagtcccc atctagcctg tctgecageg tgggegacag ggtgaccate 540
[0837] acatgtagag caagccagga cgtgagcacc gcagtggcat ggtaccagca gaagcctgge 600
[0838] aaggccccaa agetgetgat ctactcecgee tctttectgt attctggegt gecaagecagg 660
[0839] tttagcgggt ccggatctgg aaccgacttc accctgacaa tctcctectet gecagectgag 720
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[0840] gattttgcca catactattg caagcaggge tatgccaatc catggacctt cggecaggge 780
[0841] acaaaggtgg agatcaagag gggeggaggg ggctctcagg tgecagetggt tgaatctggt 840
[0842] ggcggagttg tgcagectgg cagaagectg agactgtctt gtgecgecag cggettcace 900
[0843] ttcaccaact atggaatgca ctggggcaga caggcccctg gcaaaggact tgaatgggtc 960
[0844] gcegtgatca gecacgacgg caacaacaag tactacgtgg acagegtgaa gggcagatte 1020
[0845] accatcagcc gggacaacag caagaacacc ctgtacctge agatgaacag cctgagagec 1080
[0846] gaggacaccg ccgtgtacta ttgtgccaga gagggecatcg acttttggag cggectgaat 1140
[0847] tggttcgacec cttggggaca gggcecaccetg gttacagttt cttetgecgg tggaggtgge 1200
[0848] tccggtggeg gtggeagegg cggtggegge tectgagateg tgetgacaca gageectgge 1260
[0849] acactgtcac tgtctccagg cgaaagagcc acactgagct gtagagccag ccagagcatc 1320
[0850] accggctctt acctggettg gtatcagcag aagcctggac aggcccctag actgetgatt 1380
[0851] tgtggegeet cttettggge caccggeatt cccgatagat tttectggeag cggeteegge 1440
[0852] accgacttca ccctgacaat cagcagactg gaacccgagg acttcgecgt gtactactge 1500
[0853] cagcagtaca gcagcagccc catcaccttt ggccagggeca caagactgga aatcaagegg 1560
[0854]  <210> 42

[0855] <211> 72

[0856]  <212> DNA

[0857]  <213> Artificial

[0858]  <220>

[0859]  <223> CD5-spfE5/ik

[0860]  <400> 42

[0861] atgccaatgg ggtccctaca acccctggea acactatatc tgetaggtat getegtggee 60
[0862] tcctgtttag ga 72

[0863] <210> 43

[0864] <211> 1458

[0865]  <212> DNA

[0866] <213> Artificial

[0867]  <220>

[0868]  <223> VLP{ANG-2-G4S-VHPLVEGE-A- (G4S) 3-VLHTVEGE - A-G4S- VHHTANG -2

[0869]  <400> 43

[0870] gagatcgtge tgacacagag ccctggecaca ctgtcactgt ctccaggega aagagccaca 60
[0871] ctgagctgta gagccagecca gagcatcacc ggectcttace tggettggta tcagcagaag 120
[0872] cctggacagg cccctagact getgatttgt ggegectett cttgggecac cggeattece 180
[0873] gatagatttt ctggcagecgg ctccggeace gacttcacce tgacaatcag cagactggaa 240
[0874] cccgaggact tcgeegtgta ctactgecag cagtacagea gcagecccat cacctttgge 300
[0875] cagggcacaa gactggaaat caagcggggce ggagggggcet ctgaggtgea getggtggag 360
[0876] agcggaggag gactggtgeca geccaggagge tccetgegge tgtettgege cgecagegge 420
[0877] tttaccatct ccgactactg gattcactgg gtgagacagg cacctggcaa gggactggag 480
[0878] tgggtggecag gaatcacccc agcaggagge tacacatact atgccgacag cgtgaaggge 540
[0879] cggttcacca tctcegecga tacctctaag aacacagect atctgecagat gaactccctg 600
[0880] cgggecgagg acacagecgt gtactattge gecagattcg tgttcttect gecatacgee 660
[0881] atggattatt ggggccaggg caccctggtg acagtgaget ccggtggagg tggetceggt 720
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[0882] ggcggtggea geggeggtgg cggetetgat attcagatga cacagtccce atctagectg 780
[0883] tctgeccageg tgggegacag ggtgaccatc acatgtagag caagccagga cgtgagcacce 840
[0884] gcagtggcat ggtaccagca gaagcctgge aaggccccaa agetgetgat ctactccgee 900
[0885] tctttecetgt attctggegt gecaagecagg tttagegggt ccggatctgg aaccgactte 960
[0886] accctgacaa tctcctctet gecagectgag gattttgeca catactattg caagcaggge 1020
[0887] tatgccaatc catggacctt cggccaggge acaaaggtgg agatcaagag gggeggaggg 1080
[0888] ggctctcagg tgcagetggt tgaatctggt ggeggagttg tgecagectgg cagaagectg 1140
[0889] agactgtctt gtgeccgecag cggettcacce ttcaccaact atggaatgeca ctggggeaga 1200
[0890] caggccecetg gcaaaggact tgaatgggtc gecgtgatca gecacgacgg caacaacaag 1260
[0891] tactacgtgg acagcgtgaa gggcagattc accatcagec gggacaacag caagaacacc 1320
[0892] ctgtacctgc agatgaacag cctgagagcc gaggacaccg ccgtgtacta ttgtgccaga 1380
[0893] gagggcatcg acttttggag cggectgaat tggttcgacce cttggggaca gggecaccetg 1440
[0894] gttacagttt cttctgcc 1458

[0895] <210> 44

[0896]  <211> 1530

[0897]  <212> DNA

[0898]  <213> Artificial

[0899]  <220>

[0900]  <223> CD5-sp-VLITANG-2-G4S-VHFIVEGF-A- (G4S) 3-VLFLVEGF-A-G4S - VHHTANG -2
[0901]  <400> 44

[0902] atgccaatgg ggtccctaca acccctggea acactatatc tgctaggtat getcgtggee 60
[0903] tcctgtttag gagagatcgt gectgacacag agccctggea cactgtcact gtctccagge 120
[0904] gaaagagcca cactgagctg tagagccage cagagcatca ccggetctta cctggettgg 180
[0905] tatcagcaga agcctggaca ggcccctaga ctgetgattt gtggegecte ttettgggee 240
[0906] accggcattc ccgatagatt ttctggcage ggctccggea ccgacttcac cctgacaatc 300
[0907] agcagactgg aacccgagga cttcgcegtg tactactgee agcagtacag cagcagecce 360
[0908] atcacctttg gccagggcac aagactggaa atcaageggg geggagggge ctetgaggtg 420
[0909] cagctggtge agagcggagg aggactggtg cageccaggag getccctgeg getgtettge 480
[0910] gcegecageg getttaccat ctccgactac tggattcact gggtgagaca ggcacctgge 540
[0911] aagggactgg agtgggtgge aggaatcacc ccagcaggag gcetacacata ctatgecgac 600
[0912] agcgtgaagg gecggttcac catctecgee gatacctcta agaacacage ctatctgeag 660
[0913] atgaactccc tgecgggecga ggacacagece gtgtactatt gegecagatt cgtgttette 720
[0914] ctgccatacg ccatggatta ttggggccag ggcaccetgg tgacagtgag ctceggtgga 780
[0915] ggtggcteeg gtggeggtgg cageggeggt ggeggetetg atattcagat gacacagtce 840
[0916] ccatctagee tgtctgecag cgtgggegac agggtgacca tcacatgtag agcaagcecag 900
[0917] gacgtgagca ccgcagtgge atggtaccag cagaagcctg gcaaggccce aaagetgetg 960
[0918] atctactccg cctctttcet gtattctgge gtgeccaagea ggtttagegg gtecggatet 1020
[0919] ggaaccgact tcaccctgac aatctcctct ctgcagectg aggattttge cacatactat 1080
[0920] tgcaagcagg gctatgccaa tccatggacc ttcggecagg gcacaaaggt ggagatcaag 1140
[0921] aggggcggag gggectcteca ggtgeagetg gttgaatctg gtggeggagt tgtgecageet 1200
[0922] ggcagaagcc tgagactgtc ttgtgecgec ageggettca ccttcaccaa ctatggaatg 1260
[0923] cactggggca gacaggcccc tggcaaagga cttgaatggg tcgecgtgat cagecacgac 1320
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[0924]
[0925]
[0926]
[0927]
[0928]
[0929]
[0930]
[0931]
[0932]
[0933]
[0934]
[0935]
[0936]
[0937]
[0938]
[0939]
[0940]
[0941]
[0942]
[0943]
[0944]
[0945]
[0946]
[0947]
[0948]
[0949]
[0950]
[0951]
[0952]
[0953]
[0954]
[0955]
[0956]
[0957]
[0958]
[0959]
[0960]
[0961]
[0962]
[0963]
[0964]
[0965]

