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CON 104428315 A W F OE Kk P 1/3 51

Lo — B H T D PR M 77 3%, o prd i s CRIE T AJEE ) A TeGL 8N
1gG4 W 2 EREIX , I H.

b iR 7 AL

FH5%72 1253AH310A T H435A (41 Kabat [f) EU 51445 ) 54Tk A 161 8L 164
NI HETREN (PR (R

2. BURIELSR 1 773, Horb ik G & X0k e e P i, A5 ke k455 A\ VEGE 128
— PR G AL R R SE A N ANG-2 58 hU R &5 A A

Hrp

i) B g4 VEGE B FTIR S — i IR 45 5 s5 78 T ] AR 45 F4 5 SEQ 1D NO <1 1)
CDR3H [X .SEQ ID NO :2 ] CDR2H X i1 SEQ ID NO :3 ff] CDRIH [X , Jf H. 75555 A] A7 45 4 1k fu,
4 SEQ ID NO :4 [ CDR3L X, SEQ ID NO :5 [¥J CDR2L X SEQ ID NO :6 [#¥] CDRIL [X ;F

i1) FertEgs & ANG-2 PTIR S PR 45547 AR B RE ] AR &5 )85 SEQ 1D NO =9
f*) CDR3H [X . SEQ ID NO :10 f#] CDR2H X 1 SEQ 1D NO :11 [f] CDRIH [X., 3 H.7E e n] A5 45
PB4 SEQ 1D NO <12 %) CDR3L [X..SEQ ID NO :13 ¥ CDR2L [X 1 SEQ ID NO :14 [f] CDRIL
X, I HH A

i11) BRSSP S & 9848 1253A, H310A F1 H435A ( #%2 18 Kabat (K] EU & 5|
Ba'g ) 1 CRIET NIRRT ) A TeGl BN 1G4 WWEHE E EHEX

3. BURIELSK 2 17725, Horb ek XURe e AR AL CRUE T AR ) A TG W2 fE
E AR, HAL S 584 1253A\H310A Fl HA35A ( #2 E Kabat 1] EU & 5|45 ), H Hict &5
A7 1234A. 1.235A Fi1 P329G ( ## d Kabat [f) EU RS54 %5 ) .

4. FHBCRIEE R 1-3 HE— TR LA B

5. 98748 1253A. H310A Fl H435A ( #4 M8 Kabat (1) EU R 51445 ) H TP Ak 1 i i
L Jrp R B & CRIET AR ) N TgGL BN 1gG4 2R HfE 2 HHEX .

6. BURIELSK 5 (1IN, Forp BTl B4 2 00 S Mo AA, FoA0 e e M 456 N VEGF (19565
— PR G AL R R SE A N ANG-2 58 hU R &5 A 7 A

Hrp

i) R g4 VEGE B FTIR S — i IR 45 A0 s 78 T n] AR 45 #4105 SEQ 1D NO <1 1)
CDR3H [X .SEQ ID NO :2 ] CDR2H X i1 SEQ ID NO :3 ff] CDR1H [X , Jf H 75555 n] A7 45 4 1k fu,
4 SEQ ID NO :4 [ CDR3L [X. SEQ ID NO :5 [¥J CDR2L X SEQ ID NO :6 ¥ CDRIL [X ;#H

i1) FertEgs & ANG-2 IPTIR S PR 45547 AR B RE ] AR &5 185 SEQ 1D NO =9
f¥J CDR3H [X . SEQ ID NO :10 [#] CDR2H X F1 SEQ ID NO :11 ] CDRIH [X., 3 H.7E ek n] A5 45
PB4 SEQ 1D NO <12 ¥ CDR3L [X..SEQ ID NO :13 ¥ CDR2L [X 1 SEQ ID NO :14 [f] CDRIL
X, I HH A

i11) BRSSP S & 9848 1253A, H310A F1 H435A ( #%2 18 Kabat [¥] EU & 5|
Ba'g ) W CRIET NIRRT ) A TeGl BN 1G4 WEHE E EHEX

7. BN ELSK 6 N, Horb ek XURe e AR AL CRIE T AR ) A TG W2 K fE
E AR, HAL S 534 1253A\H310A Fl H435A ( #2 #8 Kabat 1] EU & 5|45 ), H Hict &5
A7 1234A. 1.235A FI1 P329G ( ## 4 Kabat [f) EU RS54 %5 ) .

8. — RO S ME PR, A &R 25 A N VBGE HISE — PR 45 B AL sa RRs Sk 45 &

2
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N ANG-2 [P35 — LR 45 500 55,

Hrp

i) Ry g A VEGE I BTIRSE — PR 45 A0 o5 A SR nT AR 45 M) B SEQ 1D NO <1 (1)
CDR3H [X .SEQ ID NO :2 [¥J CDR2H [X Hi1 SEQ ID NO :3 1] CDRIH [X, Jf H.7F %5 w] 25 45 fa It 49,
¥ SEQ ID NO :4 ) CDR3L X\ SEQ ID NO :5 [#*J CDR2L X F1 SEQ ID NO :6 [#] CDR1L [X ; 4/l

i1) RE Mg & ANG-2 [ FTIR S PR &5 A4 50 AE R nT AR &5 M3 SEQ 1D NO =9
f¥J CDR3H X SEQ 1D NO :10 [#¥] CDR2H X F1 SEQ 1D NO :11 [f] CDRIH [X., 3f H7F ke n] A5 45
FBRAL4 SEQ 1D NO :12 ¥ CDR3L [X..SEQ ID NO :13 ¥ CDR2L [X 1 SEQ ID NO :14 £ CDRIL
X, 3 HH AP

i11) PR S PR S & 9378 1253A, H310A Fl HA35A ( #218 Kabat [#] EU &3]
Ba'g ) 1 CRIET NIRRT ) A TeGl 8N 1G4 WERIE B EHEX .

9. FRAEBURIELR 8 BT ik i AURe S e pi A, Horp

i) R g4 VEGE BIFTIR S — PR &S A A7 555 SEQ 1D NO 7 (R LRI FHIME N &
AR GE R VH, R SEQ 1D NO 8 [ B 1R /7 4 AE R AR BEn] AR £ i3 VL A

i1) R PEgdi G ANG-2 BIITR S Pl G407 i SEQ 1D NO 15 R R T HIME
Sk BERE R AR S5 R, VH, 11 SEQ 1D NO : 16 K2 FE IS e 1) AE Ay e e m] A8 45 133 VL.

10. MRAFARINEL R 8-9 HAE— IR XUR e B, Horh 111) PRl i) 1E e EHEX 2
IgG1 WK,

L1 ARPEACRIEL SR 10 Fridk I BURE S MR A, Forb I TG 1 WP 2 () 4E e B X A, 7 5%
A7 1L234A. L235A FI1 P329G ( 4% Kabat [¥] EU RS |45 )

12, MRYFARNELR 8-9 HAE— IR I XURe e P BiAA, Horh 111) Prad () 1e e EHEX 2
IgG4 WK,

13, MRAEARNEE SR 12 Bk I RURE S MDA, Forb Ik TG4 M2 () 4e e B XA 3 %
A7 S228P F 1.235E ( 4% Kabat [ EU &5 |%% 5 ) .

14, MRPEARIEL R 12 B iR SURE S BT AR, Sorb Ik 1G4 W72 (948 e o e X A, 75 5%
A% S228P. L2358 A1 P329G ( 4% Kabat ) EU R5|%H 5 ) .

15. —Fh 2y G4, HALEBORIEE R 4 Fl 8-14 HHAT— TR BT 1K

16. MRPFARIELR 4 F1 8—14 A E— I i i (1 0CRe e e B, FoH 67 IR M A 5

L7, FRAEACR EE3K 16 Pk B9 XURE S P Ad, 2 Bk o oA 2 e 39538 4 i B FH 1R A T T

18. BRI E K 8-14 FAE— TP IR FSURs 7 PE DAL IR

19. FATRUFER 18 ik BIRZ IR IR IE AR, B8 7E Je % B % e L4 b ik P
B -

20. B EBORIELSR 19 Brid (K808 (1 JeR% R i =40 Lo

21, — i) & B SR 8-14 AL — TP IR I XURS A PEDUIA I i, AL MR IR -

a) M & g Tk Sk IRZ IR 7 1 BB R e e 401

b) FESCVF & ATIR DAY T 12 T 1R pridi e 4 s A

) MBS FE BT R DA T

22. B BRER 21 BITIESAT RS DA

3
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23. — PSR S M PR, AR Rtk 45 A N VEGE 28 — b Jsi 4 &7 m FIRe 7 1
e N ANG-2 I8 —HUIR 25547 md, Hp A 7E T HAL S SEQ ID NO :25, SEQ ID NO :26. SEQ
ID NO :27 F1 SEQ ID NO :28 [ JEMR T4 .

24. — PSR S M PR, AR Rtk 45 A N VEGE 128 — B Jsi 4 &7 s FRe 7 1
gh5 N ANG-2 158 iR g &7 a0, HARFIEAE T HA % SEQ 1D NO =21, SEQ ID NO :22. SEQ
ID NO :23 FI1 SEQ ID NO :24 {15 FFR T4 .

25. — PR S PR, AR R S5 A N VEGE [958 — B s 4f &7 s IRy 7 1
A N ANG-2 38 — iR 25547 i, HRRIE/E T HAL S SEQ 1D NO 229, SEQ ID NO :30. SEQ
ID NO :31 F1 SEQ ID NO :32 [ FEMITA1 .

26. RPFACHEL K 23-25 HAF— I FTad (10U S oA, HoR T8 97 IR I A8 5 o

27. IRAEBUAEL K 26 FT ik (0 80U e MDA, Forb BTk B 4438 oo 3538 1k 9 3 AT
o

28. BUFEE 3R 4 F1 8-14 FUBRNEL K 23-25 HAT— I I 1 8URE F P B AE §il 2% FH TR
T IR I A R R 25 TR I H

29. BURESK 28 [’ , o BT il P A4 38 i 35308 14 oA . FH IR AT T

30. — iRy A IR L 5w (1) JR 3 I U7 T BTk 7 V1B 45 W B IR 1R T i R
FARUMIZESK 4 Fl 8-14 AR ELK 23-25 FF— I Frdk (P EAT o

31 BURESK 30 ()77, b il P A4 1 i 3530 14 oA N FH AT T
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W 4% S 43T —-VEGF/ BT —ANG-2 HTiA R B 73477 AR I &% 7%
BB FH

[0001] AR BWE o — B T s> A TGl 8RN TeG4 Y 2K I Ft 18 (A H5 XURE 5 M Bt
)RR TR ) 5 7, 5 R X N LA Y B AR K PR~ (VEGF/VEGE-A)  HLEF X A ifi 8 A B
# -2 (ANG-2) MBIk, Jol & i, B E iRtk 29 A &4, KA.
[0002] 72‘ HE :’EE‘EE
[0003]  Ifil & J A 2 5 & Bl i 0E 10 R 8 WL BE, JIT O 9% s B0, 46 S PR R IR P BT I A &5
4 fE (intraocular neovascular syndromes) #1 #8 4 M ¥ W & 5 (proliferative
retinopathies) BXAERSAH =/ E A (age-related macular degeneration, AMD) .28
KA HE=T % (rheumatoid arthritis) FIREH (psoriasis) (Folkman, J.,%%, J.Biol.
Chem. (AMib2E4%:E ) 267 (1992) 10931-10934 ;K1agsbrun, M. , 28, Annu. Rev. Physiol. (4
PH 24 i 255K ) 53 (1991) 217-239 ; # Garner, A. , Vascular diseases (L& %5 ), £ :
Pathobiology of ocular disease,A dynamic approach ( IR RREIR R 2%, RiBh 11 2%k
1% ), Garner, A. , fl Klintworth, G. K, (445 ), 58 —hi, Marcel Dekker, Z0%y, (1994), f
1625-1710 7T ),
[0004] 7 Zk #2 HiT (Ranibizumab) ( 7 i 4 #K 4 Lucentis® ) J& — Fi & D1 A& 2k & 31
(bevacizumab) (Avastin) SRy T[RRI SE A BUIS TR H) 5 v BEPUIA T B 2R, H Ol gk R
Ay e AT 1 SE5R IR 55 VEGR-A [{1454 (WO 98/45331) » L%N VEGF-A BHIFTH] R — 46
RGE A, R, B ERERPUER 2% Fe &3, sk /b 15 22 11 0 BRI PR R g
TR — M O TR y7 W87 BUFE R ARSI B B A M (ARMD) ( — i DL R AF B AH G I
PLDEE R ) BB AE A Rl o
[0005] 1 i A A AR I i 228 BH ANG—1 T ANG—-2 HLA AHALIKIAE A, 55 VEGF B[R4 FH LA
fRHEF M K. Asahara, T., %%, Circ. Res. 83 (1998) 23340, {7AE T EAHFNE I A B2 %
NI BEVE AR HH R IR S5 R AE RS DL SRR FEAFAE IS, ANG—2 3 7] BE 2 {2 I35 TE F 1)
(Kim, I. , %%, Oncogene (B[R] ) 19 (2000) 4549-52) , LEIMIEYLEKIE TS (serum deprivation
apoptosis) RLFEH, FIHKZ ANG-2 L4 1 PT-3 JEEAI Akt SRARIE Tie2 MR MWK
ML APET-AEIS R Kim, 1., %%, Oncogene (JEFE ) 19 (2000) 4549-52) .
[0006] WO 2010/040508A9 F1 WO 2011/117329 ¥ K XUk S HE$t —VEGE/ H1 —ANG-2 PLiE.
WO 2008/132568 ¥ i 5L KK ¥4 A MAEGE H. WO 2009/136352 ¥ & HUIME TE 4L
EH. WO 2009/080253 5 WO 2011/117330 ¥ S AUR: P — M bitAE . WO 2010/069532
W K Ang2 Hifk.
[0007] R 78 505, TR i AH DG I S BEAZ 1 (ARMD) RHBE PR PR L I 5 22 (diabetic
retinopathy,DR) , 737l A& HH T+ ¥ FRT Jhk 20 S s A0 P94 3 1 78 T B i 2 38 e AT Tk Ak 1
KPR S ) F B A R o TR0 D9 I p 5 PR BH A 1 A 2 TG 0 JI B T 8 o R 2 4
FERF AN B4, T ofn A8 38 A= sloK I iR o 8¢ 21 (IR 28, m] LR EUE % AL D REE 2k o gL Tk
PR AR I, T I 22 AL R I . (Retinitis Pigmentosa, RP) 155 IV AL AR DS, i U1/)s
BB 7S UM 248 . ' A12 24EEF 3500 LA 52 1A, 3F AR EE TR TR E
5



CON 104428315 A OB B 9/45 T

(progressive) MLEFEDe (visual field loss) MEMIZZEYE (optic nerve atrophy) ./
FINKZA (arteriolar attenuation) FIIH W BE A 58 2 KB A e 2% (central
loss of vision),

[0008] i IfiL PEAR Y B AL (Ischemic retinopathies) $FfEFE T4 194 FEE ML/ 1) 2R B D
RERFAG , 15| S At gd > R AR o A0 D0 LI e 7 A8 AR BT I A [R5 5 0 i R R AR, {H 2 1K 28
e IIR=SUINEE Y EECT R I AT P = et WG 87 N S (R A S I st VA A
(IR, [RIIHE, 1 A I 2 S T 75 1) AR A 7 AR R 20 A S bl o TS B I P 400 Y
WAL IR T T AR A L SR S ARG, (HR A R Vsl AR v R I M o SHE A7, X B
PRAPT PR 0 3 A2 (— S B0 7 A P Bl I 400 IO S A 22055 2 ) IRV VA T A FH 0Ok
TR — 80 PR L, DAk 28 o i 88 AR IF HAREF o L8 N FH — L85 s R BH I
AW A T (VEGF) [FZhBE, M55 P 52 AR R TR 72 I AR K R B ik 5m . Ja AW,
P —VEGF y877 n] LA S A0, (EL2 FL WA Ml paB AE R Bk L, 3 HLFsi b, |l IS ra 1
I8 AR K, BLFER w0 S AR K, PTRE N X P . (EZ4FE AR/ slobl i BB 3 (£E Bk
A P o B BB AR A ] e TR BT L ARG ) L I AFAEX T R AR B T IR LY
PR .

[0009] L 7R, X T HEL 5085 g , 08 Aol FH A0 o 38 A 9 I FH 28/ BB 4 v B, 4 Fab 8%
Fab (2) , J RI7E F H BA RG22 80, B RSk sk e B Bk . AR, PR/ A
BT M S BURAR B AR oy 232 B (o, B R BRI Mg b ) FF Hoob 2 s i Hb
FAME L2

[0010] Kim %%, Molecular Vision (4 T#5%E ), 15(2009) 2803-2812 ¥ M AEHR b B A
P I A Koo, A e BT AR RN R P, B FeRn 85411 TG #E IR BIIME H, A B
FeRn 256 10 TgY ARG IE bR B M RS o Ak, 78 FeRn i b 19/ i (FeRn knockdown-mice)
W, HAG FeRn 5410 TeG AERRBIMR R L F .

[0011] A4 o kT FH 36 7 R T 905 1 e 0L P 490 O i 2 49 5 o IR 1L 2257 9 P S8 2
(177 RAFERT 22 .

[0012] 4% BRI

[0013]  ASBHE—ANT5 2 A T PU R IR e 5 v, b Brid P ik CRIET A
PRI N TgGl 8RN 1G4 R F1E e B HE X, I HH A firid 77 v A58 58748 12534, H310A
F1 H435A ($2 18 Kabat ] EU K514k %5 ) 1A 1gGl BR 1G4 YR HIHTMAE & EHEX o
[0014]  FEAR B —ANSETt 7 S0, BTk 7 iR A5 T, o o2 00k e Mo if, B
R M4 B N VEGE [R5 —BLIR 45 G AL s FURs e ME 45 N ANG-2 IR 28 —hi i g &7 i, Horp
[0015] 1) PVl st 45 & VEGE 28 —HiR &5 6 A i AR B E W] AL 25 4 A0 7 SEQ 1D NO -
1 ' CDR3H [X.SEQ ID NO :2 i CDR2H X F1 SEQ ID NO :3 fJ CDRIH [X, Jf H 755 25 45 14
144 SEQ 1D NO :4 [ CDR3L [X..SEQ ID NO :5 fJ CDR2L X A1 SEQ ID NO :6 HJ CDRIL [X ;FH
[o016]  ii) PFrids e ESs & ANG-2 I3 PR &5 G AL AR BB AR 45/ 5 SEQ 1D
NO :9 ] CDR3H [X.. SEQ ID NO :10 ffJ CDR2H X1 SEQ ID NO :11 fJ CDRIH X, Jf HAE428ER]
AR LERY AL S SEQ ID NO :12 | CDR3L X SEQ ID NO :13 fJ CDR2L X F1 SEQ ID NO :14
CDRIL X, Jf HH: A

[0017]  iii) ATIRXURF S MEPUARAL & & 2848 1253A H310A 1 HA35A (% [ Kabat 1] EU &

6



CON 104428315 A OB P 3/45 7

195 ) 1 CRIET AR ) A TgGl BN TG4 Y 1E 2 EHEX .