ggcaacaaca
agcaagaaca
tattgtgcca
cagggcaccce
<210> 45

211> 1458
<212> DNA

agtactacgt ggacagcgtg
ccctgtacct gcagatgaac
gagagggcat cgacttttgg
tggttacagt ttcttctgece

213> Artificial

<220>

<223> VLYIVEGF-A-G4S -VHHTANG-2-

<400> 45

gatattcaga
atcacatgta
ggcaaggccce
aggtttagcg
gaggattttg
ggcacaaagg
ggtggcggag
accttcacca
gtcgeegtga
ttcaccatca
gcecgaggaca
aattggttcg
ggctecggtyg
ggcacactgt
atcaccggcet
atttgtggcg
ggcaccgact
tgccagcagt
cggggceggag
ggaggctccce
cactgggtga
ggaggctaca
tctaagaaca
tattgcgcca
ctggtgacag
<210> 46

<211> 1530
<212> DNA

tgacacagtc cccatctagce
gagcaagcca ggacgtgagce
caaagctget gatctactcce
ggtccggatc tggaaccgac
ccacatacta ttgcaagcag
tggagatcaa gaggggcgga
ttgtgcagee tggcagaage
actatggaat gcactggggce
tcagccacga cggcaacaac
gcecgggacaa cagcaagaac
ccgeecgtgta ctattgtgee
acccttgggg acagggcacce
gcggtggecag cggeggtgge
cactgtctcc aggcgaaaga
cttacctgge ttggtatcag
cctettettg ggeccaccgge
tcaccctgac aatcagcaga
acagcagcag ccccatcacc
ggggctctga ggtgeagetg
tgcggetgte ttgegecegece
gacaggcacc tggcaaggga
catactatgc cgacagcgtg
cagcctatct gcagatgaac
gattcgtgtt cttcctgeca
tgagctce 1458

213> Artificial

<220>

aagggcagat tcaccatcag ccgggacaac 1380

agcctgagag ccgaggacac cgecgtgtac 1440

agcggectga attggttcga cccttgggga 1500

1530

(G4S) 3-VLYTANG-2-G4S -VHHVEGF-A

ctgtctgcca
accgcagtgg
gectetttee
ttcaccctga
ggctatgceca
gggggcetcete
ctgagactgt
agacaggccce
aagtactacg
accctgtacc
agagagggca
ctggttacag
ggctctgaga
gccacactga
cagaagcctg
attcccgata
ctggaacccg
tttggccagg
gtggagagcg
agcggettta
ctggagtggg
aagggecggt
tceetgeggg
tacgccatgg

gegtgggega
catggtacca
tgtattctgg
caatctccte
atccatggac
aggtgcagct
cttgtgecege
ctggcaaagg
tggacagcgt
tgcagatgaa
tcgacttttg
tttcttetge
tcgtgetgac
gctgtagagce
gacaggccce
gattttctgg
aggacttcgce
gcacaagact
gaggaggact
ccatctccga
tggcaggaat
tcaccatcte
ccgaggacac

attattgggg

cagggtgacc
gcagaagcct
cgtgccaagce
tctgcagect
cttcggecag
ggttgaatct
cagcggette
acttgaatgg
gaagggcaga
cagcctgaga
gagcggeetg
cggtggaggt
acagagccct
cagccagagc
tagactgctg
cagcggctcece
cgtgtactac
ggaaatcaag
ggtgcagcca
ctactggatt
caccccagca
cgcecgatacce
agccgtgtac

ccagggcacc

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440

<223> CD5-sp-VLPIVEGF-A-G4S -VHHTANG-2- (G4S) 3-VLHTANG-2-G4S -VHHTVEGE-A
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[0966]  <400> 46

[0967] atgccaatgg ggtccctaca acccctggea acactatatc tgetaggtat getcgtggee 60
[0968] tcctgtttag gagatattca gatgacacag tccccatcta gectgtetge cagegtggge 120
[0969] gacagggtga ccatcacatg tagagcaagc caggacgtga gcaccgcagt ggcatggtac 180
[0970] cagcagaagc ctggcaagge cccaaagetg ctgatctact ccgectettt cetgtattet 240
[0971] ggcgtgccaa gcaggtttag cgggtcegga tctggaaccg acttcaccct gacaatctee 300
[0972] tctctgcage ctgaggattt tgccacatac tattgcaage agggctatge caatccatgg 360
[0973] accttcggee agggcacaaa ggtggagatc aagaggggeg gagggggete tcaggtgeag 420
[0974] ctggttgaat ctggtggegg agttgtgecag cctggecagaa gectgagact gtettgtgee 480
[0975] gccagegget tcaccttcac caactatgga atgcactggg gcagacagge ccctggecaaa 540
[0976] ggacttgaat gggtcgecgt gatcagccac gacggcaaca acaagtacta cgtggacage 600
[0977] gtgaagggca gattcaccat cagccgggac aacagcaaga acaccctgta cctgcagatg 660
[0978] aacagcctga gagccgagga caccgecgtg tactattgtg ccagagaggg catcgacttt 720
[0979] tggagcggee tgaattggtt cgacccttgg ggacagggea ccctggttac agtttcettet 780
[0980] gccggtggag gtggetecgg tggcgetgge ageggeggte geggetetga gatcgtgetg 840
[0981] acacagagcc ctggcacact gtcactgtct ccaggcgaaa gagccacact gagetgtaga 900
[0982] gccagccaga gcatcaccgg ctcttacctg gettggtate agcagaagee tggacaggee 960
[0983] cctagactge tgatttgtgg cgectettet tgggecaccg geattccega tagattttet 1020
[0984] ggcagecgget ccggeaccga cttcaccctg acaatcagea gactggaacc cgaggactte 1080
[0985] gccgtgtact actgccagea gtacagcage agccccatca cctttggeca gggeacaaga 1140
[0986] ctggaaatca agcggggegg agggggetet gaggtgecage tggtggagag cggaggagga 1200
[0987] ctggtgcage caggaggctc cctgeggetg tcttgegeeg ccageggett taccatctee 1260
[0988] gactactgga ttcactgggt gagacaggca cctggcaagg gactggagtg ggtggecagga 1320
[0989] atcaccccag caggaggcta cacatactat gccgacageg tgaagggceg gttcaccatce 1380
[0990] tccgecgata cctctaagaa cacagectat ctgcagatga actccetgeg ggecgaggac 1440
[0991] acagccgtgt actattgcge cagattcgtg ttcttcctge catacgecat ggattattgg 1500
[0992] ggccagggea ccctggtgac agtgagetee 1530

[0993]  <210> 47

[0994] <211> 9

[0995]  <212> PRT

[0996] <213> Artificial

[0997]  <220>

[0998]  <223> VLHVEGF-A(G6-31) -CDR3

[0999]  <400> 47

[1000] GIn Gln Gly Tyr Gly Asn Pro Phe Thr

[1001] 1 5

[1002] <210> 48

[1003] <211> 108

[1004]  <212> PRT

[1005] <213> Artificial

[1006]  <220>

[1007]  <223> VLP{VEGF-A(G6-31)
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[1008]  <400> 48