[0018]  FEA I W) —ANSETt 77 ST, BT ik 7 iR A AR T, 30T ik B RURe S ME DA A
B RAZ 1253A H310A 1 HA35A (% J Kabat [ EU R 5145 ) 7 Hib&H 5848 L234A.1L.235A
HIP329G (4% Kabat 1 EU 5145 ) I CRIET AR ) A 1g61 WARHI1E & EHEX .
[0019] AU BH(#)—ANS it 7 2 /2 18 BT ik 5L 3R B iA

[0020] A B — AN Sl 7 2842 584F 1253A. H310A F1 H435A ( #2  Kabat [ EU & 5| 4
5 ) AT PUR KRS MR N, o B PR & CRIE T AU ) A TGl BN 18G4
M E e ERE X

[0021]  FEA I B ) — NSt 7 S0, BTl N AR AR T Pl e 44 /2 XURE S R P i, HoA,
EHE RS A N VEGE 28— B R 45 SO0 m R S 45 5 N ANG-2 128 B JR 45 &7 1
[0022] H.r

[0023] 1) PTilHE s 4G VEGE 28 —HuR &5 6 A i AR B n] AR 25 /4 A0 7 SEQ 1D NO -
1 [ CDR3H [X..SEQ ID NO :2 ] CDR2H X A1 SEQ ID NO :3 [ CDR1H [X, I HAF#2 5 n] A5 45 44
1405 SEQ 1D NO :4 f¥] CDR3L [X .SEQ ID NO :5 i CDR2L X 1 SEQ ID NO :6 f¥J CDRIL [X. ;f1
[0024]  ii) PFrids e PESS & ANG-2 I3 PR &5 G AL MR R AR 45/ 3 SEQ 1D
NO :9 ¥ CDR3H [X . SEQ ID NO :10 ] CDR2H X F1 SEQ ID NO :11 [ CDRIH [X, I HAEFHEN]
AR LE R AL 2 SEQ ID NO 212 [ CDR3L X SEQ ID NO :13 f#] CDR2L X #1 SEQ ID NO :14 ]
CDRIL [X, Ff H. A

[0025]  iii) FFIR AU SERUAREL S & A% 12530 H310A FiT HA35A (% Kabat [ EU ‘&
195 ) 1 CRIET AR ) A TgGl BN TG4 Y 1E 2 EHEX .

[0026]  7EAS & W) — N STt 77 G2 T, il BRI R FH IR AR AR T, Brad SRS S PR e
B RAZ 1253A, H310A A1 HA35A ( #2 8 Kabat [ EU 5|45 ) IF Hib & 548 1.234A,
L235A Fl1 P329G ( #% i Kabat [ EU R 5|45 ) 1) CRIET A ) A TgGL WV 1H & i kE
X

[0027] AR BHIRIE R RURE R — A bo ik, S0 B ke e 456 N VEGE 28— 45 6 4L
AR SR EE A N ANG-2 )58 PR &5 A 8, Hop

[0028] 1) PTiRHE S 4h & VEGE 28— B &5 6 0 i AR B HE v AR 25 /4 A0 7 SEQ 1D NO -
1 ) CDR3H [X..SEQ ID NO :2 [¥J CDR2H X A1 SEQ ID NO :3 [ CDR1H [X, I HAF#25E n] A2 45 4
1405 SEQ ID NO :4 f¥J CDR3L [X .SEQ ID NO :5 i CDR2L X Fi1 SEQ ID NO :6 f¥J CDRIL [X ;0
[0020]  ii) PridisseESs & ANG-2 I3 iR &5 G AL AR R AR g5/ A 7 SEQ 1D
NO :9 ] CDR3H [X . SEQ ID NO :10 ] CDR2H [X F SEQ ID NO :11 [ CDRIH [X, I HAEFeHEN]
AR EE R AL 2 SEQ 1D NO 212 [ CDR3L X SEQ ID NO :13 ¥ CDR2L X #1 SEQ ID NO :14 ]
CDRIL X, Ff H. A

[0030]  iii) ATIRSURF SMEPUAAE S & 5348 1253A  H310A FI1 HA35A ( #4 E Kabat [ EU &
51945 ) 1 CRIET ABK ) A 161 BN 164 W [Fife & B HEX

[0031]  7E—ANSEHt 7 =, il XCRs e e PU R R kAR T

[0032] i) PFridESe kS G VEGE 28 —HiR 45 &AL mi A7 SEQ ID NO 7 [z SR 75 E
S EERE R AR G5 R I VH, AT SEQ 1D NO =8 FZZE IR 7 FIE A B n] AR 25 F 38 VL s A1

[0033]  ii) FTRFESFMELE G ANG-2 EE PR &5 A AL AL SEQ 1D NO <156 s R 7

7
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FIME by BERE T AR Z5 F B VH, AT SEQ 1D NO 116 (K2 M8 e ME Ry e ] AR 45 #43 VL

[0034]  FE—ANSEHE T =, Pk XURs s PEDUASFIEAE T 111) e E EREX 2 A 1gG1
W FE— ST S, iR TGl MR 7 BT RELE T TR 1gG1 WK 1E
SE TR A8 9848 L2344 L235A Fl P329G (4% Kabat (] EU 5985 ) «

[0035]  {E—ANSEtE Ty Srb, iR RURE e M PUAREAEAE T 111) it e R X 2 A TeG4
W) FE—SEHE T &, Tl 1gG4 WS M XURE 7 M PUARREAE T Tk 1964 2RI fE
S EEE DX AL AR S228P FiT L235E (#4218 Kabat [ EU R5|4"5 )« fE—SLHE T,
BT 1G4 P28 I RURE 7 PR BUMCRRAIEAE T BTk 1gG4 3P 2 i) 5 E5 4 XA 7 9878 S228P
L235E F1 P329G ( 4% Kabat [ EU &5 |45 ) »

[0036]  AS B 5 —ANJ7 T2 A8 ik XU e MU AR I 29 A5, Bk 25 40549 H
TR IR A, BT IR XURE S e B i A T il 25 136 7 IR 80508 1 25 i 1) v Y, i it
o5 T B ALV T I AR i TR RURE S B Rk vE T R A PR M R I R B T A
— AL TT S, A TR RURE R BUAR IC ITR RURE e PR BT AR BT 254 S 4 T8 i R
APy R AT A

[0037] AR BRI — T3 10 A2 4 65 A i B B ot ERY XU S PR DL AR I BB/ BV BE AR TR
T

[0038] A% BHIAHE A AL 5 AR & B BT I IR B2 ) R A8 201, BT IR R IS B R Re 0 70 JR % B
% rE F 40 Rk TR iR, JF HAR B Irih SR s 40 e, Pk s F 4 A T E A
e = A R B BT 1 U S B

[0030] A WA 4G A0 & A W ik IR B0 1 JRU % s A% T -4 e

[0040]  ASJ AL HE T A2 A% I W T adk B XU e PR BT AR 1 07 2%, HRREAE T4 )R A% B
FLREAE L0 P R IE A B PR LR » FF HA Ik 41 M sl 4n e ks 724 B35 v [ BT ik X
R DU e — AN S5 S8 A2 T 1 25 AR R BH BT R XU e P LA 9 7 2%, BTk J7 246
TIRPEE

[0041] &) AL E b IR HLAR AL IR 7+ I 20 A e =40 i

[0042]  b) fEAVFA IR TUAE S F AT 8578 ik E =40 M s F0

[0043]  ¢) MPTIRSEFRD IR TR Bk 5+

[0044] AR BHISAFEIE L FTIA 1427 XU S PR B 5 VSR A P AR

[0045]  [AIU, A B I — AN S0 7 8 2 B 3 R etk 45 B N VEGE [R5 — P S &5 & A s f
R S 45 A N ANG-2 IR 58 B IR &5 A s AUR S b, HURRMEE 8L F SEQ 1D
NO :21.SEQ ID NO :22.SEQ ID NO :23 F1 SEQ ID NO :24 [ FEM T4 .

[0046]  [AII, A B I — AN S0 77 8 2 B 3 R e Ik 45 5 N VEGE [R5 — P S &5 & 7 R f
Ry 5 45 A N ANG-2 158 B IR 45 AL s R AUR S bk, LR MEE AL F SEQ 1D
NO :25. SEQ ID NO :26.SEQ ID NO :27 F1 SEQ ID NO :28 [ JEM T4 .

[0047] AR BH TR IPT IR B+ IAE Fe 305 /18 e X e e ki m B s A i E
(RIRF PR BT RS S A A 5 X A IR M i 1 R i s b . AR BB AN IR B B
e P RS E PR AR S B 221 5 (S5 AN A 18 2 BRI/ PR BotHEs ), Horp
SR R AL T O BAE ALY (BRI, 5 EE TeG AEBLR, 14, Fab #1 (Fab) 2 v BUHLL,
BRI IR Z2 HE ] GRS B0 ) o« SR TeG FUIARM EL, A AN, 78 3% 58 44 Py S B
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INAEPE E X A ZAR 12534 H310A 1 HA35A Hifk ( AFA FeRn 454 ) JE{EIR )32
WAL (USRS ) (3K 17a F1 18a LK B 7D FT 7E) , 1M MR 21 M35 3 199 BUE AHARL
(%) (K 15 F1E 7B) o FH X 9097 5 ANG2 Fl / 58 VEGE AH 2% (A9 HR 1M /88 95 75 B2 MR 3508 o
VEGF #1 Ang2 (5141, T il ¥ Bt —ANG2/ANG2 Hiik B & slihi -VEGE/VEGF Hiik B &Mz 2
MiES ), Prilid 2 s A MR 53—, 24 5 KRB TG HUAAH LI, A& B BTk 1)
PrRSE T P A IS s R (O T R a2 &5 REAENRER X &E S
PHRER)

[0048] & AWz iyith, BTG RILH BACHFIR P (2K 2) (5EE XA RfARE
1253A H310A FTHA35A [FIRASAH L ) , FF H. IR AERR 38795 160 v 7 il R HR Ry 508 2 H i
AR AT B AR N O 2R R A, SR A FH 40 B R AT, JF B sk AR 1S 18 A 1)
N FHAEAFAH A R AE ) o I B AT RIS T A 50 777 B vk B2 IRl o

[0049] &4 ANzt , Ak B Bk BT ARAE i 7 I 2 A R0 A R SR AR g P (1 4)
( 57F Fe # /3 AN ELAG 9377 1253A, H310A i1 HA35A [RIARASAHEL ) , 336 T-7E IR A 338 44 Py 11
NAER REER (H ARG RS, EIR P R E R FEOFRAE) « AR TR
[RIBURE S P BT A 2 TR R 0 IR 350 5 0 1) B A2 D) o

[0050]  7EIELESLHE 77 S, AR B BTl BRBURE S P DL A4 ] T A 1E E DX R S 1B 1
(a1 P329G LALA) I A VB FIRFIE , WANEE & Fe v 524K, 1Kk /b G i #2 7E Je R/ BAS
TERAMET: (B, B ADCC 51#2 ) IEIE I RfE e M

[oos51] [t B4R

[0052] &1 EA3 AAA Z374F ( 574F 1253AH310A F11 HA35A- # i8 Kabat () EU R 5145 ) 11
<VEGF-ANG-2>TgG1 8¢ TgG4 P4 HIAL S AL Ui 7n =

[0053] 2 /NRUBEEE T DLS PR FE Il & LLAE 200mM A5 2018 / BEFAIRIE pH 5. 5 7 150mg/
mL AMHETRE B (AR B BTIR K <VEGF-ANG-2> Hifk VEGFang2-0016 ( L H AM R ) 551
VEGFang2-0015 ( ANEA PR AAA 58747 ) LLAL )

[0054] &3 7F 20mM His, 140mM NaCl, pH 6. 05 FEL vk TUE A f¥) DLS 284 (fU5E DLS ¥
SRR ) (AR HPTIR K <VEGF-ANG-2> 1A VEGFang2-0016 ( B A AM RAZ ) 55
VEGFang2-0015 ( AR BA AAA 5878 ) L)

[0055] &4 LA 100mg/ml 7% 40 CHifiA7 7 K (FRARA =Wyl im 2y & /HMW) 38 n) (2
7N AR SR AR () A & B BITIR () <VEGF-ANG-2> HT{k VEGFang2-0016 ( A AM RA: ) 55
tt VEGFang2-0015 ( AN HA BTk AAA 58748 ) ILLE: )

[0056] & 5A VEGFang2-0015 ( ANEHA AAA 5877 ) 11 FeRn R2Z526H01 ) ANEIREE Biacore
IR M E & 7R H VEGFang2-0015 ( AR AM RAF ) 5 FeRn WK LR 1455
[0057]  [&] 5B A :VEGFang2-0015( A~ H A AA 58 78 ) [ FeRn F2 & 28 M Oy
VEGFang2-0015 ( ANHAG AAA AT ) IR FE RO 456 S i 2 B 5 FeRn (455
[0058] ] 5C VEGFang2-0016 ( HAA AAA 5377 ) [ FeRn 22226 M) AR S Biacore 1%
KK E SRR HIREHA Y FeRn 456

[0059] & 5D VEGFang2-0016 ( HA AAA Z87F ) ) FeRn A2 4555 F1 77 :VEGFang2-0016 ( H
A AAA 548 ) PR FEHCME 256 B 2 AN B s 55 FeRn 456

[0060]  [¥] 5E VEGFang2-0016 ( HA AAA 5€4F ) [ FeRn F2455 A1 J) :VEGFang2-0016 ( A
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AAA 5275 ) IR FEHOUME 256 B il 26 B8 A5 FeRn 454 (i e LA 0. 6 2 0. 2RU/
W HIELEE A 0 31 0. 35M)

[oo61] &6 A HA AA R A% ¥ VEGFang2-0015 1 H A AAA 58 4% ] VEGFang2-0016 f{]
Fe vy RITTaH BAEANE (Z3# 3505 B P329G LALA AR (1) TgGL WE3 s1gG1 WK HIPT Dig
FFET TgG4 HIPTIAFHAEXT )

[0062] TA B e IS AN A IR 2R b VEGF/Ang2> XUKE S5 T 044 R 9K FE 1 7 72 7k
Pk—ELISA Il 52 J5i 3

[0063] P& 7B bk N i RIS R AL AL - R HA AAA S8R VEGRang2-0015
5 HA AAA 5875 [¥) VEGFang2-0016

[o064] & 7C B EE Uk N S I I VE K OB L A& W LB - N B AM AR T
VEGFang2-0015 5 B4 AAA 875 ¢] VEGFang2-0016

[0065] & 7D A7 HRFI/ZHR A VEGFang2-0016 ( HAT AAA 5878 ) (KR ZHEIR T (LB A4
HE 3R 35 T o S P i, S5 ik o S R AR L2 ) < 70 3 388 1 P 8 P (SCHE A R v e 8 A ) 1) B
SIREE . EFE K S S, BT VEGFang2-0016 ( B AAA 5378 ) RIS 22 10, 7RHR
ZUREA) P A BRI B HL

[oo66] P& 7E A7 HRFN/EHR A VEGFang2-0015 ( AN AT AAA TRAR ) IR SRR FE (A%
R AN NG, SE KA AR ) AEA IR (F BAE AR e — e R b)) 18
PEEEAA N N 5, AT LS I 3] VEGFang2-0015 R FE . 33X 28 B AT HR 3 1 75 = i 97 B A B A
M3E B AR A9 5L, X 7] L VEGFang2-0015 ( AN BLfg AAA TRAF ) KT AR TRt . B
fik N B S BT I A2 E ) VEGFang2-0015 ( A HAT AAA 5878 ) T ELRIIR o, o m] DLAE XL
HIE P HIL 2 A 7 v ) 281) B I8 1 ok P

[0067] ﬁg EE 1%’ @ N

[0068]  {EA R B IR —AN S 7 S AR W Pk RS XU S BT A 2 1) o

[0069]  TEA R B IR —ANJ7 [ 0, A% B BT ik R 0URE e 1 M B AR R A A E T, AL B
[0070] &) RSP ME4S & VEGE (38 — A KPR I EREAEREE |

[0071]  b) R HESE A ANG-2 [ A KPUAR B Y T BE A 1) e sk, FE e 2 454
I8 CL A1 CHL &4 HoAh 46t

[0072] X FREFMELE & A ME N AERKE T (VEGF) A M £ 2 -2 (ANG-2) FXURF
SEMEBURI X AU S T A B 20 7E WO 2009/080253 A (A3 &k — 2F - FLIF
EAIG CH3 Z5 3k ) o ZE T X FBURE - M i A IE BTk a4 4 CrossMabs.

[0073]  {E— NSl 7y S, BTl AR 3 Mk N BU AR IEE T, HAL -

[0074]  a)SEQ ID NO :25 ({2 M7 AIE A8 — 2 KPuA K ESE, F1 SEQ ID NO :27 {2
TR T HIE R 3 — KPR IR, il

[0075]  b)SEQ ID NO :26 ({2 FEMR 7 FIAE A o — KPR IS i I\ B 5%, A1 SEQ ID NO :28
(R IR e e R 3 A KPR G 1 e B

[0076]  E—ANSili 77 S, Bl XURe 3 Mk N PU AR ELE T, B -

[0077]  a)SEQ ID NO :21 [{J2a M)A 38— 2 KPuA K ERE, 1 SEQ ID NO :23 {2
TR HIE R 3 — KPR 5E, fi

[0078]  b)SEQ ID NO :22 [z SR I E Ao — A KU IR EA i\ B 5E, F1SEQ ID NO :24
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(R IR e HIE R 38 A KpUIAR G T 1 2 B

[0079]  7E—ANSEHt 77 =, ik XCRs etk — M PUAe b AE T, HA S

[0080]  a)SEQ ID NO :29 HJZAEEMRFFIME A28 — 4 KHUARR ESE, M SEQ 1D NO =31 [z
FEMR P A N 3 — K BUIR IR 5E, Fi

[0081]  b)SEQ ID NO :30 2 EEMRFHIME A 25 — A KHUAR B I E R, A1 SEQ ID NO :32
(a8 FETIVE o — 4 KB (16 e 1 4 i

[0082] Al A BH IR — AN S 28 2 B 3 R S itk 4 B N VEGE 28 — P Js 45 & 4 s f
SR LA N ANG-2 [R5 ZHUR &5 A 07 s R OBURE et A B A, SLRREAE TBL 5 SEQ 1D
NO :25. SEQ ID NO :26.SEQ ID NO :27 #1 SEQ ID NO :28 (& IEMEF51) .