[1009] Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
[1010] 1 5 10 15
[1011]  Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Val Ser Thr Ala
[1012] 20 25 30

[1013] Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
[1014] 35 40 45

[1015] Tyr Ser Ala Ser Phe Leu Tyr Ser Gly Val Pro Ser Arg Phe Ser Gly
[1016] 50 55 60

[1017]  Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
[1018] 65 70 75 80
[1019]  Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Gly Tyr Gly Asn Pro Phe
[1020] 85 90 95
[1021]  Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg

[1022] 100 105

[1023]  <210> 49

[1024] <211> 496

[1025] <212> PRT

[1026] <213> Artificial

[1027]  <220>

[1028]  <223> VHPLVEGF-A- (G4S)3-VLPLVEGF-A- G4S-VHPTANG-2- (G4S) 3-VLHTANG-2
[1029]  <400> 49

[1030] Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
[1031] 1 5 10 15
[1032] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Ile Ser Asp Tyr
[1033] 20 25 30

[1034] Trp Ile His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[1035] 35 40 45

[1036] Ala Gly Ile Thr Pro Ala Gly Gly Tyr Thr Tyr Tyr Ala Asp Ser Val
[1037] 50 55 60

[1038] Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
[1039] 65 70 75 80
[1040] Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[1041] 85 90 95
[1042] Ala Arg Phe Val Phe Phe Leu Pro Tyr Ala Met Asp Tyr Trp Gly Gln
[1043] 100 105 110

[1044] Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly
[1045] 115 120 125

[1046] Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro Ser
[1047] 130 135 140

[1048] Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala
[1049] 145 150 155 160
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[1050] Ser Gln Asp Val Ser Thr Ala Val Ala Trp Tyr Gln Gln Lys Pro Gly
[1051] 165 170 175
[1052] Lys Ala Pro Lys Leu Leu Ile Tyr Ser Ala Ser Phe Leu Tyr Ser Gly
[1053] 180 185 190

[1054] Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu
[1055] 195 200 205

[1056] Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln
[1057] 210 215 220

[1058] Gln Gly Tyr Gly Asn Pro Phe Thr Phe Gly Gln Gly Thr Lys Val Glu
[1059] 225 230 235 240
[1060] Ile Lys Arg Gly Gly Gly Gly Ser Gln Val Gln Leu Val Glu Ser Gly
[1061] 245 250 255
[1062] Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala
[1063] 260 265 270

[1064] Ser Gly Phe Thr Phe Thr Asn Tyr Gly Met His Trp Gly Arg Gln Ala
[1065] 275 280 285

[1066] Pro Gly Lys Gly Leu Glu Trp Val Ala Val Ile Ser His Asp Gly Asn
[1067] 290 295 300

[1068] Asn Lys Tyr Tyr Val Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg
[1069] 305 310 315 320
[1070]  Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala
[1071] 325 330 335
[1072] Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Gly Ile Asp Phe Trp
[1073] 340 345 350

[1074] Ser Gly Leu Asn Trp Phe Asp Pro Trp Gly Gln Gly Thr Leu Val Thr
[1075] 355 360 365

[1076] Val Ser Ser Ala Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
[1077] 370 375 380

[1078] Gly Gly Ser Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu
[1079] 385 390 395 400
[1080] Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile
[1081] 405 410 415
[1082] Thr Gly Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
[1083] 420 425 430

[1084] Arg Leu Leu Ile Cys Gly Ala Ser Ser Trp Ala Thr Gly Ile Pro Asp
[1085] 435 440 445

[1086] Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
[1087] 450 455 460

[1088] Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Ser
[1089] 465 470 475 480
[1090] Ser Ser Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys Arg
[1091] 485 490 495
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[1092]
[1093]
[1094]
[1095]
[1096]
[1097]
[1098]
[1099]
[1100]
[1101]
[1102]
[1103]
[1104]
[1105]
[1106]
[1107]
[1108]
[1109]
[1110]
[1111]
[1112]
[1113]
[1114]
[1115]
[1116]
[1117]
[1118]
[1119]
[1120]
[1121]
[1122]
[1123]
[1124]
[1125]
[1126]
[1127]
[1128]
[1129]
[1130]
[1131]
[1132]
[1133]

<210> 50

<211> 520
<212> PRT

213> Artificial

220>
<223> CD5-sp-VHHIVEGF-A- (G4S) 3-VL{VEGF-A-

(G4S) 3-VLFTANG-2
<400> 50

Met Pro Met Gly Ser

1
Met

Gly
Ser
Pro
65

Tyr
Asp
Glu
Tyr
Gly
145
Ile
Arg
Ala
Ser
Gly
225

Asp

Phe

Leu
Gly
Gly
50

Gly
Thr
Thr
Asp
Ala
130
Gly

Gln

Val

Ala
210

Ser

Phe

Gly

Val
Leu
35

Phe
Lys
Tyr
Ser
Thr
115
Met
Gly
Met
Thr
Tyr
195
Ser
Gly

Ala

Gln

Ala
20

Val
Thr
Gly
Tyr
Lys
100
Ala
Asp
Gly
Thr
Ile
180
Gln
Phe
Thr

Thr

Gly
260

5

Ser

Gln

Ile

Leu

Ala

85

Asn

Val

Tyr

Ser

Gln

165

Thr

Gln

Leu

Asp

Tyr

245
Thr

Leu

Cys

Pro

Ser

Glu

70

Asp

Thr

Tyr

Trp

Gly

150

Ser

Cys

Lys

Tyr

Phe

230

Tyr

Lys

Gln

Leu

Gly

Asp

55

Trp

Ser

Ala

Tyr

Gly

135

Gly

Pro

Arg

Pro

Ser

215

Thr

Cys

Val

Pro

Gly

Gly

40

Tyr

Val

Val

Tyr

Cys

120

Gln

Gly

Ser

Ala

Gly

200

Gly

Leu

Gln

Glu

Leu

Glu

25

Ser

Trp

Ala

Lys

Leu

105

Ala

Gly

Gly

Ser

Ser

185

Lys

Val

Thr

Gln

Ile
265

50

Ala
10

Val
Leu
Ile
Gly
Gly
90

Gln
Arg
Thr
Ser
Leu
170
Gln
Ala
Pro
Ile
Gly

250
Lys

Thr

Gln

Arg

His

Ile

75

Arg

Met

Phe

Leu

Gly

155

Ser

Asp

Pro

Ser

Ser

235

Tyr

Arg

G4S-VHETANG-2-

Leu

Leu

Leu

Trp

60

Thr

Phe

Asn

Val

Val

140

Gly

Ala

Val

Lys

Arg

220

Ser

Gly

Gly

Tyr

Val

Ser

45

Val

Pro

Thr

Ser

Phe

125

Thr

Gly

Ser

Ser

Leu

205

Phe

Leu

Asn

Gly

Leu

Glu

30

Cys

Arg

Ala

Ile

Leu

110

Phe

Val

Gly

Val

Thr

190

Leu

Ser

Gln

Pro

Gly
270

Leu
15

Ser
Ala
Gln
Gly
Ser
95

Arg
Leu
Ser
Ser
Gly
175
Ala
Ile
Gly
Pro
Phe

255
Gly

Gly

Gly

Ala

Ala

Gly

80

Ala

Ala

Pro

Ser

Asp

160

Asp

Val

Tyr

Ser

Glu

240

Thr

Ser
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[1134] Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
[1135] 275 280 285

[1136] Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Thr Asn Tyr
[1137] 290 295 300

[1138] Gly Met His Trp Gly Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
[1139] 305 310 315 320
[1140] Ala Val Ile Ser His Asp Gly Asn Asn Lys Tyr Tyr Val Asp Ser Val
[1141] 325 330 335
[1142] Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
[1143] 340 345 350