[0083] Al A B IR — AN S 7 58 2 B 3 R S itk 45 B N VEGE K28 — P S &5 & 4 s f
SR A N ANG-2 [R5 B &5 A A s R OBURE St A B A, SLRREAE T 7 SEQ 1D
NO :21.SEQ ID NO :22.SEQ ID NO :23 #1 SEQ ID NO :24 (& IEEFH) .

[0084] AU, A B I — AN S0 77 8 2 B 3 R e Itk 45 B N VEGE K128 — P S &5 & A R f
SR A N ANG-2 [R5 B &5 A A s R OBURE St A B A, HORREAE T 7 SEQ 1D
NO :29. SEQ ID NO :30.SEQ ID NO :31 1 SEQ ID NO :32 (& IEMEFH .

[0085]  7EAN B IR 53— T3 181, A< BH BTk R XCRs e PR U AR R A AR T, A B

[0086]  a) FriFih4i & VEGE 38— KPuikmy ERE AR

[0087]  b) R ihghi G ANG-2 I3 — A KPUARM E R EESE, L h PR EHE R N spid o ik
FSk ST iR R C uiidE

[0088] G TREFMEL: G A M N KR (VEGF) A M £ 3 -2 (ANG-2) XUy
S BRI FIOSURE S M PR AR AE WO 2011/117330 H, JLAR 5 e — 13 - LI
B CH3 S fata.  JE T FONURs 5 M i ia e R Hi ik a4 4 OAscFabs,

[0089] RSy S, Bl XURe S U EAE T, HA s -

[0090]  a)SEQ ID NO :33 (2 =M HEN B — 2 KPR ESE, F1 SEQ ID NO 35 [{%
SRS HE R 3B — KPR 5E, fl

[0091]  b)SEQ 1D NO :34 W2 R HIE R id ot Ik Sk 55 — A KPR e e 5 15
KPR ERE.

[0092]  7E—ANSEHt 7 Y, Bl XUk et — M pUAE A AE T, HAL

[0093]  a)SEQ ID NO :36 ({2 =M T HIE AN — 2 KPiA I ESE, F1 SEQ ID NO :38 {12
SR HE R B — A KPR R 5E, fl

[0094]  b)SEQ ID NO :37 W2 MR FHE N E Ik 55 — 2 KPR R e 5 1A
—AaKPUARR ERE

[0095]  FE—ANSEili 7 &, 38 A KUK ERE AR BE M PR E B nT AR 25 M3k (VH) F
PUARRREE R AR g 3 (VL) WL E IR ALE 2 (R 51N it B iy 2H4T i iee =ik
] AR 25 K BT B 44— BT AR 25 MR AT B 100 (B 242 R Kabat () EU R 514 5 (Kabat,
E. A. , 2%, Sequences of Proteins of Immunological Interest ( Huy& 2% B 25 H 1)
74 ), 3 5 e, Public Health Service, National Institutes of Health, Bethesda,
MD (1991) ) o IS HA —miAb W As e Tk 76 5 — AT 7R 3 B RN 8 B 1 m] A 25 44 35 VH FI VL
ZIRGIN s sE e 0, 51 ANAER IR it gl g AT AR I E AL IR TE WO 94/029350,

11




CON 104428315 A OB B 8/45 T

Rajagopal, V., %%, Prot. Engin. ( #8215 T ) 10 (1997) 1453-59 ;Kobayashi %, Nuclear
Medicine&Biology ( #ZEE 22 547 ) 25 (1998) 387-393 ;8% Schmidt, M. , 2%, Oncogene ( J&
FER ) 18(1999) 1711-1721 H,

[0006]  [AlUt, A< BH 1) — AN S 7 G820 3 R S e 455 N VEGE IR 38 — Bt Js 4 & A s Al
R St 4B N ANG-2 1858 LR &5 A AL s RURE S b A, R AETE TR E SEQ 1D
NO :33.SEQ ID NO :34 il SEQ ID NO :35 [{JZ IR T4

[0097]  [AIU, AR BH I — AN S0 28 2 B 3 R Stk 4 B N VEGE K28 — P Js 4 & s f
RS g5 A N ANG-2 158 =i R 45 A 00 s RURE e M — b A, JLRFAEAE T84 5% SEQ 1D
NO :36. SEQ ID NO :37 1 SEQ ID NO :38 2 IR IF41.

[0098]  7F— ™S 77 58, A B BT 1) XURs S 1tk A B 4R ) CH3 45 ) el ik “ Yy
- A = LI RS, frad e - A - LI B R B dE WO 96/027011, Ridgway
J.B., %%, Protein Eng( & A i T £ )9(1996)617-621 ; fil Merchant, A. M. , 2%, Nat
Biotechnol ( HARAYIHIAR ) 16 (1998) 677-681 1 LL—EESL i iF i . 7R Fh 77,
PN CH3 g Fay 3k ¥ AH B AR FH 26 T B 5038, DA I 57X AN CH3 25 Rk (R A~ BE 1 S U
R CGXMAERER ) XA CH3 S5 M P iR — N #mT LUZ “ e ”, i — A2
“ILIH”. I Nt Bz T i B AK (Merchant, A. M, 2%, Nature Biotech ( BARAEWH:
AR )16 (1998)677-681 ;Atwell,S. , 2 J. Mol. Biol. (4 FAEM 2R ) 270 (1997) 26-35) If
HIgmr &

[0099]  7EAS K B IIARIE 77 11 o, A% % W B ads () A7 B0 8UEE S PR DL R AR AE T

[0100]  —Z%FEBEN CH3 S5 M5 Iy — 4 EERE 1) CH3 g5 /380 B & P ik B4 CH3 4544
S8z 1) (R R 57 i 1 T A A

[o101] LA T id Ft [ 4 5038 AR AT T XUy e R DA, o BT id SO e AR T

[0102] &) —4cEEHEIF) CH3 Z5 M i AE,

[0103]  DAEUAE—4% EEHEN CH3 S5 A5 Jr i BURE S PR B4 P 1) ) — 4% BEBE 1K) CH3 S5 743
(%) S 3 T A2 1R B s S T Y

[0104]  ZIEPRVR I HA S M BE AR M 2 R TR VR 5 i, HHLAE — 2 L BE 1Y CH3 4544
S SR P A R R T TBCEAE T AR EEARE Y CH3 Z ) SR N IS 7

[o105]  JFH.

[0106]  b) 7 —4cEEHEMT CH3 S5 Mgl o0z,

[0107]  DAEUAESS — CH3 S5 I805 BT i BURE S PEBUAR P 1) 55— CHB G5 RSBy S afs 7 i AH %
()46 S,

[0108]  ZAJEPRARIEA H A S/ MIEE AR ) 2 R BR ik 2L B #, IR — CH3 S5 4l ™
A3 S CH3 AR 57 Tl i S ] JRCE AR AR U .

[o109] DAk, A% B iR B AR AR B HURE AIEAE T

[0110] &) KKK ERER CH3 £/ b) FI4a KUK ERER CH3 2541843 A 1F
TXAEI) T A AHHE , BTk S B AE DR CH3 G Rz [R) (1) R 46 5 1 A R el g

[o111] Mo i) 75— EAERY CH3 S5t

[0112]  ZJEPRARAE A H AT BRI E AR FR ) 20 ik B e 25 B 4, I/ — 45 FERE 1K CH3 4514
S ST A A R, T Y AR T TECEL AR U — 2R EBE ) CHB &5 R s 7 i Y I R

12



CON 104428315 A OB B 9/45 Tt

[o113]  Jf HIrp

[0114] 1) fE5— 4 EBER) CH3 Gifyslt,

[0115] SRR AL A AT B0/ AR () 2 ik B ke 2k L #, FH UG AR50 — CH3 S5 A Ik 7
0 P A2 28 7 S — CHB SRS F 10 P 1 b m s B A Tk 2 7

[o116] Pk, Frk HAT & KM BE (AR W 2 R R vk 261k B i MR A 4 A5 2R (R)
RKNER (F), BEzg (V) , BzEm, W .

[o117] ARk, Prid BoA &/ MU sE AR 0 2 R R iR 251k B N IR A 4l N &R (A)
22 7R (S), g (1), 4z (V) .

[o118]  FEA K BHE)— 7, WA CH3 g5t i it 51 AR (O 1R A 7E R4 CH3
SE R (AR B A B ) S R 1 3E — D B AR, DAEICRT RAAE A CH3 S5 M8 IR TE il —
T Bk

[0119]  7E—NSEE 77 S rf, Bk XURE S e B AR 78 “ R RE” (1) CH3 &5 #4354, 2 T366W
577 I HAE “FLIRAE” 1) CH3 &5 f 3 b A0 7 T366S. L368A. Y407V 5874% ., thw] LI{# A CH3
S5 R B2 TR IR 5y A0 I BE TR B B (Merchant, AL M, %%, Nature Biotech ( H 2R AW
A )16 (1998) 677-681) , il fur, i ) “ AR HE” 1K) CH3 G5 A 51N Y349C 58748, il ] “ £L,
JRE” () CH3 Z5 A3k R 51\ B356C 5848 0k, S354C 5847,

[0120] 785 —ASEHi 77 &7, A B BT (RDUURS S PR B AE P CH3 S5 I i — A
£12 Y349C. T366W 248, Ff HAEPIAS CH3 G5 (1) 5 — A & E356C. T366S. L368A.
Y407V RAL o AE 3 — MU B SE Tt 77 227, Bk XCR ¢ PEBLAAAE PR A CH3 &5 74 38 i —
LS Y349C. T366W 5347, 3 HAE A CH3 54438 i) 5 — A>T 43,8 S354C. T366S.L368A.
Y407V &A% ({E—A> CH3 S5 sl A 25 53 AR Y349C 58748, FIAE 7 — A CH3 Z5 i I 4055 5
AN E356C B S354C 542, T A BE R i) (L2 %M Kabat I EUR 5|44 5 (Kabat,E. A. ,
4 Sequences of Proteins of Immunological Interest (F¥&E 2% MR 82 A F4)),
250, Public Health Service,National Institutes of Health,Bethesda,MD(1991)).
B2, ] DL & e b sk A AN EP 1 870 459 Al BTk g Hifl e — A — FLIAE AR . F ik,
KT URE S BRI 55— A SEBIEAE“ ™2 RE” Y CH3 &5 4438 (1) R409D ;K370E 58745, FH{E
“FLIFBE” () CH3 S5 R ) D39IK ;E357K 5848 (44K Kabat () EU X 51445 (Kabat,
E. A. , 2%, Sequences of Proteins of Immunological Interest ( HuiZ2& B &5 H )
FF4)), 5 5 i, Public Health Service, National Institutes of Health, Bethesda,
MD (1991)) .

[0121]  FE5— ALl &, Prik XURs e MEHUARTE « A HE” 1 CH3 25407 T366W
AR, FF HAE“FLIMEE” 1) CH3 £5 M3 b AL & T366S.\L368AYA0TV S84, L K 73 AMPIAE “ ™
BE” 1) CH3 g5k (1) RA09D sK370F 5877, FIAE “ FLIREE” 1) CH3 45 3 1#) D399K ;E357K
[0122]  7E 55— ATt 77 2, BTl BURE 7 1 PR AR A CH3 &5 el i — A rp L &
Y349C. T366W 545, 3 HAEFAS CH3 L5 #5734t A 4 S354C. 13665, 1L368A. Y407V
RAZ, B TR = Ay RV e PR DU ALE I A CH3 G5 A4 B (1) — A TR A8 5 Y349C . T366W R4z, If H.
TEPIAS CH3 g Islrh i 5 — A i 40 85 $354C. 13665, L368A, YAOTV 58748, Rl ) AMITE 1
BE” 1) CH3 45 HIBRA 9 RA09D K3TOF S48, FIZE “ FLIFRE” 1) OH3 453 KAH 5 D39IK SE357K
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[0123]  TEA R B — A5t 77 Z8 1, A% % BH Ik R XURE S PE DA RFIE AR T B SRR
W R e A (ARt 6 Pk e rh i e ) -

[0124] - 5AEA 1i1) H Tk 578 AR XS MY I BURE S B AH LE, 2RI H BG4 i i
WRE (A0 B B AR N FH S 96 /NI, Brad 7y Bt 2K /) B FeRn, (H2 96 T A FeRn 2245
TEEERINT)

[0125] - S5AREA 1ii) A AT 5878 (FIAH XS R R SURE S BT AR BL, 78 440 IR R4
RILHARUEIRE (R 0. 8-1. 2) (FEHR R/ FeRn {HE T A FeRn JE 4% & 15 3L A1) /)
S, AR R TP R AR P N S 96 7N )

[0126]  7E—ANSEHt 7 &, Bl XCRs ek — M pUiAe i AE T, HAL 5

[0127]  FER YRS G N VEGE 5 — PR &5 & A m FURs e ME 455 N ANG-2 28 PR 45 &
PL S FRIELE T

[0128] i) FTIREE—HUR 45 & 07 AL A SEQ 1D NO -7 45 0 B W] AR 45 # s (VH) , AT SEQ 1D
NO :8 1E s n AR &5 )3k (VL) 0

[0120]  ii) ATIREE —PUIREE AL A E SEQ 1D NO :15 1By R AR g5 fgdk (VH) , 3+ H.
SEQ ID NO :16 {E AR AR L5 (VL) 0

[0130]  iii) ATIRSURs SMEPUAREL S & 2348 1253A  H310A FIT HA35A ( #4 E Kabat [ EU &
SIS ) 1 CRIE T AR ) TeGl 8% 1gG4 2K (I1E & EREX

[0131]  FF HEA FARRRMEP R —FhE 2 M (RSt 6 Jrk e rh e ) -

[0132] - 5ARA 1i1) H TR 57 AR XS MY I BURE 5 A B AR bE, R0 H LA 1) i3
WRE (A0 B B AR Y FH S 96 /NI, Brad 7y (R i 2K /) B FeRn, (ED 6T A FeRn 2 2% 5
THEFA) )

[0133] - 5ARA 1ii) H T 578 (R XS M I RURE 7 B AR AR LG, 75440 HR SR b
RKILHABRARIRE (R 0. 8-1. 2) (FEHRKR/N I FeRn {HIE T A FeRn JE 4% & 15 3L 1) /)
S, FE AR TP AR Y N S 96 /N )

[0134]  FE—ANSEHt 7 0, Brad 0UCRs e MU AR A AE T, oA

[0135]  FESPESS G N VEGE [R5 — PR &5 & A i FURs e ME 455 N ANG-2 28 — PR ghi &
P78 REIELE T

[0136] i) ATIRER—PiJR S A4 58 SEQ ID NO .7 ( HAF 1.2 8 3 MR IEMIREEE )
Ve ERE R AR 5 (VH) , AT SEQ 1D NO :8( B 1.2 8k 3 NEIEMRILE e ) 15 s
AIAREER L (VL) 0

[0137]  ii) ATREE —PURSE A7 A5 SEQ 1D NO :15 (HA 1.2 8k 3N IL ML IL B #r)
VE R FERERTAS G543, (V) , 35 H SEQ ID NO :16 ( HA 1.2 8% 3 N JLmyk I B ) /Ehit
FER AR b (VL) A

[0138]  iii) il XURE MBI & 4 58745 1253AH310A FIT HA35A (% 6 Kabat [#] EU &
S90S ) i CRIET NI ) TeGl 81 1gG4 WK 18 & EHEX

[0130]  Jf HEA FARKRMEPE—Fha 2 M (FEasLitif] 6 Jrk e rh e ) -

[0140] - 5AEA 1i1) H Tl 578 AR XS MY I BURE 5 A B AH LE, 2RI H LA () i i
WRE (A0 B B AR Y FH S 96 /NI, Brad 7y BRU i 2R /) B FeRn, (E2 6T A FeRn 2 2% 5

14
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THREEHN )

[0141] - 5 AR i11) FHTd SR IRAH T M IROSCRE S PE DU AARAH B, 7840 IR R
FRILHABARAR . (R 0. 8-1. 2) ({EBR R/ B FeRn {HIE T N FeRn J& 2% & 136 ZE A K] /)y
B FEA IR R e A P N T S 96 /M) .

[0142]  HTASC, “Piik” et S PR g 60 Mg G\ .. RiE“gahmm” 8i“h
JREE A 7 FTEAR SO R AR SEBR &5 G bR o T IR k. RE“Prsigh &4 07 a8
PUAREFE AR 25 (VH) FPriRcigBEn] 22 25458 (VL) (VH/VL XJ) o

[0143]  HUARKE M2 Fe U PR )R 2 R AT IR B R o o, RARDUAA 2 B 7
PE .

[0144] A BH TR 1) “ XURE S DA 2 A IR A R I PLR 45 G et PiiE . ARk
B PR TR AS R BT , BIAE R 56— PR 1) VEGF FIAE A 28 —HiJs i) ANG-2,
[0145]  RIE “ HURF 7 DLl HAE AR SCh RoR B — a2 A4l 55 & T AH R SUR I AH
R I 256 R PR

[0146]  Rif “Hr” fEARHIE AT IN R R G &AL mEbifk 7+ AR R RS E . RiX
FE ARTE “ 7 PUM 7 TN 7 RoRIEIUER 7> F L A E e A GG ml DU A S5 S0
AN GEEAL R o AR B FTIR FIRURE S PR DAL A2 “ =M 116

[0147] R “VEGF” HAEA L a2 48 A ML W A KR+ (VEGF/VEGF-A) , /& —Ff 165
ML NI P R AR+ (N VEGF165 AT 7 21 [ 2 & R 27-191 :SEQ 1D NO :
17 ;5 318 1-26 Kon E 5K ), FIAHICIK) 121,189 FI 206 If 45 P i 41 o A K ER - [7] Fid 784
(isoform) , &l Leung,D. W. , 2%, Science (£}2%) 246 (1989) 1306-9 ;Houck 25, Mol. Endocrin.
(4 T2y i )5 (1991) 1806-1814 ;Keck, P. J. , 2%, Science ( £} % ) 246 (1989) 1309-12
Ml Connolly, D.T., %, J.Biol. Chem. (A#4k 22743 ) 264 (1989) 20017-24 ik ; LA JiX
8 K Rl R AR A AE I SR A7 LR RN TR K. VEGE 25 5 g FHHIR P s iEAH %
(%) I 55 0 S T ML e A 5 3 8 AR i 4% (Ferrara, N., %%, Endocr. Rev. (Y43 WAZR
) 18(1997) 4-25 ;Berkman, R. A. , 2%, J. Clin. Invest. (IEARIFFTZE )91 (1993) 153-159 ;
Brown, L.F., %%, Human Pathol. ( A 28 % ¥ 2% )26(1995)86-91 ;Brown, L.F., Z&,
Cancer Res. ( J& 3E B 97 )53(1993)4727-4735 ;Mattern, J., 2%, Brit. J. Cancer. ( &
JE O 2 24 75 ) 73(1996) 931-934 ; #l Dvorak, H.F., %%, Am. J. Pathol. ( 35 [H 5 B 2% 44
) 146 (1995) 1029-1039) o VEGF J2& [A — R ARME 8 H, e ARk IR 43 B9, IF HAL g —4t
[FI AP VEGE X P 5 40 i 2 7 H s PR S PR R A 22 93 R0 o

[0148]  ARiBE“ANG-2” FIEA 2 TR A M A iz -2 (ANG-2) (U455 24 ANGPT2 5,
ANG2) (SEQ ID NO :18), H:fF Maisonpierre, P.C. , 2%, Science ( B2 ) 277 (1997) 55-60 Al
Cheung, A. H. , %, Genomics ( #4% %% ) 48 (1998) 389-91 F#fiik. & L IM % 4 B 2% —1 (SEQ
ID NO :19) H1 -2 72 Ties LA, Ties i Ut 45 M5 M4 PV B P 38 15 1) 1% 2 I8 VR g K Ik
(Yancopoulos,G. D. , 2, Nature ( 4R ) 407 (2000) 242-48) o B4 VU F B 16 M08 A= ol 2%
FHERI R o M A ER -3 -4 (Ang—3 FT Ang—4) WA/ BRI A AH R 28 R 55 Fe e
ANFEIXT R (Kim, 1., 2%, FEBS Let, 443 (1999) 353-56 ;Kim, I. , %%, J Biol Chem( 4241k
Pk ) 274 (1999) 26523-28) o ANG—1 AT ANG—2 d5c W) 75 4 285 75 S 50 o0 43 AR R Bsh A1
P4 E (4T ANG-1 : 2L Davis, S. , 2%, Cell (40 ) 87 (1996) 1161-69 ; %f T+ ANG-2 -
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Maisonpierre,P. C., %, Science ( BI# ) 277 (1997) 55-60) o« FA CLANME 4= sl ZFEAS L #E
ZEA Tie2 (SEQ ID NO :20), H Ang—1 F1-2 3L 3nM (Kd) HIsER 144 Tie2 Maisonpierre,
P.C. , %%, Science ( B}2% ) 277 (1997) 55-60) »

[0149] AU BRI XURE S HE BT IR IO BT IR 45 4 67 s T B & 75/ ELAME #e g X (CDRs) , HLAEAS
[FIFEE LA B T-45 6 A7 O T HUR ISR A o 47 48 =S T8 7] A2 45 #4455 CDRs (CDRH1, CDRH2
M1 CDRH3) FH =AM 7] A% 45 1491, CDRs (CDRL1, CDRL2 1 CDRL3) » CDR FIAZEX (FRs) FRIFE
3 i 5 S B R T A0 (R dm s e AT LU B i  , P iR 2 JE 1R 17 91) rh A 26 X SR A 7 471
Z TR R AT AR PR AT 2

[0150] AU BH P AL & 0l T — P el 2 M Sz sk ik A AP SR I N S e Bk e g X
Horp, ik Sz Bk 8 B R R EE TG, TgM, TgA, TgD FI IgE Fp2k, JF H., 7F TG F1 IgA ITETE
o AR EATESS, Fe At TeGl Al TgG4.

[0151]  ORIE “ B sEHiiR” 80 B E PR &9 H TASCH N, FR B — 2 R4
LIRS o

[0152]  RiB“HEAPUA” T5—Fpdiik, A5k B — AR AR X, BIZ55 11X, LA
SR A [ AR S A i (1) P DX 22 2D 80 43, L v e E 4 DNA B RIFAT il &5 fiik
A4 BT AR DXORH T E X B A B o AR B 25 16 “ Bk & Do iR i B AR IR T R 1A 1)
AR, ForhfE 2 X OB MW AR TR B TE 2 X AR AT B A B3 e 2 DL AR AR U B P ads ()5
M, R AR LT Clg 55 / BX Fe 520K (FeR) 45 & ket . ol i Mk & PR FR1E «“ 2551
HEPUAY o BB PUA R R A A BREE AR 1), 122 A FE g b S e BR ek (1 ] AR
X 1] DNA X B3 R0 4 el #3825 11 1 22 [X 1) DNA DX Bt o ol 48 WS Bk 1 7 v A0 45 B BT 76 4545
Sk A% BT AL A A EE 20 DNA FHSE R B e R . 2 L, B4, Morrison, S. L. » %%, Proc. Natl.
Acad Sci. USA ( & [ [E ZREMEBi 43R ) 81 (1984) 6851-6855 ;US 5, 202, 238 F1 5, 204, 244,
[0153] ARl “ N WAL PUAA” FRIXAE I U, I i 74 42 50 B ke X7 (CDR) T
SPGB A F 5 2 AR S e Bk A BURE e AN TR S 2 K ER B CDR. 7R — MR
6 St U7 Z 0, 4 L CDR B R BN B AR 19 A8 48 X DL A N IR AR AR, 2 W, 49
Riechmann, L. , 2%, Nature ( H4R ) 332 (1988) 323-327 ; #11 Neuberger, M. S. , 2&, Nature ( H
#R ) 314 (1985) 268-270, KERIIE R CDRs X TR0 L _E 56 T & Bkt H B 5 Lk
RAMETH) o AR B a5 1 N IR BT L e T8 SO X R i AR 2, e 52 X U485 Ak
B MATEEDT AR BIPE 2 X T A6 AT 1S4 8 A A AR e B BTl IR T, e a2 K T Cla &5
HH/ B Fe 24k (FeR) 456 1R

[0154]  F AT, A “ AHUR” BakHE BA Y B AR R Bk & 17 7 ] 42 X
FEE X Pk, APUARIAH AT A% (van Dijk, M. A, #l van de Winkel, J.G. ,
Curr. Opin. Chem. Biol (Y ETALZZ2EY22 W A5 ) . 5(2001) 368-374) » ABiiRIE T IAEFE LA
i BN, ) A, Bk B JE DR S A S % I BB A1 0k = P U S B Bk R 1 AR ) 4%
PRI A AT B2 T H U o BUEFES 73 (selection) o fEFTIRFN RRAZ /N %
Nl & G e 2Rk 1 55 R B 210 3 BUE DR B s 7 A A Bidk ( WAgl4n Jakobovits, A.
4, Proc. Natl. Acad. Sci. USA ( 3£ [H [H ZK BBt 24K ) 90 (1993) 2551-2555 ; Jakobovi ts,
A.,ZE ., Nature ( B4R ) 362(1993) 255-258 ;Brueggemann, M. , 2% ., Year Immunol. ( # )&
SEAERE ) 7(1993) 33-40) o ABUARIE W] ALE IR 44 & 7 SCEE A 7 42 (Hoogenboom, H. R. , Al

16



CON 104428315 A OB B 13/45 B

Winter, G. , J. Mol. Biol. ( /3P E4 424 ) 227 (1992) 381-388 sMarks, J. D. , %% ., J. Mol.
Biol. (43 EMA%E ) 222 (1991) 581-597) » Cole,A. ZEH1 Boerner, P. , Z& ({4 At A] LA
T2 N vafEHiiA (Cole,A. , 28 . ,Monoclonal Antibodies and Cancer Therapy ( H.
o B FEIEYRYT ) s Liss A. L., p. 77 (1985) ;1 Boerner, P. , %% ., J. Immunol. ( # %
FIRE ) 147(1991)86-95) o A LA AR WY Fr i (RTIR A A ANJRAL TR BT 5 B3, AT« N
PO T AR SO I IS B R X R I B A, JLAEE & X P AT B LA™ A2 Ak BH P i (R
SRR T Clg 56 F1 / 8L FeR 254 R, ) ad ik “ 28 i 7, B R B 5847 Fe #i53
(B4 TGl 3 TgG4 M1 / B TgG1/1gG4 KAL)
[0155]  FH TASCIY , R« EADUA” B R E I w74 RIS BB B
H APUE, a4 B B %E F 40, 1 W1 NSO 5%, CHO 41 M K hi iR el /0 25 B A e B3Rk 8 A FE A /G
FLRIE (R RIBTIR, BOR 4L 2178 40 M b i A RIS BRI g . 1X
P A ANk BA A T EHIE W2 CREE X AR TREA ik C s 11k
WARZI L AR . R, SR HUAARR VH AT VL X BRI 2 5 BR 7 41 2 RS B 80 e APh & VH
VL 740, ABLEAR A REAS FRARAEAE T NPUIAEF R A 480873 P41
[0156]  “RJARZE R (FRREM T AR gh 3 (VL) , EEREI ] AR g g, (VH) ) F T A SCH R,
TR BHEZS SPUR SRS G X B B . nAR N R 1 25 M3 B A AH I
P— S50, HARA SRR 4 M4 (FR) X, IR 2L X ¥ e 41 2 ARy, Hod it 3 4
CRE” (BCEAMEHREIX, CDRs) AHIER:. MZRIX R B - Fr3 % H. CDR 7] LUJE Bk
¥ B- B, B4R CDRs 1l A 48 X DA = i g i fR¥F HF 5ok B 0 — 408
] CDRs —#CTE BT IR &5 A A7 o DU BEFN 5 CDR3 X AEA K B T ik I Bk i 25 50 7
YE /SRR J7 T AR AR M EE R, I PRI R AR BT o — A H .
[0157] A TASCIN, RiE“ R X7 8 PUARIIHTR 25585 7 Ta M or bR &5 & Bk i)
AR S . AR AFER B “ BAMEYUEIX 7 B “CDRs” [ 2 BE IRV Fk . “HA4L” B “FR”
DR R AR SO P s SCIR) PR AR X AR S 2 A RS U R AR S RA s X e AT I, oA (1) 4 e R E B A
N 3t 3] C oA FE 45 #43k FR1.CDR1.FR2,CDR2.FR3.CDR3 Fl FR4, #%4%H#E L[ CDRs ML ik
TR LR 5y I Fen M, EERERY) CDR3 2 A B THURZ A X . #% M KabatE. A. %%,
Sequences of Proteins of Immunological Interest ( #¥E2f MR & AT ), 5
5 fit, Public Health Service,National Institutes ofHealth,Bethesda,MD. (1991)) [
PRt Ui E CDR A1 FR X 35
[0158]  FH T-ASTIN, Rk “&56 7 8 “He e th &5 &7 FRAE RSN 2 v, LIk M FH b4k 1)
Py 2 AP R 285 R 3L %2 (BIAcore, GE-Heal thcare Uppsala,Sweden) H, Frik 51
J (N VEGF B ANG-2) IR INE G . G56 RIS AT ka (R B3UE / SLURE &Y
(RIHAR I 4 A R ) » &y (FREE R AR, (ky/ka) & Yo £E—ASEHE T &, 454 ek
FRMEEE AR 10 mol /1 LUF, fLEH 10°M 2] 10 Pmol/1 &5 &M (K »
[0159]  RiB“ZRAL” AR R e &5 G PRI 2 IR PUEE . (LS T =, &
Pr P B FBEAAFE D T AL IR R T 0 41 (groupings) , i W12 FE BR HR 0 5 | A Tk 25k s k.
5, I H, fERE LS 7 Z2rh, n] DL EAA R e I AR g5 A Rp T, 0/ B0k s rUREME . 3R AT
SEREPTIAR L G PR X 5.
[0160]  FERELESE T S, PR IEER AR/ B8R F IR IRE Y LS - L B
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JEI , Bz b o S ok R g S .

[0161]  RiE“2Kiih” Zomhmsk “SRKIUEER” N & “ 2 KPUARSE” 48t
o “ARKPURER” ZIXFER 2K, HAE N i 2] C ¥ /7 7] HPUIAERE A AR g (VH) JBL
PALE 2 RS R 1 (CHL) VUM BEIX. (HR) U AR S 1H 2 45 F 3k 2 (CH2) AR g E &
eI 3 (CH3) ZH A, 435 4 VH-CH1-HR-CH2-CH3 ; JF HAE TgE MR HUAR IG5, (E k1
EFEPUAEFEE E MK 4 (CHY) » PLithh, “ A KPURERE” Z7E N 42 C 4y /7 7] B VH.
CHI. HR. CH2 A CH3 I k. “RKHUAREE” A5 N 53] C I 7y o] HPUAFRE ] A2 45
s (VL) MR BEIE 2 G5 M (CL) AR 20K, 465 8 VL-CL. il aiia e 454
5 (CL) ATLLs2 x (kappa) BX M (lambda) o W45 KPUARERE ISR CL S5 0R1 CHL S5 441
Z R 22 JIR ) — it S A K ho AR SR (AR BE X 2 1)1 22 IR [A) — s Bl /e — g o LAY g4
KBRS R RARPUAR U TG (71, TeGL H1 1gG2), IgM, TgA, IgD Hil IgE. Ak HIfTIA
A KPUARTT LIk B 52—, Gl an A BUe AT LU G B IE AL I B . A% B TR
A KU AL 73 70 HHVH AL VL T T A PR 255 A s, IR BT JR 456 A7 sl E R 5+
MG TAHRIMPUR . iR S KPR R B RN C wmfe 70 TR ERE SRR C I i 5
Ja 2 FERR . il KB ERE SR RE ) N s fi 78 rid S RE s BE 1) N i 1) 5 1 2 2k
o

[o162]  ARiE“HkBL” F T4 R W45 HA 2R B Fe 91 K, A0t 2 & ok IR . X
LU B I B R S 1 T8 T R SR R — A KPR (R R R4 650 —9R) 1%
BEM) C o BRI N oo 7250 2 KPUAEBEMAREE N IR kL 2 1A 220 30 Pad ki
KA 2 R 5 7 5 IR, LI A 32-50 DR FE IR K I 2 R P VIR 78— A SEili 7
Z, ik ikek 2 B 32-40 D E AR KA ZERFE IR 76— ST £, ik
PR¥ERFE (GxS)n, o 6 =H 2R, S =22, (x = 3,n = 8,9 5 10, Mlm = 0, 1,2 5 3)
B x=4Mn=6,788Mm=0,1,283), LM x=4n=627Hmn=0,1,25
3, Wik x =4, n =7 Hm= 2. E—PSEHETTEP, Frik#kzg (6,5) 6,0

[0163]  ARif “fEiE X ” H T A HIEI AR ER T 0] 22X 2 SR HUAR IR 2546 B S A E 52 X
AERZ S5PURNE G, (B2 B AR 7 h i Bk T AT ERE 1 2 X 2 2
B2 FEA, DU S> I R IR 2R < Tgh, TgD, TgE, TgG Ml Igh, Jf Haxdbrp i —4bm] LIt — 4
A% R, W 1gGl, 1gG2, 1gG3 Fl 1gG4, TgAl Fl 1gA2. R T A FIFN KB B4 E 2
RAPAIBERR A a v 61 e vy Fwo WTRAFERTAH b Bt i IR AR BETE & X B A
x (kappa) #1 A (lambda) .

[0164]  RTE“>Rk B ASRIEIIHE E X 7B A X 7IEAS HIE AT I, 48 7258 TeG1. TgG2,
1gG3 B TG4 M ABUIRITE 2 EHE X R / BUH @8 « B A X8 RXFEREE X 2R
HHEARA AT, 37 B U0 Kabat, E. A. %%, Sequences of Proteins of Immunological
Interest ( o PE BN E AW FEY) ), 5 5 e, Public Health Service, National
Institutes of Health,Bethesda,MD (1991) #ii& (&2 W, #1410, Johnson, G. , Fl Wu, T. T. ,
Nucleic Acids Res. ( #% B& #JF 57 ) 28 (2000) 214-218 ;Kabat, E. A. , &, Proc. Natl. Acad.
Sci. USA ( 36 H H X RF e iy ) 72 (1975) 2785-2788) o fEANHIIE 1, X T E K95, 4 H]
Kabat,E. A. 2%, Sequences of Proteins of Immunological Interest (Huii 2% R 1) o
I , 5 5 i, Public Health Service,National Institutes of Health,Bethesda,
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VD (1991) #5R1 EU 4n'5 R4 (BU K51 ), FF HFRIA “4kHf Kabat [#) EU R 514557,

[0165]  7E—ANSEHti 7 &=, AR BT IR AU e P A HA CRIET A TeGL W2EH]) A
TgGl MR HIfEE X .

[o166]  {E— NS 7 S, AR TR M XURE e MEBUR B CRIE T A 161 WK ) A
1gG4 K[ 1E E X .

[0167]  7E— NSl 7 S, A & BH T il B9 XURe S PR Ak 2 N TGl 2K 1, AR &4
1.234A (Leu235A1a) - L235A (Leu234Ala) Fl P329G (Pro329G1y) » T ik ¥k HA 1k /b [ FeR
gia (fenlih, KAFRIHE 5 FeRy I, FeRy 11 %ﬂ FeRY ITT 456 )« X Hel A 2
AR EIE A, Wil n, mAeE s Meyer, T., %%, J. Thromb. Haemost. (Iff4&5 151l %
) 7(2009) 171-81) o 7E— S T7 ZH, AR B Pl (RD0URE S ML AR 2 TeG4 SR, A
S5 $228P (Ser228Pro)  L235E (Leu235G1u) Fl P329G (Pro329Gly) o IR F IR H vk 2>
1] FeR g, Wi ESCHR. R CAEIR Pro329Ala FRAAN Bk =43 — I Fc YRI11a
Je A EAEH B2, AR TR HLA S ] Pro329Gly 58 &M 7 Fe #1435 Fe v RITI 45
Hro XRFRHIA R, JRRLET Fe ¥y RITT 25 AN MAET [ ADCC (P — s i 4i o 55
PE ) 5 X AT BEXTIRAE I YA TT A 75 B, (ER I n] BEAE FL A L4 B3 0 8% 25 s I 225 B A 1)
BIT SR ERIEN . BRI, A8 B BT ) B 984 L2344 L235A F1 P329G ] TgG1 WE.
RIHUARRA 54 S228P 1L.235E 1 P329G ¥ TgG4 MR FIHUIA R 3A I, JREIE T&
MIHEAFF RIS FeRy T FeRy 1T Fl FeRy 111 HI454 .