[1144] Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
[1145] 355 360 365

[1146] Ala Arg Glu Gly Ile Asp Phe Trp Ser Gly Leu Asn Trp Phe Asp Pro
[1147] 370 375 380

[1148] Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Gly Gly Gly Gly
[1149] 385 390 395 400
[1150] Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Glu Ile Val Leu Thr
[1151] 405 410 415
[1152] Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr Leu
[1153] 420 425 430

[1154] Ser Cys Arg Ala Ser Gln Ser Ile Thr Gly Ser Tyr Leu Ala Trp Tyr
[1155] 435 440 445

[1156] Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Cys Gly Ala Ser
[1157] 450 455 460

[1158] Ser Trp Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly
[1159] 465 470 475 480
[1160] Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro Glu Asp Phe Ala
[1161] 485 490 495
[1162] Val Tyr Tyr Cys Gln Gln Tyr Ser Ser Ser Pro Ile Thr Phe Gly Gln
[1163] 500 505 510

[1164] Gly Thr Arg Leu Glu Ile Lys Arg

[1165] 515 520

[1166] <210> 51

[1167] <211> 486

[1168]  <212> PRT

[1169]  <213> Artificial

[1170]  <220>

[1171]  <223> VLJ{ANG-2-G4S-VHPTVEGE-A- (G4S) 3-VLHTVEGE - A-G4S- VHHTANG -2
[1172]  <400> 51

[1173]  Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
[1174] 1 5 10 15
[1175]  Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile Thr Gly Ser
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[1176] 20 25 30

[1177]  Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu
[1178] 35 40 45

[1179] Ile Cys Gly Ala Ser Ser Trp Ala Thr Gly Ile Pro Asp Arg Phe Ser
[1180] 50 55 60

[1181] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu
[1182] 65 70 75 80
[1183] Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Ser Ser Ser Pro
[1184] 85 90 95
[1185] Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys Arg Gly Gly Gly
[1186] 100 105 110

[1187] Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro
[1188] 115 120 125

[1189] Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Ile Ser
[1190] 130 135 140

[1191]  Asp Tyr Trp Ile His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu
[1192] 145 150 155 160
[1193] Trp Val Ala Gly Ile Thr Pro Ala Gly Gly Tyr Thr Tyr Tyr Ala Asp
[1194] 165 170 175
[1195] Ser Val Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr
[1196] 180 185 190

[1197] Ala Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
[1198] 195 200 205

[1199] Tyr Cys Ala Arg Phe Val Phe Phe Leu Pro Tyr Ala Met Asp Tyr Trp
[1200] 210 215 220

[1201] Gly Gln Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly
[1202] 225 230 235 240
[1203] Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser
[1204] 245 250 255
[1205] Pro Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys
[1206] 260 265 270

[1207] Arg Ala Ser Gln Asp Val Ser Thr Ala Val Ala Trp Tyr Gln Gln Lys
[1208] 275 280 285

[1209] Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr Ser Ala Ser Phe Leu Tyr
[1210] 290 295 300

[1211]  Ser Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
[1212] 305 310 315 320
[1213] Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr
[1214] 325 330 335
[1215] Cys Gln Gln Gly Tyr Gly Asn Pro Phe Thr Phe Gly Gln Gly Thr Lys
[1216] 340 345 350

[1217]  Val Glu Ile Lys Arg Gly Gly Gly Gly Ser Gln Val Gln Leu Val Glu
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[1218] 355 360 365

[1219] Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu Ser Cys
[1220] 370 375 380

[1221]  Ala Ala Ser Gly Phe Thr Phe Thr Asn Tyr Gly Met His Trp Gly Arg
[1222] 385 390 395 400
[1223] Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Val Ile Ser His Asp
[1224] 405 410 415
[1225] Gly Asn Asn Lys Tyr Tyr Val Asp Ser Val Lys Gly Arg Phe Thr Ile
[1226] 420 425 430

[1227] Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu
[1228] 435 440 445

[1229] Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Gly Ile Asp
[1230] 450 455 460

[1231]  Phe Trp Ser Gly Leu Asn Trp Phe Asp Pro Trp Gly Gln Gly Thr Leu
[1232] 465 470 475 480
[1233] Val Thr Val Ser Ser Ala

[1234] 485

[1235] <210> 52

[1236] <211> 510

[1237] <212> PRT

[1238] <213> Artificial

[1239] <220>

[1240]  <223> CD5-sp-VLPTANG-2-G4S-VHFIVEGF-A- (G4S) 3-VLFTVEGF -A-G4S - VHHTANG -2
[1241]  <400> 52

[1242] Met Pro Met Gly Ser Leu Gln Pro Leu Ala Thr Leu Tyr Leu Leu Gly
[1243] 1 5 10 15
[1244] Met Leu Val Ala Ser Cys Leu Gly Glu Ile Val Leu Thr Gln Ser Pro
[1245] 20 25 30

[1246] Gly Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg
[1247] 35 40 45

[1248] Ala Ser Gln Ser Ile Thr Gly Ser Tyr Leu Ala Trp Tyr Gln Gln Lys
[1249] 50 55 60

[1250] Pro Gly Gln Ala Pro Arg Leu Leu Ile Cys Gly Ala Ser Ser Trp Ala
[1251] 65 70 75 80
[1252] Thr Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
[1253] 85 90 95
[1254] Thr Leu Thr Ile Ser Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr
[1255] 100 105 110

[1256] Cys Gln Gln Tyr Ser Ser Ser Pro Ile Thr Phe Gly Gln Gly Thr Arg
[1257] 115 120 125

[1258] Leu Glu Ile Lys Arg Gly Gly Gly Gly Ser Glu Val Gln Leu Val Glu
[1259] 130 135 140
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[1260] Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys
[1261] 145 150 155 160
[1262] Ala Ala Ser Gly Phe Thr Ile Ser Asp Tyr Trp Ile His Trp Val Arg
[1263] 165 170 175
[1264] Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Gly Ile Thr Pro Ala
[1265] 180 185 190

[1266] Gly Gly Tyr Thr Tyr Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile
[1267] 195 200 205

[1268] Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gln Met Asn Ser Leu
[1269] 210 215 220

[1270] Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Phe Val Phe Phe
[1271] 225 230 235 240
[1272] Leu Pro Tyr Ala Met Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val
[1273] 245 250 255
[1274] Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly
[1275] 260 265 270

[1276]  Ser Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val
[1277] 275 280 285

[1278] Gly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Val Ser Thr
[1279] 290 295 300

[1280] Ala Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu
[1281] 305 310 315 320
[1282] Ile Tyr Ser Ala Ser Phe Leu Tyr Ser Gly Val Pro Ser Arg Phe Ser
[1283] 325 330 335
[1284] Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln
[1285] 340 345 350

[1286] Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Gly Tyr Gly Asn Pro
[1287] 355 360 365

[1288] Phe Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Gly Gly Gly
[1289] 370 375 380

[1290] Gly Ser Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro
[1291] 385 390 395 400
[1292] Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Thr
[1293] 405 410 415
[1294] Asn Tyr Gly Met His Trp Gly Arg Gln Ala Pro Gly Lys Gly Leu Glu
[1295] 420 425 430

[1296] Trp Val Ala Val Ile Ser His Asp Gly Asn Asn Lys Tyr Tyr Val Asp
[1297] 435 440 445

[1298] Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr
[1299] 450 455 460

[1300] Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
[1301] 465 470 475 480
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[1302]
[1303]
[1304]
[1305]
[1306]
[1307]
[1308]
[1309]
[1310]
[1311]
[1312]
[1313]
[1314]
[1315]
[1316]
[1317]
[1318]
[1319]
[1320]
[1321]
[1322]
[1323]
[1324]
[1325]
[1326]
[1327]
[1328]
[1329]
[1330]
[1331]
[1332]
[1333]
[1334]
[1335]
[1336]
[1337]
[1338]
[1339]
[1340]
[1341]
[1342]
[1343]