[o168]  ARTE “HARAL AN FHIAEAR T 2R AE 1oGL 8% 1964 ()18 22 FHE X o R4
1253A (11e253A1a) JH310A (His310A1a) F1 HA35A (His435A1a) , Hrb 45 #2 fE Kabat (1) EU 2%
1T

[0169] AR TH“HA A P329G LALA” HIE A L /2 48 7E TeGL YIS (1) 8 5 B HE X I
AR 1.234A (Leu235A1a) « L235A (Leu234Ala) F1 P329G (Pro329Gly) , b 4 5 % [ Kabat
(1) EU 51T« ARif “ HA A8 SPLE” FAEAR S 46 1E 1964 WP 2K I 18 2 B &k X P
S228P (Ser228Pro) Fl L235E (Leu235G1u) , HH 4 5 4% i Kabat [ EU & 5|37, RiE“HA
845 SPLE 1 P239G” FLEA U R AE 164 V.51 1H & B #E X 1) S228P (Ser228Pro) ,
1.235E (Leu235G1u) F P329G (Pro329G1ly) , Hirh 45+ M8 Kabat [f] EU &5 3HT

[0170] AR BHATER P IAR w778, Bk, A& B —AN 7 2 gt A< & B BT id
PRI, I B 55— R & DA & TR PR Z IR 4. HTFEAAE
PRI ARAIRA E AT ORI, H L AARETE R AZ AN R R B A I BR B AR A, DL
W I AP A 73 B R A A o 2 A R o 0 T AT B AEAE 3= 40 M rh (3R, K g hd %%
AMEAT R R (AL TR B L bR UE T VA N R IE B AR o 7R3 A 1 R B % T 240
11 CHO 41 g NSO 4 Jfid . SP2/0 4 jitd \HEK293 4 Jfid . COS 4 Jfid \PER. C6 4H il . /8% BF sl K AT i 48
WP g7 3Rk, I FOB iR ek WA i ( E sy B3R IS 1 4n i) b [RDie, PB4 A=t
IR — R 7 VR I HAR A 2 51y, 5 BB anfE Makrides, S. C. ,Protein Expr. Purif. (&
[ iA 5 aiik ) 17(1999) 183-202 ;Geisse, S. , 2%, Protein Expr. Purif. (A FIE 54
k) 8 (1996) 271-282 ;Kaufman, R. J. ,Mol. Biotechnol. ( /3 FAEMHA ) 16 (2000) 151-160 ;
Werner, R. G. , Drug Res. ( 2540157 ) 48 (1998) 870-880 [ ik 3 & Fh ik

[0171] BRI, A B B — AN St 7 2 A FH T o) 28 AR S B P s B XU S PR DA I 77 7% B
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REAIE TIRL R

[0172]  a) AL GRS ITRPUARIIIZIR 7 T 1 3 TE 40 5

[0173]  b) {ESRVFE BRI IS T4 N 8572 ik fiE 3= 40 g s

[0174]  ¢) MPTiR$EFEP I iR Bk 73+

[0175]  ZE— NSl 5 S, o BT (¥ [P AC 230 B0, 458 50 P 2 e i e 48 ) e S 2 10 3l 385
(i dm, Hoxt w s M fE 2 R, IR T AR AR B BT FH B XURe S PR R AP A «
N RBE) . IR ALl B X R R T IR LGS A - e A . BT
R S R S MR R SR B SE 8, B T, SR B GE Heal theare/BAC 1) KappaSelect™ Al
LambdaFabSelectTM, H A2 35 T = 5 WP (1) 5 FE B 2R 85 50, 123 0% A0 140 ARSI 1) e it
KA. BAMERADHS © 80 A BREMEZ X 44 B (R, Bl b st e X i H
BG4 K D) o Bk, o #Re S & HAh & e B E 2 X AR 1, B0, 1gG, TgA A
TeMo oA K 25K 1A BE B R B R L, D A S T 45 & Bk 1. eAi2E
FETEATA Tgx 8k M FRERAEEDUIA A B

[0176] U S5 1tk 0 A4 24 1 00 g 5 0 0 P R 2 A Ak 77 vk B R 3 Th 40 8, Birak alik 77
R, AR AR A- BUIREE, BRI KA JENTR, B K SENTBCERUE TR . gig TR
B yE BB TR TR DNA I RNA 25 5 M AS 5 907 VAT 20 B A 7 282898 4 i nT A 78 4 Ak
DNA FI RNA R . — H A% 2 85, 0] LIOK; DNA 3l A RIS AR, BTl I8 3 AP 35 il i e 3|
NI G0 A b s BRI 2 40 M 0T HEK 293 48 i CHO 48 BB 6 98 40 i b, M T 7073 =
0 g H 3 AT EE AL R T B BRI A

[0177] XU R BRI E IR P 508 1k (BEAR R ) T8RS A AT IR A 5 I NPT
DNA A, SYOi b A% 7R A AT 0% o BRI, IR AE IS A AT DAANAE 3B R 16 v R P 1R T
o, A AN AR R K IBTRRAAE, W 1gG [RIFR B FIHT IR 254, (H 2 nT DASR Ry S 20 A =
(=& R A fR o tsca R T4tk

[0178]  AR¥E “fa F 40" FH T A< B i i 2 48] DURY e M7= A2 A& B BTk 10 Bt AR 119 4T
IR RS 76— NS0T 220, 44 HEK293 40 i1 CHO 48 i 7E 78 40 e, T4
SCH , IR “ 0 i« 40 M 227 F0“ A Mu Bs 247 n] LA A, HLA X e A AR AL S S AR
U, TR AR R AL AN I ARG JRARSZ B AN R R SRR 3 SR, T AN SR
B, WHEMEITE KGR DNA & B R BEARH— 2L XA TH BRBEER R, Ak
FE S WAL 0 20 B P 7 1 LA AR R Dh BE s B ) 240 M 7 = 5 AR

[0179]  7E NSO 40 g b 1 3% & id iR 78, % 4, Barnes, L. M. , Z&, Cytotechnology ( 40 jify
i R 2% )32(2000) 109-123 ;Barnes, L. M. , %%, Biotech. Bioeng. ( =¥ £ R 44 T
F£)73(2001) 261-270 o BRI FRIKILBTE, #]40, Durocher, Y. , %%, Nucl. Acids. Res. (#%
& A 9T ) 30 (2002) E9 Ho A] AR 45 74 I3 1K) v B I iR £F Orlandi, R., 5§, Proc. Natl. Acad.
Sci. USA ( 2 [H B 5 &} 2% Bt 2 41 ) 86 (1989) 3833-3837 ;Carter, P., 2%, Proc. Natl. Acad.
Sci. USA ( 25 [H [ & R} 22 bt 223 ) 89 (1992) 4285-4289 ; Fl Norderhaug, L. , 2, J. Tmmunol.
Methods ( f 8 2% 512245 ) 204 (1997) 77-87 H o AL RIE RS (HEK 293) idiRTE
Schlaeger, E. —J. , fl Christensen, K., Cytotechnology ( 4 fui AR 2% ) 30 (1999) 71-83 Fl
Schlaeger, E. —J. , J. Immunol. Methods ( #2247 vAEZ4 & ) 194 (1996) 191-199 1,

[0180]  F&A FH T JRUAZ AWK H 741, B U0 B985 3)) 1, AT I MR G\ 17 51 R 0l R &
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G R CUANEAZ MR S 30+ 58 1 M 2 IR B RRALE 5

[o181] BRI E T 5 5 — MERRITF AR DI RES R T, Ho& T B R E R, i,
BT PE A 5 o3 Wb PERT S 7 A1 1 DNA 5 £ BRI DNA Rl R &R, 2 LR IE NS 52 Ik
WATRTEE B 58 ) 1 BUE R 1 S 9057 4 R ER VR R, AR 2 R e A (R 5 ks B
WA 5 A AL 5 5 G b 7 4 TR A M2, A5 A H A A R (R E R e . — e, “ T H R
TR BERHIE R DNA JEA IR S 1), HAE - RT3 e s e, 2 2k HAE Y
BEHEHR o SRTIT , H95E T AN DA IR T S0 o JEREIE L AE 5 50 11 PR PR A7 s A AR IR s o
FEPTIRAL ;AT , VAR 5 0 S B A FH A B ) S 1% IR I A sl Sk

[0182] i bRHEHIA, A% 6 /SDS b, CsCl 432k (CsCl banding) , ¥EE Mk, B ARHE
IS FLTK, T AR S RN B, AT U IR A I T Y 55 40 e e 43 B0 L e s )
e ARk H. W Ausubel, F., 2%, 4%, Current Protocols in Molecular
Biology (BRAX 7 T AWK /77 ), Greene Publishing and Wiley Interscience,
New York (1987) . AN 702 78 70 & i 3F B2 T A gk, i Ay & e
AT R ZENE (B, S\ A ASRE A GEMZENE), & A8 20k (B anke
BT CRPEME), IE a8 (RECEMTR) RGBS H), G5
W Bt (A9, BB - 33 Sl AL e SH B AR ), B /K AH B R FH 807 B W B = M i (A
W R 2 - SR Bl A A% —arenophilic Ml B[R] 2 SE R ZE A IR ), B B G2k ME T
i I n A NG (TD) = F1 Cu (T1) = 8 A1 g # 8E) , K/ HEBR Z B F0 HL vk 77 v (Can gt i
vk, B4 & Lk ) (Vijayalakshmi, M. A. , Appl. Biochem. Biotech ( 3V F A4k 22 = W+
A ). 75(1998)93-102) »

[0183]  ASJ B B () BURE S 1t M B AA SR I H 6 75 22 VEGF 1 ANG-2 A8 ] ¥5 97 N SR 4
1) 2 hh o

[0184] A& BHATIRIIEN X A VEGF FIA ANG-2 ) — A XU S ME A mT BL B A 0 {8 11 2
) AR, IF BonT LA TP -VEGF T —ANG-2 V&7 I B L 35 4k o

[0185] AU BHIF—ANJ7 RS AR B TR MBI 25 A &) « AR 5 —AJ5 1
SEA R B PR M HLARTE §i) 28 29 G BN o AR % B R 53— AN 7 12 ol 460 25 AR B
PR BRI 25 A -G 7. 185 —J7 I, AR HIR S 5 W8k — R EHI Y 4
KPR BRI G, B, 2559 .

[o186]  FH T-AXSCIN, “ 25 a8c Ak A0 46 Az BRAH 258 (R ARART R0 B A AR50 20 A A Bt
1R AN BT B 7] S OB G2 ) S o AR, iAok iE Tl R s e it 4 2 i
(K125 24 o N, riA s A0 -S4 m] LU i R py A e 25 52 3R, 040, 38k IR 3 55, an g
IR P S o 3R] DA BRA SRR L N AR HE T R T o 2 L, 9140, Ritter 5%, J. Clin.
Invest. (I FK AF 3¢ 4% & ) 116 (2006) 326676 ;Russelakis—Carneiro 2§, Neuropathol.
Appl. Neurobiol. ( #il £ iy 3 2% 1 W A pif 28 2% ) 25(1999) 196-206 ; Fll Wray %%, Arch.
Neurol. 33(1976) 183-5,

[0187] A B4 n] LU 2 A AU LN 7B o W AR N S N AL PR AR T,
i FH B AR/ B AR T 75 B 45 ARk . Ry T IRk B i A B A A R B AL
W, vl Be T E BT 1k H RS A B Pl A S, BT Bl AL G40 5 B 1 LSRN A R
LA o B, Fris A& n] CLAEE & B2k T it FH 5200, BT i 880444 2 g oo i i
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MR o 245 R 5 A0 5 2R AR P 2 s o 25 3 B 38 e B 7K Vv o0 TR AR T
Y It i) 28 I B ] 3 SRT VA R B R R G TR AR o S8 SRR 245551 FH T 2 00 PR ) T i A 4
P e AN .

[o188]  m] LW HI 2 Ffml B8 1 3 3% 07 = B G, (HAS PR T, IR o 3 sl m Y H . A
— AN T o, PR N IR N, IF LA, AR T, g5 R S, w5 b
(intracanieral injection), #iL5iNZ: (temporal limbus) JESFIETE T, I RN TIEST,
FA NP S, PR T 5, B P KRS, BRI R (subtenon) vEGT B AL IA S E, B
PSS (i, B ARRT P EUEES ) o BN S, Pk N 2 R, IF HA
B AHABR T, 24 5 R R 7

[0189]  {E— NSl 77 Z2 P, AN W T3k FRY XK S Pk 0 4 s 24 A 4 -6 0 i 383 4 o N FH
AT I 5 A5 4 388 T 3 R A P SR EAT o AT DL R AR Ak AN bRV T VAT . B, 2
DL, Ritter 2, J. Clin. Invest. (IaFRAFITZ%E ) 116 (2006) 3266-76 ;Russelakis—Carneiro
%%, Neuropathol. Appl. Neurobiol. (£ 22 RN H #fi£62% ) 25 (1999) 196-206 5 F1 Wray
£, Arch. Neurol. 33(1976) 183-5,

[0190]  #F—2esjli 7 o, AR AT RAANETUAEE MR N FENFET A
SCHTIR I 2590 45 ) BRURE S P e A4 FH T 38030 14 PNV 50 T 3 25 ) A1 6 ) 4D 3 4 T 2
B 40 U B 1 1 52 38 R SEAT VR S TR A DB . 7RISR ST Ty b, ik 4
A4 TR E I IR A P S 45 T R T B2 o I AT DA HRAR AT L N R A A
i iEREAT. B, 20, Ritter 2%, J. Clin. Invest. (IfaRAFFZE ) 116 (2006) 3266-76 ;
Russelakis—Carneiro 2§, Neuropathol. Appl. Neurobiol. ( f# £ %5 HH 2% F1 v H fh &8
2% ) 25(1999) 196-206 ; F11 Wray 2%, Arch. Neurol. 33(1976) 183-5,

[0191]  FraR 2G4 mT LAAS 25 5500, 4 J 55 e 35 « FLA R A 23 R 7 B E )
AFAE ] LI I KR T3 (L 30 I I A 2 25 B e s A S i 24 70) (49 o F ik
FRE2S S0 T W RNy AR S ) SRR, n] REIE 7F BAEA & A 5 2B 5, ikl &1L
BIEE . Ak, AT DL L P T % W B R G P R TR B A BH e 3 R T i S 2 )
TER IR

[0192] AN P B FE 1)t FH B AT 40T, W LA LIS A (7K G T8 A8 I A8 & BH IR AL &4, A/
BRAC IR T 20 20 6 W) 0 I AR U AR N 5 0 ) R 7 N ) 31 25 ) B e

[0193]  7EA I B (K 25 20 0 7 R0 s 8 70 R0 SEE o ) 2 71 ] LA Ak I T SR A I A 1)
MR I, N TR R VLA A T B RS T R T RN, T AN X
THRE AT € R ACER BT 2 A 2R 30 0 4 R 315 B A BT
52 AL G P R P e FH B AT T P IS 8] A5 FH PRI 8 A S ) B HE I I 28 VR T (R A8 SN [R]
55T R e A A A G LS 40 AL &/ 80 B fr iy 10 B 3 I ke
AR IRRE — FEAE R DAY R B 7 93 58 5 DA R B 7 As o RN R SR ABLERT 35

[0194]  JHIRZH &Y 75 R AR LB K, BIPTIR 4 &Y ml 18 v 28 IB X R E . bR
TIKZ A6, FriR s AR g sl 2 S8 2 o 1) 2R 7K

[0195]  I& A1y al 1w LU G g i A58 v )2 an i R IR AR, 75 43 HOAR 1 175 T8 mh i i 4 5
Tt L ORI o A SR TS PR R Y de . fEVF 2B, IR iR &9 h 46553
5, 0, B 22 el H R i sl L ALEE, ARl .
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[0196] PR d-&4n] LAALEE H T4 M1 i FH 1 2 s PR IR R R0 o rid IR BHE
IR B BEAC B Al s PR (040, AR W I IR URE S PR DL A4 ) IRIARORE o PITad A 2 Ak
O ERSURE S PE BT Aok ] AR IR AR W AH 25 1 25 FH 2R 65 W0 sl IR BB 5ml o o BT i 2ol
SR LLEE 7 S R I TR B B rh B RO B A BT RS ) it . R E sl i
WIERAFAE, AT LIS T 78 7 B AR, M ERE BT A B A b A 03 PR 500 I A FE 67 i 36 5
T IR AT T LU R B3R, 5 25 FH 28 -G A R I B0 o3 BRI T 5 o TSI, SR A
PETE ST 1 Ffi g, 4810 s 308 i IR BT v T 1o
[0197]  AS BRIy — J7 T2 A% R BH P (R 00 e b A, HE A 967 FIR I8 5
[0198]  AJ BH AN St 7 2 2 A BH Ik IRy XUR e PR P 4, L T 9677 IR I &7 9500 o
[0199] AR BHIR) Iy —J7 i 2 ik 2540 -& 4, FoFH TR 57 IR I A8 50
[0200] AR BH IR 5 — T I A2 A% BH BT R0 A2 ) % FH T4 7 FI I A8 95 1Y 245400 v 1)
N
[0201] AR BH I 55— J5 THI A2 A7 A HIR I A9 s 1) S8 8 180 4, B g vl o 2 75 L
RV I T A B BT IR I AR AT
[0202] A% “HR I8 5 0 AN < i A8 PR R 7 7R AR SO R LA A, O HOALHE, (R PR
T, IR N L& 225 14F (intraocular neovascular syndromes) , H1#E PR % M A% i 95
AR FE PR B B K IP (diabetic macular edema), 7= JLAL M %5 (retinopathy of
prematurity), Hr A M M F JCHR (neovascular glaucoma), #4 W i % ik 4] 2& (retinal
vein occlusions), #i ¥ i A do 5 ik 4] %€ (central retinal vein occlusions), 35 B
A VE, W A R B L A M (age—related macular degeneration), 8% ME AR M IR 28
(retinitis pigmentosa), #%.% MR 4 (retinal angiomatous proliferation), ¥
WEHEP 9K (macular telangectasia), Bt MM ALM 555 4E (ischemic retinopathy),
W 6T A I 45 JE i (iris neovascularization), HR P B 4 M % # #l (intraocular
neovascularization) , fH A M4k (corneal neovascularization) , # M s HT A= i &
{1t (retinal neovascularization), Jk&s T A= 14k (choroidal neovascularization)
FIPE A EAZ M (retinal degeneration). (Garner, A., Vascular diseases ( Il& %55 ) »
1F :Pathobiology of ocular disease, A dynamic approach ( IR A2, sh it
T2 ), Garner, A. , fl Klintworth, G. K., (4 ), % 2 fit, Marcel Dekker, New York (1994),
pp. 1625-1710) o FI T ASCIN:, HR AL JpAE A2 40 AR R A AR 0 B0 O, AR AR AE T 25022 1Y
SR BB I A A MR N BIIRZH 2R (A M sl IS ) (i E— A seiir &,
PR BRI 45 3 16 B R IR 2 I AL S PR A W AH DX I B B AR P (VB M AMD) , T PR 4F i
FHR BB BEAZPE (- AMD) , # PR PE B BEAK i (DME) , ZEFE BB K I (cystoid macular
edema, CME) , JE 184 PR FR O TEAR Y 9 28 (non—proliferative diabetic retinopathy,
NPDR) , 384 A= P4 PR s P AR P IE 25 (proliferative diabetic retinopathy,PDR), ZEFEH
PEAK I, ML R (vasculitis) (2, # JE A se i ik P 28 ), ALK B (papilloedema) ,
ML 2 (retinitis), 45 B & (coniunctivitis), 5 25§ K & (uveitis), ik &% i %
(choroiditis), ZIRtE MK (multifocal choroiditis),IRZHZIMIE E W (ocular
histoplasmosis), HE i % (blepharitis), T R iE (dry eye) ( € #% 1695 ( Sjogren's
disease)) FIHAMRRRLE R , A B HE 95 s i B IR 8T A8 S T2 R BB I/ B
23
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WK P AR o PRI, AT BH Bk B XK S P BT A 28R - 07 A T Wi M AMD 4 AMD
CME . DME\ NPDR~ PDR.HIR K 58 « TR 26 i 28, IS (UL 23 4 AMD 1 AMD AR IS 28
FHRE , Ik M /2 CME\DME \NPDR 1 PDR, 381t 126 b 2 HR B ¢ R HRUE , e A5 =23 74 AMD AT
TP AMD, I HAERE 2 M AMD . 75— 2857 S, TR IR AR 12k B b Ve M A W8 A 5 1) 3
BEAFPE (P AMD)  BEBE AP A D0 B Jk P 2 57 J L AR D) I AR PR 498 o g 2 28
IBAiNEA

[0203] L5 3 i A i A0 AH O 1) LA s AL 4, (HANFR T, WAT TR A S5 I R (epidemic
keratoconjunctivitis), 4 4= 25 A 5 = %) (Vitamin A deficiency), fa 2 HR 42 i 15 o
J& (contact lens overwear), A% N %k M I % (atopic keratitis), g il 1k f R R
(superior limbic keratitis), FARE A THEMAEAR (pterygium keratitis sicca),
2} AS I (sjogrens) , ZLBE FEJHE (acne rosacea), phylectenulosis, 5 (syphilis),
Iy R AT B R Y (Mycobacteria infections), lEZ M (1ipid degeneration) , 4k 2EH4%
(chemical burns), HE M7 (bacterial ulcers), ELE 7 (fungal ulcers), FR4ll
Ja & s (Herpes simplex infections), Wk Z B4t (Herpes zoster infections),
J& Y (protozoan infections), Ry Ph A (Kaposi sarcoma), %A% (Mooren
ulcer), Terrien’ siUZZAEM (Terrien’ s marginal degeneration),iIZMMARED
= (mariginal keratolysis), BXIEM TR (rheumatoid arthritis), &S A MG
(systemic lupus), Zslik % (polyarteritis),# M (trauma), A& 4NEE T (Wegeners
sarcoidosis), IE A (Scleritis), 73 LA #M (Steven’ s Johnson disease),
periphigoid & IR f & V) 7 (periphigoid radial keratotomy) 1 f4 & # 8 HF &
(corneal graph rejection).

[0204]  SA IS/ Jik 28 FIES T I A8 A A O IR 0 A4, (ELAS BR T, B0 I 1 R D) g 22
RN, BRIk Al i AT M (sickle cell anemia), 4571594 (sarcoid), #§55 (syphilis),
g AR B (2 98 (pseudoxanthoma elasticum), il 35 455 95 (Pagets disease), & ik 14 &
(vein occlusion),zNlkHZE (artery occlusion), izl ik H12€9 (carotid obstructive
disease) 8 M % 25 & / B¢ 38 1K & (chronic uveitis/vitritis), 4+ ¥ M & & 44
(mycobacterial infections), U (Lyme’ s disease), &G ML MIRIE (systemic
lupus erythematosis), F- 7= JLAE M & 955, €0 2% MR8 W i & (retinitis pigmentosa),
PR K B (retina edema) (AL FEEL BT KB ) , /R #9% (Bales disease), Bechets ¥
(Bechets disease), 5| M 5 4 Bl Tk 2% I 28 (R R4 (infections causing a retinitis
or choroiditis), i EHIIRAHA ML (presumed ocular histoplasmosis), DN EFH
(Bests disease),T# (myopia), fE5 (optic pits), &N (Stargarts disease),
BERAK 3B 4 (pars planitis), 1@ TEM MG S (chronic retinal detachment), ik
T LG 1E (hyperviscosity syndromes), & A% (toxoplasmosis) , ¥MAG A )G 456
it (post—laser complications). HARZ S, (HARRT, SEIZL (MHARH AN T )

FH R B9 T E T 4 075 2T A A 23 1) S5 1 2B 5 1R IR s » 458 T A T = 1 398 2 M 3
PRAHL R JEE I AL

[0205] L7 JLARL R (ROP) 2 —Ffr sz min 57 ) LRI 80 o DA DA JHL 400 oA i 6 1) O
AAMEA KGR, o] fe T EURIRAIAL R ROP ] LG AR R, IF Hal L B ARG &, (H
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SEAEE B R ] B B BRI, BT 5 ) LESE ROP [Ra R, JF HARFARK A4
SETAMOSERS R ER . AP BRI R BRI BEA B T ROP R & o

[0206]  BEBEAZ AL — A I EEAE AN A AR B 2 e, Lm0 A A0 10 B R DX K )
HELI P P e Lo i 2545, JF HLAE— 2845 T2, Hiif o 3XA] B8 5 30h A 163k 2K, IX A 1S
ANBETE B S TEAH IR AR VG, ASBE B B2, B AN REFF RIS AkHE 38 AR B4, HR 9 fRE E
FRRKTLAZ AT P i ie sk (R WEE A R8-S m i AR5
BEEFEAR (macular dystrophies) 7 IR A B BEAR 1, (H 2 i ATE 1H 2 TR AH K
() 3 BEAZE (AMD B ARMD) .

[0207]  4FREAH O 1935 BEAR MR MAE AR B (5 22 b R 5 3L B K I 2 TR s B (At
S (1) P S AR PR A P FBE SR DI, R /BT ) T IR R B B TR CRR A B8 PE ) T 4h
KiBsr B IX L RSO (B RAH I B (maculopathy)) AT EA REFK
W7o B BEEPE I AATAT LAk SE A eI 3 AVD . 43I Di s K 9F AR %, 3 B 5765 R I
AN M2 A 2K ELAH ST, fE RS A 2. K H BRI B FE e 5 T v () R T RN A O
- HL ] fE v A P2 JIH [ B2 57 58 Rheo Procedure.

[0208] SRR TE R I AMD HoAA P RIE 2 PR RIR . o o244, BI,
T 2RI AMD , AR A B AR 0 i e 3 b B 2 R 25 44 5 380, Ol T 3 AR AR IR
JEB A HOGEZ A (FRRFHESR ) g A . VB XTI Fis LA ] IR TT
H2 H KIREMHGUT (National Eye Institute) FHHABALR L8R BIAE FH &) & P
AR B R A ROK B R 4R AE Z b n ke T B AR MR Bk R, JF HAE — 2R, 5%
PR o

[0209] (A PEALMEE 98 (RP) A& — it A5 AR 90 o 7E RPJEIR K 3E el FE b, 0 EAE (night
blindness) B EALEFfc4E (tunnel vision) ZHIEUFESFEER L TFERAE T2 EHRPK
NERMIAINY+ 2 5 8T+ 2 5 A2 e B X BRI, 7 HAERE ). 1
fill N RP & JE 2584 B, 75— 28 e b, B7E ) LE M R R 2 58 R . RP (ke
FEA R P H R AN RN o RP & — PR B gt A ML B8 2 AN B, — AL AR PEeE, Hodol
758 (APRFIHESR ) s AL R (L 32 R (RPE) (1) 57 S 80k R e s 2k .
B EAMA T e A MM RS &N, (defective dark adaptation) 8% & (nyctalopia)
(WEIE ) , 2 J5 2 PR D> (FRAEAIRAM (tunnel vision)), ¢ HA N 7EZ50 1t
G S0 2 A LA B

[0210]  MUEAAFNER TR SR A LE R 155 BE b sk "1 A LA R0 o B B A B BE 7K B
TEERE PR L ) B e rh S R e I TT DA B o S Ao it SRR T o B THREK 5
EAL DR L R A BRI o 12 DX 387 0 5 3 2 T A DO A R, 4 1 R0HS 2 1) S A
YFAAVE IS BEAAML R BEMTES . BB R — PR () 58 B3 ik
(RIS BEAK

[0211]  AHEVRIT AEFELESTT7 Z T, AR B PTIR IROUSURE S Pt Pt AR sl 25 ) 41 & 4 S Ui
H (ARA ARG  HTI6097 —Mel 2 A A ST I i HR & 950 -

[0212]  7E 5 —2ESLi T 2 T, AR TR UK e Bk s i A -G 5 — Ml 2 i )
ANV T BT A A T B T6 T — Pel 2 Pl ST I i AR I 8500

[0213]  7E 55— B8 T 2 T, A BT IR I XURS S e Bk sy A G 5 — Ml 2 i 5y
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AR LG EC I I B, L T3R97 — Pl 2 R Sl (R RR M 50
[0214]  FEHELLSTE 7 i, ASCIRUE AL G R T SRR RE M < A% & B BT 3 1) UK 57
YDA B MA S Y S — P el 2 M TR TT — Bl 2 MoAS SC T B IR 055500 1 3 F0 1)
BT RSE IR .
[0215]  Jir ik 55 &b 1 36 97 R B FE, (2O PR T, A 2 BE -tRNA & % B (TrpRS),
Eye001 ( T -VEGF 2 & —FEAL (I3E 1K ), #f % i, RETAANE (TM) ( F T K BUR Bl 1 418
Fil 25 1] fih (anecortave acetate) ;Alcon, Inc.), #% A fth VYT A4 B 24§ (Combretastatin
A4 Prodrug, CA4P), MACUGEN (TM) , MIFEPREX (TM) ( 2K 4E =] B (mifepristone)-ru486),
subtenon M1ZZ57% (triamcinolone acetonide), BEIBAA N &5 it 224 (intravitreal
crystalline triamcinolone acetonide), XMWhE)fth (Prinomastat) (AG3340— & & IF & 5t
HEBEHIF, Plizer), FIE4E (fluocinolone acetonide) ( A HEFALAANR UFEA
% (fluocmolone intraocular implant), Bausch&Lomb/Control Delivery Systems),
VEGFR 40 #31 (Sugen) , VEGF-Trap (Regeneron/Aventis) , VEGF 52 {4 M 2 B4 I 6 310 161 71,
Ur4-(4- 38 —2- JoRIRSE ) —6- AL -7 (1- FZEURIE —4- R4S ) meEmeitk (ZD6474) ,
4= (4= i —2- MW -5 FL 402 ) —6- A0S -7 (3— mbms ot —1— J5 PN 40 25 ) e e Ik
(AZD2171) , f&AthHzJE (vatalanib) (PTK787) A1 SUL 1248 (§FJE&JE (sunitinib)) , FIli i
(linomide) , FI¥EECEE [ v. B . 3 THREFIE P I HIF o
[0216] W] LA A B T 3k Y XUy S MR B AR R 25 W) 205 1) 20 5 A5 FH 8 LAt 1) 250036 97 579)
A, (HAPR T, 48 FH AEEO G Y VISUDYNE (TM) , PKC 412, Endovion (NeuroSearch A/S),
PSS IR 1, B, 1940, F S 40 AT 2B i e 2278 2 Rl R R A 42 8 75 IR 7, diatazem,
Z Vel (dorzolamide), Phototrop, 9— NiZ — #4 5e, MR 25 (4% Echo Y77 ) , B H5 LK
n] fig (phospholine iodide) YK 7] B (echothiophate) BY fik R BT B 1 ] 25 (carbonic
anhydrase inhibitors), AE-941 (AEterna Laboratories, Inc.), Sirna-027 (Sima
Therapeutics, Inc.), %% J1 fth JE (pegaptanib) (NeXstar Pharmaceuticals/Gilead
Sciences), i £ & J% & 1 (neurotrophins) ( £ #5, ¥ 4& %% #4], NT-4/5, Genentech) ,
Candb (Acuity Pharmaceuticals), INS—-37217 (Inspire Pharmaceuticals) , #HEcat (5L
F (FF5H H Jerini AG and Abbott Laboratories LS ), EG-3306 (Ark Therapeutics
Ltd.), BDM-E (BioDiem Ltd.), ¥ 7% (thalidomide) (%1, i EntreMed, Inc. f#H ),
D8 78 & -1 (cardiotrophin—1) (Genentech),2- FF & M — ¥ (2-methoxyestradiol)
(Allergan/Oculex), DL-8234 (Toray Industries), NTC-200 (Neurotech), V4 #% 4H BR #h
(tetrathiomolybdate) (University of Michigan), LYN-002 (Lynkeus Biotech), % %
(microalgal) 4t & 4 (Aquasearch/Albany, Mera Pharmaceuticals), D-9120(Celltech
Group pic), ATX-S10 (Hamamatsu Photonics), TGF—B 2 (Genzyme/Celtrix), B 2 FR I
#1055 (Allergan, SUGEN, Pfizer), NX—278-L (NeXstar Pharmaceuticals/Gilead
Sciences), Opt—24 (OPTIS France SA), #f [ fiE 40 i #h 22 5 i £ (- 375 (retinal cell
ganglion neuroprotectants) (Cogent Neurosciences), N— igFEMLMERTAEY) (Texas AM
University System), KP-102 (Krenitsky Pharmaceuticals), 2 A (cyclosporin A),
Timited retinal translocation” , Jt&lJj%=¥adT, (ALHE, L2177 2, B8 n) 52 44 1)
PDT, Bristol-Myers Squibb, Co. ;5 PDT — & yE 5 I nh Wy #4454 (porfimer sodium) ;4E
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VA4S (verteporfin), QLT Inc. ; 35 VH 45 (rostaporfin) 5 PDT, Miravent Medical
Technologies ;fth 772540 (talaporfin sodium) 5 PDT, Nippon Petroleum ; 5Ebgyb2iié
(motexafin lutetium), Pharmacyclics, Inc.), x X BE#ZHER (145, 5 1, i Novagal i
Pharma SA Fll 1SiS-13650, Isis Pharmaceuticals JUR K= 5 ), SO 6 HEAR, 37 3Pk
TEAR, BERALF A, 35 A0 F A, T HE A B3 B, Phi-Motion M IER A (K
N - EOGIETY Micro—Laser Therapy) il Feeder Vessel J&77 ), Ji W IGIT, T
WY A0 0 5 12 R R AR TR, U+ (Scleral Buckle), 3 5E N F R (Submacular
Surgery) , ZFEFLIIHIETT (Transpupillary Thermotherapy), Y654t 1 1677, N RNA T
P (RNA1) , A4 rheopheresis (extracorporeal rheopheresis) ( tHFR A &40 1 ok J& Fn
Rheotherapy (membrane differential filtration and Rheotherapy)), %5 FHE N,
T4 M vt T, FE P v T, AR RG T (R T B A ma 3 oo R 2R R G 9T Oxford
Biomedica ;Lentipak, Genetix ;PDEF ZE[K¥GI7, GenVec) , Yoz 4% / MM R4 o Rt (2
TP BRI M ERZ4IAE, Diacrin, Inc. A MIRAINEAE A, Cell Genesys, Inc.),
R

[0217] R4 L — I8 AL BRI AT LA 5 AR R BH B il B 80U S P AR s 25 A S -5 A H
HAKE, (HAFR T, Carmeliet Al Jain, 2000, Nature ( [14R ) 407 :249-257 A4 i i ARLE . 48
FEACS 77 S, TRt — i A GRS U — A VEGE F5 5155 8% VEGE 32 ARFE 515, U1 VEGF A2
P AT I VEGF 52 1 v Bt - BE% BH W VEGF B VEGFR [R11& 74 L H FiHT —VEGFR HUAk K 7 1 & 1K)
VEGFR Mz BRI i1 il s AT E AN R 4L, OF HIZ SRR 3T -VEGE & ik (5 4n, 55 I Je A
(Pegaptanib)) , Ty B AL E 24K (B U1 VEGF Trap) . £F =252t 77 29, pridde - A
AL IS B TS [ I, FE BRI [ B, SPRE 28 W] A, M A2 il Rl (angiostatin) ,
W BT (endostatin) , J#/b> VEGFR 8k VEGF FLARZRIE BN T RNA s, 48 FH P 2 B g1
FIFUI 5 ~VEGER FELBT, MMP S50, TGFBP3, SDF-1 FHIi#), PEDF, v - 4} ulbfi, © — FERCAK
4, B A SR, HIF-1 a FHWT, 25 F i CK2 BEIT, R B e i B2 45k 82 0 (CD144) R
() ST AE IR 7 (SDF) =T o (A it 3 -5 2587 A8 1 /88 T2 Rl 7 s i T-40 e (B, P 2 AH A )
[0218] 3R] LA I #E i) VEGF A2 4K ¥ /> 73 7~ RTK #0157, A 5 PTK787. & W] LA A A
A R B A i A T 2RI M EGR (A R BT -VEGF (LAY ), F H AR BT R 245,
m-Tor #1 il 57, 75 WA %% & (rapamycin), #k 4 5 7] (everolismus), temsirolismus, ¥ ff
% (cyclospohne) , HL —INF i3, Pt — #MAIRF], FIAESL FE BESR DL R & w] LLAE H #
22O PR H BB RS ¥ 71 b 98D 1k T B0 A 1y 3 R R, 1 WA AP SR R 1 259
P, IXLEHFE T IR Y, i = R HERT (dehydroepiandrosterone) (DHEA) (i #R 44 #K -
Prastera(R) fl Fidelin (R)) , i@ it = X MEEE (dehydroepiandrosterone sulfate) , filff
M2 /)%t ) (pregnenolone sulfate) o fTA AMD (SEREAH SRS BEARPE ) Va7 W] LY
AR B B OSURE e M BU R B 2 A A A S B8, (HARR T, 5 PDT A& 14
55, 85 A Je#h (pegaptanib sodium) , BEECHTAALH] (M LUERAEHT) o

[0219]  RIBE“SZAE 7 B 7] HHATH, I HAa2tamiFlaiy, i B & fEHE AR KL,
UL RSB FHEA, by K AN B, DL A . shil) G 46 Bra i HESh A, 491 4, Ry 7L
I FIAEFLENY), W) AREE BEAE R RN SE . BT SR R BRI T T A AR Ik
ISR RN o T ERTT 2R B4 O A MR I A8 8 B e 1) R 3 DL R i i) 1 % 8
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IHSRAE TR LE A

[0220]  FHT-ACSC A, SRR “ A7, “ 4 2R 7 R An e IR T BT, HoA X A

LRERTE A PRI, )T A A A R B A 1 0 0 A D A RS2 R A R R 3

T, AT SRS B I FEAR P 114X DNA & B n] Be ARG — 50 XA TR E

B E B RAL o LS TE S ) A A IR 48 T 7 228 %) HL A AH ] D B B AR ) 2 0 PR R A8 1A
BEARAFZFRES, Wit b SCHE R IE R .