Tyr Cys Ala Arg Glu Gly Ile Asp Phe Trp Ser Gly Leu Asn Trp Phe

485

490

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

<210> 53
<211> 48

212>
213>

<220>

223>

<400> 53
Asp Ile Gln

1
Asp

Val
Tyr
Ser
65

Glu
Thr
Ser
Arg
Tyr
145
Val
Val
Tyr
Cys
Pro

225
Gly

Arg
Ala
Ser
50

Gly
Asp
Phe
Gln
Ser
130
Gly
Ala
Lys
Leu
Ala
210

Trp

Ser

6

PRT
Artificial

Val
Trp
35

Ala
Ser
Phe
Gly
Val
115
Leu
Met
Val
Gly
Gln
195
Arg

Gly

Gly

500

Met
Thr
20

Tyr
Ser
Gly
Ala
Gln
100
Gln
Arg
His
Ile
Arg
180
Met
Glu

Gln

Gly

Thr
5
Ile
Gln
Phe
Thr
Thr
85
Gly
Leu
Leu
Trp
Ser
165
Phe
Asn
Gly

Gly

Gly

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

Val

Ser

Gly

150

His

Thr

Ser

Ile

Thr

230
Gly

Ser
Cys
Lys
Tyr
55

Phe
Tyr
Lys
Glu
Cys
135
Arg
Asp
Ile
Leu
Asp
215

Leu

Ser

Pro
Arg
Pro
40

Ser
Thr
Cys
Val
Ser
120
Ala
Gln
Gly
Ser
Arg
200
Phe

Val

Gly

505

Ser
Ala
25

Gly
Gly
Leu
Gln
Glu
105
Gly
Ala
Ala
Asn
Arg
185
Ala
Trp

Thr

Gly

55

Ser
10

Ser
Lys
Val
Thr
Gln
90

Ile
Gly
Ser
Pro
Asn
170
Asp
Glu
Ser

Val

Gly

Leu

Gln

Ala

Pro

Ile

75

Gly

Lys

Gly

Gly

Gly

155

Lys

Asn

Asp

Gly

Ser

235
Gly

Ser
Asp
Pro
Ser
60

Ser
Tyr
Arg
Val
Phe
140
Lys
Tyr
Ser
Thr
Leu
220

Ser

Ser

510

495

Ala Ser Val

Val
Lys
45

Arg
Ser
Gly
Gly
Val
125
Thr
Gly
Tyr
Lys
Ala
205
Asn

Ala

Glu

Ser
30

Leu
Phe
Leu
Asn
Gly
110
Gln
Phe
Leu
Val
Asn
190
Val
Trp

Gly

Ile

15
Thr

Leu

Ser

Gln

Pro

95

Gly

Pro

Thr

Glu

Asp

175

Thr

Tyr

Phe

Gly

Val

VLHTVEGF-A-GAS -VHPTANG-2- (G4S) 3-VLHTANG-2-G4S -VHHTVEGE-A

Gly

Ala

Ile

Gly

Pro

80

Phe

Gly

Gly

Asn

Trp

160

Ser

Leu

Tyr

Asp

Gly

240

Leu
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[1344] 245 250 255
[1345] Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr
[1346] 260 265 270

[1347] Leu Ser Cys Arg Ala Ser Gln Ser Ile Thr Gly Ser Tyr Leu Ala Trp
[1348] 275 280 285

[1349] Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Cys Gly Ala
[1350] 290 295 300

[1351] Ser Ser Trp Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly Ser
[1352] 305 310 315 320
[1353] Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro Glu Asp Phe
[1354] 325 330 335
[1355] Ala Val Tyr Tyr Cys Gln Gln Tyr Ser Ser Ser Pro Ile Thr Phe Gly
[1356] 340 345 350

[1357] Gln Gly Thr Arg Leu Glu Ile Lys Arg Gly Gly Gly Gly Ser Glu Val
[1358] 355 360 365

[1359]  Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu
[1360] 370 375 380

[1361] Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Ile Ser Asp Tyr Trp Ile
[1362] 385 390 395 400
[1363] His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Gly
[1364] 405 410 415
[1365] Ile Thr Pro Ala Gly Gly Tyr Thr Tyr Tyr Ala Asp Ser Val Lys Gly
[1366] 420 425 430

[1367] Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr Leu Gln
[1368] 435 440 445

[1369] Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
[1370] 450 455 460

[1371]  Phe Val Phe Phe Leu Pro Tyr Ala Met Asp Tyr Trp Gly Gln Gly Thr
[1372] 465 470 475 480
[1373] Leu Val Thr Val Ser Ser

[1374] 485

[1375] <210> 54

[1376] <211> 510

[1377]  <212> PRT

[1378] <213> Artificial

[1379]  <220>

[1380]  <223> CD5-sp-VLITVEGF-A-G4S -VHFTANG-2- (G4S) 3-VLFTANG-2-G4S -VHHVEGF-A
[1381]  <400> 54

[1382] Met Pro Met Gly Ser Leu Gln Pro Leu Ala Thr Leu Tyr Leu Leu Gly
[1383] 1 5 10 15
[1384] Met Leu Val Ala Ser Cys Leu Gly Asp Ile Gln Met Thr Gln Ser Pro
[1385] 20 25 30
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[1386] Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg
[1387] 35 40 45

[1388] Ala Ser Gln Asp Val Ser Thr Ala Val Ala Trp Tyr Gln Gln Lys Pro
[1389] 50 55 60

[1390] Gly Lys Ala Pro Lys Leu Leu Ile Tyr Ser Ala Ser Phe Leu Tyr Ser
[1391] 65 70 75 80
[1392] Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
[1393] 85 90 95
[1394] Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
[1395] 100 105 110

[1396] Gln Gln Gly Tyr Gly Asn Pro Phe Thr Phe Gly Gln Gly Thr Lys Val
[1397] 115 120 125

[1398] Glu Ile Lys Arg Gly Gly Gly Gly Ser Gln Val Gln Leu Val Glu Ser
[1399] 130 135 140

[1400] Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala
[1401] 145 150 155 160
[1402] Ala Ser Gly Phe Thr Phe Thr Asn Tyr Gly Met His Trp Gly Arg Gln
[1403] 165 170 175
[1404] Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Val Ile Ser His Asp Gly
[1405] 180 185 190

[1406] Asn Asn Lys Tyr Tyr Val Asp Ser Val Lys Gly Arg Phe Thr Ile Ser
[1407] 195 200 205

[1408] Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg
[1409] 210 215 220

[1410] Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Gly Ile Asp Phe
[1411] 225 230 235 240
[1412] Trp Ser Gly Leu Asn Trp Phe Asp Pro Trp Gly Gln Gly Thr Leu Val
[1413] 245 250 255
[1414] Thr Val Ser Ser Ala Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
[1415] 260 265 270

[1416] Gly Gly Gly Ser Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser
[1417] 275 280 285

[1418] Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser
[1419] 290 295 300

[1420] Ile Thr Gly Ser Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala
[1421] 305 310 315 320
[1422]  Pro Arg Leu Leu Ile Cys Gly Ala Ser Ser Trp Ala Thr Gly Ile Pro
[1423] 325 330 335
[1424] Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
[1425] 340 345 350

[1426] Ser Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr
[1427] 355 360 365
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[1428] Ser Ser Ser Pro Ile Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys

[1429] 370 375 380

[1430] Arg Gly Gly Gly Gly Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly
[1431] 385 390 395 400
[1432] Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
[1433] 405 410 415

[1434] Phe Thr Ile Ser Asp Tyr Trp Ile His Trp Val Arg Gln Ala Pro Gly
[1435] 420 425 430

[1436] Lys Gly Leu Glu Trp Val Ala Gly Ile Thr Pro Ala Gly Gly Tyr Thr
[1437] 435 440 445