[0221]  RiE “HeAb” A T ARSI, Fefr stk / IR 2008 S 4 b it B i

Jo X A IR 1) 40 o B 5 e (1) 40 Pt A 4 7 S 40 B, I %% e fs i ik 4 Graham, F. L., van der

Eb, A. J., Virology (&% )52 (1973) 546-467 FTiA B R A5yl vk iEAT . AR1M0, i n]

DAAS A FCAhoKE DNA 5 I\ 40 MK 732, W Wnid ok A%y 5 Bl o R AR iR iAo n S A 5%

A H B 7 S T A0 B A4 T A0 L, 49 Qs — e G O R R T A (RS AL, 4 Cohen,

S.N., %, PNAS. (ZEEFFEBLFEI ). 69 (1972) 2110-2114 FTiR,

[0222]  FH T-ASCH N, “ RIS "FE G L B2 e 35 24 mRNA R BN / B30H 2 S 1) mRNA (BFR R

sk ) Bl S ENE IK. Z ke A RO R . BRI gn s 1) 2 IR AL ERR O FE R )

WUR 22 B U5 B SEERI 4 DNA, WIIAE FAZ 40 o o R 18 W] LLALES mRNA [T BY 2.

[0223]  “ZAR” LR+ FEnla2 B R E S, HoB3E AR 7 FH 2 208 40

hRL /B2 Al EATE LS B IR A DNA B RNA FR A AIHE (4, Qe RS ) 1L

A, FE T BE AL 521 DNA 5 RNA FR 52 H) 214, M) BE 2 F s f / i3 DNA 5 RNA 3R TA 4

o B FEREE T —M LR TR EUE .

[0224]  “FRIREAR” jE ZAZATIR, HAETINBE 18 K18 T 40 Mo IS Be 8 dle i s AR A 2

Ko “RIERG” WETRORERISEARNIE 78 4000, Pri’f Rk g n] DUERAE ™ 4 7

[RIZIE 1) o

[0225]  HR LT IR St 5] L e 40 R B ok A BB X A i B IR R, HLELIE B R AR B

BOREE KA A o NAZIEAR, 7EAT B AR BT EORS AR a4 T, W AR TR 16 77 V5 h gk AT

1B

[0226] [7HIK (ZIERRITH) ik

[0227]
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SEQID NO: |1 | %% CDR3H, <VEGF>7H Bk iy

SEQIDNO: |2 | H4% CDR2H, <VEGF>RIkHPi

SEQIDNO: |3 | @4 CDRIH, <VEGF>THERHPT

SEQIDNO: |4 |#% CDR3L, <VEGF>EEKHPL

SEQIDNO: |5 |%%% CDR2L, <VEGF>ERHH

SEQIDNO: |6 |#%%CDRIL, <VEGF>HEEMHL

SEQIDNO: |7 | EMAIZEHE VH, <VEGF>EERHEHL
SEQIDNO: |8 |®HWAIREHE VL, <VEGF>HERRH
SEQIDNO: |9 | E4% CDR3H, <ANG-2> Ang2i LC10 22{&
SEQID NO: |10 | BE4% CDR2H, <ANG-2> Ang2i LC10 484%
SEQIDNO: |11 | E# CDRIH, <ANG-2> Ang2i LC10 Z2{%
SEQID NO: |12 | #%% CDR3L, <ANG-2> Ang2i LC10 A8k
SEQIDNO: |13 | ### CDR2L, <ANG-2> Ang2i LC10 4844

SEQID NO: |14 | #%% CDRIL, <ANG-2> Ang2i LC10 A8k
SEQIDNO: |15 | Efr/ AR VH, <ANG-2> Ang2i LC10 B4k
SEQID NO: |16 | BHEnl 45tk VL, <ANG-2> Ang2i LC10 4k
SEQIDNO: |17 | AW FAKFF (VEGF);, A VEGF165 HIRT {5
SEQID NO: |18 Tﬁ%%ﬁ%—z (ANG-2)

SEQIDNO: |19 | A4 5-1 (ANG-1)

SEQIDNO: |20 | A Tie-2 524k

[0228]
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in P

SEQ ID NO

21

HA AAA RAHI<VEGF-ANG-2> CrossMADb IgG1
(VEGFang2-0012)f) Bk 1

SEQ ID NO

22

HA AAA 5845 [ <VEGF-ANG-2> CrossMAb TgG1
(VEGFang2-0012)f] Fkik 2

SEQ ID NO

23

HAT AAA FAZI<VEGF-ANG-2> CrossMADb IgG1
(VEGFang2-0012) it 555 1

SEQ ID NO

24

HA AAA RA<VEGF-ANG-2> CrossMADb IgG1
(VEGF-Ang2-0012) )58 5% 2

SEQ ID NO:

25

HA AAA 58751 P329G LALA 9875
<VEGF-ANG-2> CrossMADb 1gG1 (VEGFang2-0016)
M ERE 1

SEQ ID NO:

26

Hfy AAA 95748 F P329G LALA 9878 1)
<VEGF-ANG-2> CrossMAb IgG1 (VEGFang2-0016)
ERP

SEQ ID NO:

27

HA AAA 584540 P329G LALA 58451
<VEGF-ANG-2> CrossMADb IgG1 (VEGFang2-0016)
[FI3E5E 1

SEQ ID NO:

28

A AAA 5751 P329G LALA 5245
<VEGF-ANG-2> CrossMAb IgG1 (VEGFang2-0016)
[RIAR4E 2

SEQ ID NO:

29

HA AAA 287451 SPLE 2845 [f)<VEGF-ANG-2>
CrossMAb IgG4 1) E#% 1

SEQ ID NO:

30

HA AAA 58451 SPLE %45 [f)<VEGE-ANG-2>
CrossMAD 1gG4 [¥) B & 2

SEQ ID NO:

31

HA AAA 22481 SPLE %48 [{)<VEGF-ANG-2>
CrossMAb IgG4 1548k 1

SEQ ID NO:

32

HA AAA 5275 fil SPLE 5845 [f)<VEGF-ANG-2>
CrossMAb IgG4 [f)§4% 2

SEQ ID NO:

33

HA AAA 5825 [1)<VEGF-ANG-2> OAscFab 1gG1 [
HE 1

SEQ ID NO:

34

HA AAA 5825 [f)<VEGF-ANG-2> OAscFab [gG1 [t
2

SEQ ID NO:

35

HA AAA 5875 [F]<VEGF-ANG-2> OAscFab IgG1 [
B

SEQ ID NO:

36

HA AAA 72451 SPLE R4 [{I<VEGF-ANG-2>
OAscFab IgG4 fFEE 1

SEQ ID NO:

37

HAE AAA 55450 SPLE RAF[{)<VEGF-ANG-2>
OAscFab IgG4 [ E#E 2

SEQ ID NO:

38

HA AAA 2845 SPLE 48 fHj<VEGE-ANG-2>
OAscFab IgG4 55 1

SEQ ID NO:

39

<VEGF-ANG-2> CrossMAb IgG1 Bf24E A (6 AAA
5%74%) (VEGFang2-0201)/[1) #i 1

[0229]
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SEQIDNO: |40 | <VEGF-ANG-2> CrossMADb IgG1 ¥F2E I AAA 5

2%Y (VEGFang2-0201)) B 2

SEQ ID NO: |41 | <VEGF-ANG-2> CrossMAb IgG1 B4 (T AAA 5

A%) (VEGFang2-020 D 52455 1

SEQ ID NO: |42 | <VEGF-ANG-2> CrossMAb IgG1 BB AAA 58

45) (VEGFang2-020 1)1 4% 2

SEQ ID NO: |43 | {0 EA P329G LALA ®RA%#)<VEGF-ANG-2>

CrossMAb IgG1 (2 AAA Z4%) (VEGFang2-0015)ff)

1

SEQID NO: |44 |1V EA P329G LALA %A f<VEGF-ANG-2>

CrossMAD IgG1 (& AAA R7%) (VEGFang2-0015)]

R 2

SEQIDNO: |45 | fX{HA P329G LALA R4 <VEGF-ANG-2>

g;%smb IgG1 (JC AAA 93%%) (VEGFang2-00135)[¥)
25 1

SEQID NO: |46 | {{HA P329G LALA 554 [Fj<VEGE-ANG-2>

CrossMAb 1gG1 (& AAA 587%) (VEGFang2-0015)f

Rk 2

SEQIDNO: |47 | x B#HER

SEQIDNO: |48 | A BifE 2 X
SEQIDNO: |49 | KT A IgGl MERHHEE X
SEQ IDNO: |50 | RJET A 1gG4 1) EHEH & X

[0230]  7E R 3CHY, B A A B IR S it 7 6

[0231] 1. —FRURE S P Ad, AL R etk 45 & N VEGF 128 —Hi s & & A7 s Ay e
g4 N ANG-2 I3 PR & A4 A

[0232]  Hp

[0233] 1) PTiHE S 45 & VEGE 28— B 45 & A i AR B HE v AR 25 /4 A0 7 SEQ 1D NO -
1 f) CDR3H [X \SEQ ID NO :2 ] CDR2H [X FII SEQ ID NO :3 [ CDR1H [X, I H.7F 525 m] 25 45 44
19,4, % SEQ ID NO :4 ) CDR3L [X .SEQ 1D NO :5 [ CDR2L X 1 SEQ ID NO :6 [£J CDRIL [X ;70
[0234]  ii) PFrids e PESS & ANG-2 I3 PR &5 G AL AR R AL g5/ 7 SEQ 1D
NO :9 ] CDR3H [X . SEQ ID NO :10 ] CDR2H [X F1 SEQ ID NO :11 [ CDRIH [X, I HAEFHEN]
AR E AL 2 SEQ 1D NO =12 [ CDR3L [X.. SEQ ID NO :13 ¥ CDR2L X 1 SEQ ID NO :14 ]
CDRIL [X, Jf HAH: A

[0235]  iii) FFIRAUH: SEPUAREL S & 4% 12530 H310A F1 HA35A (%2 Kabat [ EU ‘&
51945 ) I CRIET AR ) A 161 BN 164 W [Hfe & BEHEX

[0236] 2. MRPESLHE 72 1 BTl B RURs S koA, Herp

[0237] 1) fridie e tth4h& VEGE (A —Pir 45 & A0 & SEQ ID NO =7 (2 5741k
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R AR GE R B VH, R SEQ 1D NO 8 [ /G 7 AR R AR B n] AR 45 A4 3 VL 5

[0238]  ii) PrdiereEgi & ANG-2 B8 —HiIRE5 &0 i SEQ ID NO :15 W2 R 7
A Ay T A T AR S5 A48 VH, AT SEQ ID NO =16 2 REIR 7 #14% JAy Jle m A 5 A6 88 VL

[0230] 3. MLt 77 58 1-2 HAE— BT IR (R 0URe e e i AA, Hod i11) Prik e i SRk X
#& 1gG1 WK,

[0240] 4. MRYFILHE T 5 3 Pk (R0URE S B A, o ik TG 1 P SR (1) 18 SRk X i 75
5378 1.234A L.235A Fil P329G ( # # Kabat [ EU RS54 5 ) .

[0241] 5. MRPHSLHE 77 58 1-2 T — T il (F0CR S e B A, o i11) Pk e e et X
5 1G4 WK,

[0242] 6. MRAE S 77 58 5 Pl O XURE S PE B, L b Tk 1G4 P2 I fH i L X I £ &
AR S228P F L235E ( #%M Kabat [ EU &Z5|49%5 ) .

[0243] 7. WAL 7 58 5 Pl O XURE S PE B, b ik 1G4 P2 I fE i S X I £ &
5377 S228P. L235E Fll P329G ( # #8 Kabat ] EU R 5145 ) »

[0244] 8. —FhyWAH G, HALE ST & 1-7 PE—IUTR Pk

[0245] 9. MRIFILHE 7 % 17 PRI XK R B AA, e T vA 7 BRI 0 5
[0246]  10. St 77 %8 1-7 HE— T Il (1) 0CRE 7 P BT il 25 FH 1 ¥ 97 IR I8 05 1) 24
YRR A .

[0247]  11. AR SCHE 77 %€ 9 8K 10 WAL — BT i ) 8URE S P oAk, JFLrb B e 4 2 o 39 34
APy R AT A

[0248] 12, —Fpyfyy7 HAA R 08 5 1R B8 1K) U7V, BTl U7 R dd i 45 75 ik 16 97 1) AR
ST % 1T AR TR B

[0240]  13. ZwhH St /5 4E 1-7 WPAT— Ui il B RURE = BT AR AL TR o

[0250] 14, EAF S 7 % 13 ik IR RIS HA, L REMS 70 I A% B % s 40 b 3%
EPTIR LR -

[0251] 15, A& Sty 28 14 Frid 2R PR ) BR A% B EUAZ i E 40 i o

[0252] 16, —Fhifil 452 7 & 1-7 "PAT— TUFT IR B SURs S MEBUAR I v, R Rk P
7.

[0253] &) AL 5 gmbs BT iR HLAR AL IR 2 T I B A i - 40

[0254]  b) 7ESRVFE BUTIRPUA > T B4 AF T BE g8 il =40 iy A

[0255]  ¢) MTIREEFEY RIS T R Bk 5 7

[0256]  17. JWikSEi & 16 B IR I SUEE S BT IA

[0257] 18, —FPRUREF M Mrbufk, AR R 45 A N VEGF B3 —Hi R 45 &4 s FIfy
FIE S A N ANG-2 [R5 —HLIR 45 G A i, A A T HALE SEQ 1D NO :25.SEQ ID NO :26.
SEQ ID NO :27 FI1 SEQ ID NO :28 [{ZJE 741

[0258]  19. —FPRURESF MMk, AR R S5 & N VEGF B3 —Hi R 45 & A s Iy
FeE GG N ANG-2 [R5 —HLIR 45 & A, AR A T A% SEQ 1D NO :21.SEQ ID NO :22,
SEQ ID NO :23 11 SEQ ID NO :24 [ BT .

[0259]  20. —FPRURESFME bk, A SR R S5 A N VEGE B5R—Hi R &5 & A s Ry
sk S5 G N ANG-2 [R5 —HLIR 45 & A, AR AR T A5 SEQ 1D NO :29.SEQ 1D NO =30
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SEQ TD NO :31 F1SEQ ID NO :32 A IEIRITH

[0260]  SCEG 7y

[0261] K 1 XURs RHEDUAR RS B4

[0262]
iR 454K 5
HA AAA % 4% [ | VEGFang2-0012 | SEQ ID NO: 21, SEQ ID
<VEGF-ANG-2> NO: 22, SEQ ID NO: 23,
CrossMAD IgG1 SEQ ID NO: 24
<VEGF-ANG-2> VEGFang2-0201- | SEQ ID NO: 39, SEQ ID
CrossMAb IgGl Hf 4 NO: 40, SEQ ID NO: 41,
B AAA RE) SEQ ID NO: 42
HA AAA X4 M| VEGFang2-0016 | SEQ ID NO: 25, SEQ ID
P329G LALA %24Z 1] NO: 26, SEQ ID NO: 27,
<VEGF-ANG-2> SEQ ID NO: 28
CrossMAD 1gG1
L EH P329G LALA | VEGFang2-0015 | SEQ ID NO: 43, SEQ ID
5 Ay £ NO: 44, SEQ ID NO: 45,
<VEGF-ANG-2> SEQ ID NO: 46
CrossMAb IgGl (&
AAA RE)
HAH AAA KRB M| - SEQ ID NO: 29, SEQ ID
SPLE % % 1 NO: 30, SEQ ID NO: 31,
<VEGF-ANG-2> SEQ ID NO: 32
CrossMADb IgG4
B AAA R - SEQ ID NO: 33, SEQ ID
<VEGF-ANG-2> NO: 34, SEQ ID NO: 35
OAscFab [gG1
HAH AAA R M| - SEQ ID NO: 36, SEQ ID
SPLE %® & 1 NO: 37, SEQ ID NO: 38
<VEGF-ANG-2>
OAscFab IgG4

[0263]  iHVER, RIE“HA (k) 5848 AMAFIFEA ST IR FETE 1961 B 1964 18 32 Tk

X 9848 1253A (11e253A1a) JH310A (His310Ala) F1 HA35A (His435A1a) ( 45 #% M Kabat
(%) EU R 51T ), RIE“RA (Prid ) 5848 P329G LALA” FAEASC 24815 TeGL WK fE
TE BRI R 5EAE L234A (Leu235A1a) \L235A (Leu234Ala) F11P329G (Pro329Gly) (4 5 4% M
Kabat [f] EU R 54T ), RiE“ HA (Jrik ) RAZ SPLE” FHAEASL 24815 1864 WK K fE
TE EBEX 1K) S228P (Ser228Pro) Fl L235E (Leu235G1u) (475 3% M Kabat ) EU R 51347 ) »

3K e 151
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[0264]  BAELAT— M TTV2:

[0265] 7 Kabat, E.A. , %%, Sequences of Proteins of Immunological Interest (4
YRGB A F A ), 55 5 i, Public Health Service, National Institutes of
Health, Bethesda, MD (1991) 1 $& 45 3¢ T~ A 4o S22 BR 8 1 e B A B 1O R 1 1R 410 118 —
A5 B MR ¥ EU 4% 5 (Bdelman, G. M. , %%, Proc. Natl. Acad. Sci. USA ( 3 XK R} 2
Bt 2% 4% ) 63 (1969) 78-85 ;Kabat, E. A. , %%, Sequences of Proteins of Immunological
Interest (22 KN BRI B B JF %)), 5 5 Jilt, Public Health Service, National
Institutes of Health, Bethesda, MD (1991)) XIHifA%sE i 2 FE MR IHEAT 9 5 FIHEIA

[0266]  EE4] DNA BiA

[02671 % br ¥ J7 ¥ A T ¥ YE DNA, 1 £E Sambrook, J., %%, Molecular Cloning :A
laboratory manual ( 73 T 5aE L% = T ) ;Cold Spring Harbor Laboratory Press,
Cold Spring Harbor,New York (1989) iR . MR8 A== i 11 U BH 3348 FH 2 7 W 243457
[0268]  FE[AIE %

[0269] %M Geneart (Regensburg, fEIE ) A1 41 Ui W] & W 75 B ZE R v B

[0270]  DNA JFHI5E

[0271] i 1F 4F MediGenomix GmbH(Martinsried, f& ) B¢ Sequiserve
GmbH (Vaterstetten, & ) AT HIRUEEN 7 KA & DNA JE41) .