[1438] Tyr Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr
[1439] 450 455 460

[1440] Ser Lys Asn Thr Ala Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp
[1441] 465 470 475 480
[1442] Thr Ala Val Tyr Tyr Cys Ala Arg Phe Val Phe Phe Leu Pro Tyr Ala
[1443] 485 490 495

[1444] Met Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

[1445] 500 505 510

[1446]  <210> 55

[1447] <211> 27

[1448] <212> DNA

[1449] <213> Artificial

[1450]  <220>

[1451]  <223> VLHVEGF-A(G6-31) -CDR3

[1452]  <400> 55

[1453] cagcagggct atggcaatcc attcacc 27

[1454] <210> 56

[1455] <211> 324

[1456] <212> DNA

[1457] <213> Artificial

[1458]  <220>

[1459]  <223> VLPLVEGF-A(G6-31)

[1460]  <400> 56

[1461] gatattcaga tgacacagtc cccatctage ctgtctgeca gegtgggega cagggtgace 60
[1462] atcacatgta gagcaagcca ggacgtgagce accgcagtgg catggtacca gcagaagect 120
[1463] ggcaaggcce caaagetget gatctactece gectcetttee tgtattetgg cgtgecaage 180
[1464] aggtttageg ggtccggate tggaaccgac ttcaccctga caatctccte tctgecagect 240
[1465] gaggattttg ccacatacta ttgccagcag ggctatggeca atccattcac ctttggecag 300
[1466] ggcacaaagg tggagatcaa gagg 324

[1467] <210> 57

[1468] <211> 1488

[1469] <212> DNA
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[1470] <213> Artificial

[1471]  <220>

[1472]  <223> VHPLVEGF-A- (G4S) 3-VLHLVEGF-A- G4S-VHPTANG-2- (G4S) 3-VLHTANG-2
[1473]  <400> 57

[1474] gaggtgcage tggtggagag cggaggagga ctggtgecage caggaggetc cctgeggetg 60
[1475] tcttgegeeg ccageggett taccatctce gactactgga ttcactgggt gagacaggea 120
[1476] cctggcaagg gactggagtg ggtggeagga atcaccccag caggaggeta cacatactat 180
[1477] gcecgacageg tgaagggecg gttcaccatce tccgecgata cctctaagaa cacagectat 240
[1478] ctgcagatga actccctgeg ggecgaggac acagecgtgt actattgege cagattcgtg 300
[1479] ttcttcetge catacgecat ggattattgg ggccagggea ccctggtgac agtgagetce 360
[1480] ggtggaggte geteeggtgg cggtggeage ggeggtggeg getcetgatat tcagatgaca 420
[1481] cagtccccat ctagectgte tgccagegtg ggegacaggg tgaccatcac atgtagageca 480
[1482] agccaggacg tgagcaccge agtggcatgg taccagcaga agcctggecaa ggecccaaag 540
[1483] ctgctgatet actcegecte tttectgtat tctggegtge caagcaggtt tagegggtee 600
[1484] ggatctggaa ccgacttcac cctgacaatc tcctctctge agectgagga ttttgecaca 660
[1485] tactattgcc agcagggeta tggcaatcca ttcacctttg geccagggecac aaaggtggag 720
[1486] atcaagaggg gcggaggggg ctctcaggtg cagetggttg aatctggtgg cggagttgtg 780
[1487] cagcctggea gaagecctgag actgtcttgt gecgecageg gettcacctt caccaactat 840
[1488] ggaatgcact ggggcagaca ggcccctgge aaaggacttg aatgggtcge cgtgatcage 900
[1489] cacgacggca acaacaagta ctacgtggac agcgtgaagg gcagattcac catcagccgg 960
[1490] gacaacagca agaacaccct gtacctgcag atgaacagcc tgagagccga ggacaccgee 1020
[1491] gtgtactatt gtgccagaga gggcatcgac ttttggageg gectgaattg gttcgaccet 1080
[1492] tggggacagg gcaccctggt tacagtttcet tctgecggtg gaggtggete cggtggegegt 1140
[1493] ggcagcggeg gtggeggete tgagatcgtg ctgacacaga gecctggeac actgtcactg 1200
[1494] tctccaggeg aaagagccac actgagetgt agagccagec agagcatcac cggetcttac 1260
[1495] ctggcttggt atcagcagaa gcctggacag geccctagac tgetgatttg tggegectet 1320
[1496] tcttgggeca ccggeattee cgatagattt tctggecageg getccggeac cgacttcace 1380
[1497] ctgacaatca gcagactgga acccgaggac ttcgccgtgt actactgeca gcagtacage 1440
[1498] agcagcccca tcacctttgg ccagggecaca agactggaaa tcaagegg 1488

[1499] <210> 58

[1500] <211> 1560

[1501]  <212> DNA

[1502] <213> Artificial

[1503]  <220>

[1504]  <223> CD5-sp-VHFLVEGEF-A- (G4S) 3-VLETVEGF-A- G4S-VHTANG-2-

[1505] (G4S) 3-VLITANG-2

[1506]  <400> 58

[1507] atgccaatgg ggtccctaca acccctggea acactatatc tgctaggtat getegtggee 60
[1508] tcctgtttag gagaggtgea getggtggag ageggaggag gactggtgea gecaggagge 120
[1509] tcecetgegge tgtettgege cgecagegge tttaccatcet ccgactactg gattcactgg 180
[1510] gtgagacagg cacctggcaa gggactggag tgggtggecag gaatcacccc agcaggagge 240
[1511] tacacatact atgccgacag cgtgaaggge cggttcacca tctcegeega tacctctaag 300
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[1512] aacacagcct atctgcagat gaactccctg cgggecgagg acacagecgt gtactattge 360
[1513] gccagattcg tgttcttecet geccatacgee atggattatt ggggecaggg caccetggtg 420
[1514] acagtgagct ccggtggagg tggetceggt ggeggtggea geggeggtgg cggetetgat 480
[1515] attcagatga cacagtcccc atctagecctg tctgecageg tgggegacag ggtgaccate 540
[1516] acatgtagag caagccagga cgtgagcacc gcagtggeat ggtaccagca gaagcctgge 600
[1517] aaggccccaa agctgetgat ctactccgee tctttecctgt attectggegt gecaageagg 660
[1518] tttagcgggt ccggatctgg aaccgacttc accctgacaa tctcctectet gecagectgag 720
[1519] gattttgcca catactattg ccagcaggge tatggcaatc cattcacctt tggeccaggge 780
[1520] acaaaggtgg agatcaagag gggcggaggg ggetctcagg tgcagetggt tgaatctggt 840
[1521] ggcggagttg tgcagectgg cagaagectg agactgtctt gtgecgecag cggettcace 900
[1522] ttcaccaact atggaatgca ctggggcaga caggcccctg gcaaaggact tgaatgggtce 960
[1523] gcegtgatca gecacgacgg caacaacaag tactacgtgg acagegtgaa gggecagattce 1020
[1524] accatcagcc gggacaacag caagaacacc ctgtacctge agatgaacag cctgagagec 1080
[1525] gaggacaccg ccgtgtacta ttgtgccaga gagggcatcg acttttggag cggectgaat 1140
[1526] tggttcgace cttggggaca gggecaccetg gttacagttt cttetgeecgg tggaggtgge 1200
[1527] tccggtggeg gtggecagegg cggtggegge tetgagateg tgetgacaca gagecctgge 1260
[1528] acactgtcac tgtctccagg cgaaagagcc acactgaget gtagagccag ccagagcatc 1320
[1529] accggetctt acctggettg gtatcagcag aagecctggac aggeccctag actgetgatt 1380
[1530] tgtggecgeet cttettggge caccggeatt cccgatagat tttctggeag cggeteegge 1440
[1531] accgacttca ccctgacaat cagcagactg gaacccgagg acttcgecgt gtactactge 1500
[1532] cagcagtaca gcagcagcce catcaccttt ggccagggea caagactgga aatcaagegg 1560
[1533] <210> 59

[1534] <211> 1458

[1535]  <212> DNA

[1536]  <213> Artificial

[1537]  <220>

[1538]  <223> VLP{ANG-2-G4S-VHPTVEGE-A- (G4S) 3-VLHTVEGE - A-G4S-VHHTANG -2

[1539]  <400> 59

[1540] gagatcgtge tgacacagag ccctggecaca ctgtcactgt ctccaggega aagagccaca 60
[1541] ctgagctgta gagccagceca gagcatcacc ggectcttace tggettggta tcagcagaag 120
[1542] cctggacagg cccctagact getgatttgt ggegectett cttgggecac cggeattece 180
[1543] gatagatttt ctggcagecgg ctccggeace gacttcacce tgacaatcag cagactggaa 240
[1544] cccgaggact tcgeegtgta ctactgecag cagtacagea gcagecccat cacctttgge 300
[1545] cagggcacaa gactggaaat caagcggggce ggagggggcet ctgaggtgea getggtggag 360
[1546] agcggaggag gactggtgea geccaggagge tccetgegge tgtettgege cgecagegge 420
[1547] tttaccatct ccgactactg gattcactgg gtgagacagg cacctggcaa gggactggag 480
[1548] tgggtggecag gaatcacccc agcaggagge tacacatact atgccgacag cgtgaaggge 540
[1549] cggttcacca tctcecgecga tacctctaag aacacagect atctgecagat gaactccctg 600
[1550] cgggeegagg acacagecgt gtactattge gecagattcg tgttcttect gecatacgee 660
[1551] atggattatt ggggccaggg caccctggtg acagtgaget ccggtggagg tggetceggt 720
[1552] ggcggtggea geggeggtgg cggetetgat attcagatga cacagtccce atctagectg 780
[1553] tctgecageg tgggegacag ggtgaccatce acatgtagag caagccagga cgtgagecace 840
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[1554] gcagtggecat ggtaccagca gaagcctgge aaggccccaa agetgetgat ctactccgee 900
[1555] tctttecetgt attctggegt gecaagecagg tttagegggt ccggatctgg aaccgactte 960
[1556] accctgacaa tctcctctet gecagectgag gattttgeca catactattg ccagcaggge 1020
[1557] tatggcaatc cattcacctt tggccaggge acaaaggtgg agatcaagag gggeggaggg 1080
[1558] ggctctcagg tgcagetggt tgaatctggt ggeggagttg tgcagectgg cagaagectg 1140
[1559] agactgtctt gtgccgecag cggettcace ttcaccaact atggaatgea ctggggeaga 1200
[1560] caggccecetg gcaaaggact tgaatgggtc gecgtgatca gecacgacgg caacaacaag 1260
[1561] tactacgtgg acagcgtgaa gggcagattc accatcagcc gggacaacag caagaacacc 1320
[1562] ctgtacctge agatgaacag cctgagagcc gaggacaccg ccgtgtacta ttgtgecaga 1380
[1563] gagggcatcg acttttggag cggectgaat tggttcgace cttggggaca gggecaccetg 1440
[1564] gttacagttt cttctgec 1458

[1565]  <210> 60

[1566]  <211> 1530

[1567]  <212> DNA

[1568]  <213> Artificial

[1569]  <220>

[1570]  <223> CD5-sp-VLITANG-2-G4S-VHFVEGF-A- (G4S) 3-VLFVEGF-A-G4S - VHHTANG -2
[1571]  <400> 60

[1572] atgccaatgg ggtccctaca acccctggea acactatatc tgctaggtat getcgtggee 60
[1573] tcctgtttag gagagatcgt getgacacag agecctggea cactgtcact gtctccagge 120
[1574] gaaagagcca cactgagctg tagagccage cagagcatca ccggetctta cctggettgg 180
[1575] tatcagcaga agcctggaca ggcccctaga ctgetgattt gtggegecte ttettgggee 240
[1576] accggcattc ccgatagatt ttctggcage ggectccggea ccgacttcac cctgacaatce 300
[1577] agcagactgg aacccgagga cttcgececgtg tactactgec agcagtacag cagcagecce 360
[1578] atcacctttg gccagggcac aagactggaa atcaageggg geggagggge ctetgaggtg 420
[1579] cagctggtgg agagcggagg aggactggtg cagecaggag getcectgeg getgtettge 480
[1580] gcecgecageg getttaccat ctceccgactac tggattcact gggtgagaca ggcacctgge 540
[1581] aagggactgg agtgggtgge aggaatcacc ccagcaggag gectacacata ctatgccgac 600
[1582] agcgtgaagg gecggttcac catcteccgee gatacctcta agaacacage ctatctgeag 660
[1583] atgaactccc tgcgggcecga ggacacagece gtgtactatt gegecagatt cgtgttette 720
[1584] ctgccatacg ccatggatta ttggggeccag ggecaccetgg tgacagtgag cteccggtgga 780
[1585] ggtggeteeg gtggeggtgg cageggeggt ggeggetetg atattcagat gacacagtce 840
[1586] ccatctagee tgtctgecag cgtgggegac agggtgacca tcacatgtag agcaagcecag 900
[1587] gacgtgagca ccgcagtgge atggtaccag cagaagcctg gcaaggeccce aaagetgetg 960
[1588] atctactccg cctctttcet gtattctgge gtgccaagea ggtttagegg gtcecggatcet 1020
[1589] ggaaccgact tcaccctgac aatctcctct ctgcagectg aggattttge cacatactat 1080
[1590] tgccagecagg getatggcaa tccattcacce tttggeccagg gcacaaaggt ggagatcaag 1140
[1591] aggggeggag ggggctetca ggtgecagetg gttgaatctg gtggeggagt tgtgeageet 1200
[1592] ggcagaagcc tgagactgtc ttgtgeccgee ageggettca ccttcaccaa ctatggaatg 1260
[1593] cactggggca gacaggcccc tggcaaagga cttgaatggg tcgecgtgat cagecacgac 1320
[1594] ggcaacaaca agtactacgt ggacagcgtg aagggcagat tcaccatcag ccgggacaac 1380
[1595] agcaagaaca ccctgtacct gcagatgaac agcctgagag ccgaggacac cgecgtgtac 1440

61



CN 116925234 B

FF

5l %R

39/40 71

[1596]
[1597]
[1598]
[1599]
[1600]
[1601]
[1602]
[1603]
[1604]
[1605]
[1606]
[1607]
[1608]
[1609]
[1610]
[1611]
[1612]
[1613]
[1614]
[1615]
[1616]
[1617]
[1618]
[1619]
[1620]
[1621]
[1622]
[1623]
[1624]
[1625]
[1626]
[1627]
[1628]
[1629]
[1630]
[1631]
[1632]
[1633]
[1634]
[1635]
[1636]
[1637]

tattgtgcca gagagggcat cgacttttgg ageggectga attggttega cccttgggga 1500

cagggcaccc tggttacagt ttcttctgee 1530

<210>
Q211
212>
213>
220>
223>
<400> 61

gatattcaga

61
1458
DNA

atcacatgta
ggcaaggccce
aggtttagcg
gaggattttg
ggcacaaagg
ggtggeggag
accttcacca
gtcgeegtga
ttcaccatca
gccgaggaca
aattggttcg
ggctecggtyg
ggcacactgt
atcaccggcet
atttgtggeg
ggcaccgact
tgccagecagt
cggggcggag
ggaggctccce
cactgggtga
ggaggctaca
tctaagaaca
tattgcgcca
ctggtgacag
210> 62

<211> 1530
<212> DNA
213>
220>
223>

<400> 62

Artificial

tgacacagtc cccatctagce
gagcaagcca ggacgtgagce
caaagctget gatctactcce
ggtccggatc tggaaccgac
ccacatacta ttgccagcag
tggagatcaa gaggggcegga
ttgtgcagee tggcagaage
actatggaat gcactggggce
tcagccacga cggcaacaac
gcecgggacaa cagcaagaac
ccgeegtgta ctattgtgece
acccttgggg acagggcacc
gcggtggecag cggeggtgge
cactgtctcc aggcgaaaga
cttacctgge ttggtatcag
cctettettg ggeccaccgge
tcaccctgac aatcagcaga
acagcagcag ccccatcacc
ggggcetctga ggtgeagetg
tgcggetgte ttgegecegece
gacaggcacc tggcaaggga
catactatgc cgacagegtg
cagcctatct gcagatgaac
gattcgtgtt cttcctgeca
tgagctce 1458

Artificial

ctgtctgcca
accgcagtgg
gcetetttee
ttcaccctga
ggctatggeca
gggggcetcte
ctgagactgt
agacaggccce
aagtactacg
accctgtacc
agagagggca
ctggttacag
ggctctgaga
gccacactga
cagaagcctg
attcccgata
ctggaacccg
tttggccagg
gtggagageg
agcggettta
ctggagtggg
aagggccggt
tceetgeggg
tacgccatgg

gegtgggcega
catggtacca
tgtattctgg
caatctccte
atccattcac
aggtgcagct
cttgtgecege
ctggcaaagg
tggacagcgt
tgcagatgaa
tcgacttttg
tttcttetge
tcgtgetgac
gctgtagage
gacaggccce
gattttctgg
aggacttcgce
gcacaagact
gaggaggact
ccatctccecga
tggcaggaat
tcaccatctce
ccgaggacac

attattgggg

VLFTVEGF-A-GAS -VHPTANG-2- (G4S) 3-VLHTANG-2-G4S -VHHTVEGF-A

cagggtgacc
gcagaagcct
cgtgccaagce
tctgcagecet
ctttggccag
ggttgaatct
cagcggette
acttgaatgg
gaagggcaga
cagcctgaga
gagcggecetg
cggtggaggt
acagagccct
cagccagagce
tagactgctg
cagcggcetcce
cgtgtactac
ggaaatcaag
ggtgcagcca
ctactggatt
caccccagca
cgcecgatacce
agccgtgtac

ccagggcacc

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440

CD5-sp-VLHTVEGF-A-G4S -VHFTANG-2- (G4S) 3-VLPTANG-2-G4S -VHVEGF-A

atgccaatgg ggtccctaca acccetggea acactatate tgetaggtat getcgtggee 60
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[1638] tcctgtttag gagatattca gatgacacag tccccatcta gectgtetge cagegtggge 120
[1639] gacagggtga ccatcacatg tagagcaagc caggacgtga gcaccgcagt ggcatggtac 180
[1640] cagcagaagc ctggcaagge cccaaagetg ctgatctact ccgectettt cetgtattet 240
[1641] ggcgtgecaa geaggtttag cgggteccgga tctggaaccg acttcaccet gacaatctcee 300
[1642] tctctgecage ctgaggattt tgccacatac tattgccage agggetatgg caatccattce 360
[1643] acctttggecc agggcacaaa ggtggagatc aagaggggceg gagggggete tcaggtgeag 420
[1644] ctggttgaat ctggtggegg agttgtgecag cctggecagaa gectgagact gtettgtgee 480
[1645] gccagegget tcaccttcac caactatgga atgcactggg gcagacagge ccctggecaaa 540
[1646] ggacttgaat gggtcgecgt gatcagccac gacggcaaca acaagtacta cgtggacage 600
[1647] gtgaagggca gattcaccat cagccgggac aacagcaaga acaccctgta cctgcagatg 660
[1648] aacagcctga gagccgagga caccgecgtg tactattgtg ccagagaggg catcgacttt 720
[1649] tggagcggee tgaattggtt cgacccttgg ggacagggea ccctggttac agtttettet 780
[1650] gceggtggag gtggeteegg tggeggtgge ageggeggtg geggetetga gatcgtgetg 840
[1651] acacagagcc ctggcacact gtcactgtct ccaggcgaaa gagccacact gagctgtaga 900
[1652] gccageccaga geatcaccgg ctcttacctg gettggtate agcagaagee tggacaggee 960
[1653] cctagactge tgatttgtgg cgectettet tgggecaccg geattcecga tagattttet 1020
[1654] ggcagcgget ccggeaccga cttcaccctg acaatcagea gactggaacce cgaggacttce 1080
[1655] gccgtgtact actgccagea gtacagcage agccccatca cctttggeca gggeacaaga 1140
[1656] ctggaaatca agcggggegg agggggetet gaggtgecage tggtggagag cggaggagga 1200
[1657] ctggtgcage caggaggete cctgeggetg tettgegecg ccageggett taccatctee 1260
[1658] gactactgga ttcactgggt gagacaggca cctggcaagg gactggagtg ggtggecagga 1320
[1659] atcaccccag caggaggcta cacatactat gccgacageg tgaagggecg gttcaccatce 1380
[1660] tccgecgata cctctaagaa cacagectat ctgecagatga actccctgeg ggecgaggac 1440
[1661] acagccgtgt actattgcge cagattcgtg ttcttcctge catacgecat ggattattgg 1500
[1662] ggccagggea ccctggtgac agtgagetee 1530
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VHMV EGF-A VLh’[VEG F-A

VH-}I{\-’EGF-J\ (G6-23) VL]!IVEG}'-.»\ (G6-23)

VH $ILANG-2 VL PLANG-2 VHMLA NG-2

XMVAOI XMVA04

VHTI’EVEGF-A (G6-23) VL?’II."VEGF-A (G6-23)

VHﬁ‘LANG-z (3.19.3) VL#LANG-: (3.19.3)

XMVAO09

41
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(6145) Swal EcoRI (106)

Miul (112)

(5817) Nael
(5815) NgoMIV

PaeR7I - PspXI - Xhol (409)

Sacll (701)
Hpal (745)
BamHI (787)

KfL (803)
(5256) BspQI - Sapl

PAIFT - Tth111T (1284)
BstEIT (1323)
BmgBI (1353)
Xcml (1384)

\ anti-VEGF(G6-23)-VL

BspEI* (1462)

XMVAO09
6246 bp

Bsu361 (1508)
PfIMI (1553)

(4730) AlwNI

EcoNI (1733)

Kasl (2176)
Narl (2177)

Sfol (2178)

PIUTI (2180)

anti-Ang-2(3.19.3)-VL
EcoRV (2358)

Stul (2399)

Nsil (2421)

BglII (2451)

AfIII [2469)
BstAPI (3081)
2
150000 -
ns
*kk
100000 - *
-d F*kk
g ——
o
o

50000 4
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Treated (41.8ng)

X4

Total tube length(um)

Treated (50ng)

E3
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E3[]

VHmVEGF-A (G6-23) VLm‘VEGF-A (G6-23)

v"“fﬁ.AN(i-?_ (3.193) VHT!'I.ANG-Z (3.193)

XMVAI10

£

VHMANG-: €3.19.3) VLmeN(‘.-: (3.19.3)

VLM}\-"EGF-A (G6-23) VH‘TJTVEGPA (G6-23)

XMVALII

48
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VH‘TJ'L'V[E(iFAA (G6-31) VL{JL’\:’E(iF-A (Go6-31)
VHiJU\N(i—Z 3.19.3) VLI;‘LAN(}_: 3.19.3)

XMVAI13
9
VH{:‘LVI:‘GI-‘-A (G6-31 ﬁvhwlua (G631
VLMAN(;-: (3193) VH]!'LAN('-—Z 3.193)
XMVAI14

K10

VHfr‘LANG-c (3.19.3) VL{:IANG-z (3.19.3)

VLfr'L'\f'E(iF—A (G6-31) VHMVE(:F-A (G6-31)

XMVALS

&11
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