[0272]  DNA At H - 41) 73 B Al 1) Hcis b 2

[0273] £ GCG' s(Genetics Computer Group,Madison,Wisconsin) #f4 10. 2 i A
Fl Infomax’ s Vector NT1 Advance suite i< 8. 0 SRH T #4724 AEK 0 8 BRI
2540 50

[0274]  ZRIA# Ik

[0275] & T RIEPTIRMHUA, N HE T RA A RA CWV- N &5 A B3I F 1 cDNA #41&
(organization) BUIET HA CMV Ja i1~ I 2E R 40 A4 18 () F A4 g b e i 3R 08 (a7
HEK293-F 1) [k Bk (122 14

[0276]  [RBUARIEZ LIS, IR R B EE -

[0277] - AL A5, HAVFRRAE KA B (E. coli) &I,

[0278] - B - WELIZEEIER, HAE KA B PR T2 W iE s = hikE, A

[0279] - RHE/PZKH Mus musculus) (S FRIE SR G Ik P R 78 B 8% 40 o () e ¢
PEARIC

[0280]  — H1 Nk JoAF A Rl BT A R R s S BB

[0281] 5" At b ) Ay B A 07 o

[0282] - SR B A E 40 M & K 7. B HLH M ol 7 AR B+

[0283] - 7F cDNA M IITETE S, Bl G2 W&+ A JP 41,

[0284] - ABHUIAIERIN 57 — FERIIEIX,

[0285] - fyBkiE HEBEE 5740,

[0286] - APifAfE (BRI HA S5 EACH ) 754 DNA Bi/E 8 By Sz sk A4 B
¥ - W& AR R H A

[0287] - HATRMIRHIRILE T P20 37 FERIIEX, Al
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[0288]  —37 SRy Ak IRy BheRs PR A7 A5 o

[0289] 1 N PR B FE BT BE I Al A RE I PCR A/ BRI BRI ™ A=, FFATFH L0 1
B TTIEMECA, L AE 25 B A2 A 90 2R R A R PR P A7 s e A . PR I X B
RALHC o v B R RZ R 77 4 8 DNA W R B8 UE . 4 T BRI % e, @ 1k =k 3 A AL 0 K A
R TR 1) TR 551K ) 2% SEOR & Tk (Nucleobond AX, Macherey—Nagel) o

[0200] 4l FRE AR

[0291]  WILE Current Protocols in Cell Biology ( 40l LW h 2487 /5% ) (2000) ,
Bonifacino, J.S., Dasso, M., Harford, J.B., Lippincott—-Schwartz, J. F1 Yamada,
K. M. (i), John Wiley&Sons, Inc P BT A% FHArRviE 40 Mo s 7 K o

[0292] X5 S i Al o 7 BT AR K 1K) HEK29-F 40 At A i B 5 4% e & b 22 3 ok 9E 4T
RKAK, 41 3R .

[0293]  SZjiafd] 1

[0204]  FiLFN4ifh

[0205]  7F HEK293-F Z& 45 i 1) 7 e

[0206]  IE LA HEK293-F &4 (Invitrogen) Fi MHilic 3 X1 BH ok ) 5 e & A soRs (491
LT, Sy B B REAS 0 1) SR RHAH N IR R B RS A I e ) SR A SR e e ik . i 52, M
DU B 238 JFORL A 293Fectin™a) fectin (Invitrogen) (VR -G 403K & Yure 8 - ok 78 i

KRR ALE TS FreeStyle™293 A5 553 (Invitrogen) 124 K 1 HEK293-F 41 ji
(Invitrogen) . XfT 2L $&# (Corning), HEK293-F 40 e LA 1. OE*6 40 Y /ml 125 & e
7 600mL 1 JF A 120rpm, 8% CO2Z ¥R E » X H, H K4 42nL [KTR-5Y), LAKZY 1. 5Ex6 >4
Mo /mL [RY4H 25 R A i G4 i, Fridb iR G904 A) B 600 w g 43 il 4 55 FE JK LU IR B B BX
180 (%) BB, RRH I B 1 U FORE DNA (1 1 g/mL) 7 20mL Opti-MEM (Invitrogen) F1B) 20ml
Opti-MEM+1. 2mL. 293fectin B fectin (2w 1/mL) [IVREH) . 75 K P ik Tt Hh RS 95 o 287 08 14 7
FE, WS NI E L. AE 510 KGR & - b BT EIE W, JF HE i B e
Uk, B R R LIS

[o207]  4fifk

[0298] i it 1# F] MabSelectSure—Sepharose™( J T-dE AAA A /K ) (GE Healthcare,
Sweden) BX kappaSelect—Agarose ( T AAA ZZA54K ) (GE Healthcare, Sweden) [J3EA1E
MriZs, f# ] T 3& —Sepharose (GE Healthcare, Sweden) [ /K A8 H.AE ] JE#H7EH0 Superdex
200 K/NHEFH (GE Healthcare, Sweden) JEATIZ, AN HUSE 24 35 W AEAL XURE T HEPUAA

[0299] 18] 5 ., ol I S8 1 4 M 55 R ) _E VS VRO SR AE H PBS 22 (10mM Na,HPO,, 1mM
KH,PO,, 137mM NaCl F1 2. 7mM KC1, pH 7. 4) “EH5(1 MabSelect SuRe 5 |, FI BT 2% M
P, JEH pH 3.0 [ 25mM AT A FRENVE I . AAA SEAZAKIRSRAE ] 25mM Tris, 50mM NaCl,
pH 7.2 V4] kappaSelect MR b, H-PHTS2 g pEYs, J-FH pH 2.9 1) 25mM A7 12
BB . VU AEVEM IR Sy, JEH 2M Tris, pH 9.0 i, it 1. 6M R BRAA RS
L B FL I 24 B2 R 0. 8M FFHH LBR Y pH 22 pH 5. 0, Hil 8 iRV EED ] T ik AH BEAEH =
Mro FH 35mM SPREH, 0. 8M Wi lREL, pH 5. 0 P T 2% —Sepharose W&, ¥ ik difk B
BB HE L, PRS2 s, e MEBR BEVE I 2 pH 5. 0 1 35mM LI . ILEEEH X
R S BUAR RISy, dE— DA A A 20mM ZH %%, 140mM NaCl, pH 6. 0 *F#7 1] Superdex 200
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26/60GL (GE Healthcare, Sweden) F i K/ NHEBRJEMTAifl . VAR &8 XURE e MEDUAA 2%
4% A8 Vivaspin #JESE (Sartorius Stedim Biotech S.A., France) 444 5 Bk
I, IF HARAEALE -80°C.

[0300] 3 2 XURRSF I VEGF-ANG-2> Bk~ &

[0301]

VEGFang2-0015 VEGFang2-0016 (§
(6 AAA 3F) AAA RE)

Wi EiE 64 ug/ml, 2L =128 |na QL k)
mg)

WA A 118 mg (~ 70%54%) | n.a.

(MabSelectSure)

Kappa Select n.a. 117 mg (~ 83%1%)

Butyl Sepharose 60 mg 57 mg

SEC 35 mg (>95%.1%) 38 mg (>95% . 1%)

[0302]  7F & A2k 2P 3R J5 i A A B9t 4K Labehip £ R (microfluidic Labchip
technology, Caliper Life Science, USA) [ CE-SDS 73 #r 4l & MbifA e 8., Hl4 on 1
(e VRO TR FH HT 2 SRR 2R e FEEE Y. iy 1 45 FH 1 B kAT CE-SDS 43 #f R A HT
HHERIE L AE LabChip GXIT #& %8 Eor#r. HAlEA A LabChip GX BAF#EAT 70#7 o

[0303] & 3 :ad it CE-SDS i I AN IR PR 2 Ak 20 3R 25 Bk SR 1 81 =4

[0304]

ality VEGFang2-0015 VEGFang2-0016
IR

Yol I AE: * 347 CE-SDS (Caliper Labchip GXII)
mab | % | (HC)2 | %ab | (LC)2 | LC | mab | %ab | (HC)2 % 1 (LC) | LC
ab ab | 2
Mab | 557 | 19 | 106 | 98 | 35 |09 -

[0305]

Select
Sure
Kappa - 63 | 134 3.3 6,1 58 | 74
Select
Butyl- | 814 | 19| 23 82 3.6 1.8 1762 13 0.7 8.3 7.7 | 5.8
Sepha-
rose
Super- | 924 | 1.8 | 26 14 0.5 05| 99 11 n.d. nd. | nd | nd
dex
200
SEC

[0306] f# A Superdex 200 Zr#7ME K/NHEPEAE (GE Healthcare, Sweden) {E 2xPBS (20mM

Na,HPO,, 2mM KH,PO,, 274mM NaCl F1 5. 4mM KC1,pH 7. 4) iEAT M 7F 25°Cafit w2 SEC

SMBUARE T RED S &, K 250 g FALLO0. 75ml/min (T S BIFE I, IF B4

i 50 4358

[0307] 2% Ul M, ] & 3f 4l 4b <VEGF-ANG-2> XU ¢ S 1 $i & VEGFang2-0012 #i1
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VEGFang2-0201, A FiR/- & .

[0308]
VEGFang2-0012 VEGFang2-0201 (&
(i AAA 57) AAA TR
W R : 36 ug/ml // 72 mg
A% 2,1 L 2L
BEA - 66 mg (~95 % FFAEK)
(MabSelectSure)
kappaSelect 43 mg(~ 65 % HAK) |-
Butyl Sepharose - 45 mg
SEC 14 mg 21 mg (> 98 % Hfk)
FRE IR A T 8,5 mg (> 98% FAAE)
BRI 8,5 mg (20%) 21 mg (30%)

[0300] R W] A ADIHE il 2 FH4lifk B AT AAA 545 FN SPLE 58745 (1) <VEGF-ANG-2> XURE 5 i
4 <VEGF-ANG-2>CrossMAb 1gG4 (SEQ ID NO :29,SEQ ID NO :30,SEQ ID NO :31,SEQ ID NO :
32) , BAG AAA 587AZ[F) <VEGF-ANG-2>0AscFab 1gG1(SEQ ID NO :33, SEQ ID NO :34, SEQ ID
NO :35) FIIELA AAA 5875 FI1 SPLE 58745 1] <VEGF-ANG—2>0AscFab 1gG4 (SEQ 1D NO :36,SEQ 1D
NO :37, SEQ ID NO :38) .

[0310] SR 2

(03111 i Fim] @M (Developability)

[0312]  /NERAEIR)ZE T DLS FRoH R i =

[0313] ¥4 ) &2 I A I 3% B (He, F. 2%, Analytical Biochemistry ( 2; #1 4 ¥ 4k
%) 399 (2009) 141-3) TR IEAT. 52, FEMAR R CMHmIFLER ( E42K 300nm) FilEE
I ZLEERE 20 (0. 02% v/v) Z BT, FEFE IR 48 22 4E pH 5.5 19 200mM ¥ 20 FR B H R s 14 %%
FhER WRAZ . @28 0. 4 v m JEMRK B LR AE T RS BIDGAE 384 FLPAR , I FH A i
Bii. WL 25°CHIBN R B e I FLER R M B A2 Wl R T LR o =
n0(rh/rh,0) (n KA s n0 KRS srh BRFLER I FRMILAEB) ) 24242 svh, 0 JRFLER
TEARFIALAES) 441

[0314] 24 T SVFAEAHFI IR FE S EOR 8 AP i, S BT — W E R 11 77 (Mooney
equation) ( AFE 1) (Mooney,Colloid Sci, 1951 ;Monkos,Biochem. Biophys. Acta 1997) Fl
HH O P A O R AT RS

— ch] Tt 1
[0316] (S :ERE MW A EAMER 220 K : BER ¥ (self-crowding factor) ;@ :
TR I AR 400
[0317] R E/RTER 2 4 57 Fe #4r A BA AA 5872 1) VEGFang2-0015 AHEL, 7E Fe &6
53 HA AAA 5872 ) VEGFang2-0016 75 Jr A R i i 3 B AR IR kG A2
[0318]  DLS ZREEFFUHHESE

SO
[0315] =1, ex
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[0319]  7F 20mM ZH 2% / ZH 2 R S AL 4, 140mM NaCl, pH 6.0 " L 1mg/mL ¢ 3R & ) %
FE b, W2 0. 4 wm JECRE O 8RB D6 384- fLPAch, JF H A A E & . 75 LA
0.05°C /min B M 25°C 22 80 °C IFA i FF S N, J8 i 30 0 6 B 3 52 0 & A3 )
AR, BTG 8 O ARSN ) AR P IR . 45 R Bos/EE 3 .
R 3, B8 T AR AA AL 1) VEGFang2-0015 AHXT T 7 Fe & 4> B AAA SEAZ 1
VEGFang2-0016 [¥) 58 4 VEGFang2-0016 £ I H 61°C ¥ 5 AE FFUGVR EE, A HA AAA S5
VEGFang2-0015 I H 60°C 158 4 FF 4h IR &

[0320]  DLS K%

[0321]  7F 20mM ZH 2% / ZH 2 R S AL 4, 140mM NaCl, pH 6.0 1 LL 1mg/mL (¥R /& ) 4%
FES, BT 2 0. 4 1 m JENR) S0 R 2 D6 384- fLPAch, JF H A Al mE . 125K
BTk BE B AR R AE 50°C I TE IR 2 £ 145 /NI, Gl k3 ) o6 B 5 8 0 B ik sh ) 2
Feft, TEAZSEEH, RARKRIT S M 8 O AE T & BN R 3R A ) 5 | 2 P 3 ks B 4%
B ST [ (K 388 0o 3K 3 T DLS [ 77 V506 SR SR AR R S PR AR T 3K S8 SR A4 vy LG 49 3
(over—proportionally) vifik T = EEEAE . BE27E 50°C (FiERETHIRENERE,
W, F3C) 145 /NI, BT VEGFang2-0015 1 VEGFang2-0016 — 3%, { & IL/N T 0. 5nm [#1°F
Bk EATYE N

[0322] LA 100mg/ml £F 40°CAFfE 7 < (HMW 381 )

[0323] AL SIRAE 2 AE pH 5.5 1) 200mM A5 Z BRBEHIBRNE ' 100mg/mL [{I 23R BE, Tl ik
Je It HAE A0 CHERAT T Ro FERAFZBIAIZ 5, 3B R/ NEEBEZ M 2 i 2 B AU
Gy RPN HMWs FITLMWs) BRI & o ZEORAT BRI 5 il 45 I S R & (AR 2 T 1)
FIMW I LMW 235 58 0 22 591 23 S35 kg “ MW 84 0760 ““ LMW B8 07, &5 R R AR 4 Al 4, B
785 VEGF Ang2-0016 ( HA AAA 5877 ) #HLE, VEGFang2-0015 ( 75 AAA 5875 ) KDL H 5 &
F) 2 W6 Yok /1> R0 B v ) HVW 38500, A N4, 5 VEGFang2-0015 ( 6 AAA 58758 ) #HEL, VEGF
Ang2-0016 ( HAT AAA 578 ) S HA e AT 1 2 B 00 o) i

[0324] 3£ 4 4 40°C 7 RJGH) & FEWE HMW FIT LMW g

[0325]

ST A %(40°C-(-80°C))
g HMW | LMW

VEGFang2-0015 (-AAA 587%) 23,56 289 | 0,67
VEGFang2-0016 (+AAA Z74%) | -1.74 1,49 | 025

[0326] fH] BIAcore® T100 B T200 1% 2% (GE Healthcare) 7F 25°CIH L #0555 I

P (SPR) M€ T —VEGF FIHi —Ang2 XURs PRI DI BE /0 M. BIAcore® £ 4: 7t 73 i3 H
Tor FAHEAE ST SPR-FEAE JE T8I T A K AR A% I8 5 v 3R 1T K97 5 26 1)
D5 o 7 0 2 A AR R 7 HH ] R ICAA S DAV VR St AR 20 M A0 2 TR AR B4R L 5 1B ) R T
RS . WAy T A G AR T R E RCAR, W BTE R IN, OF B ) IRR, R
[ 72 ARG AA AR B TG T TR, JBUE b (S B2 SR ) o SPR SRVEXTRCAR / 73 B4 & 1)
PRSI WO, iR S A G R AL (ka) MR B RE R (kd) FOPHTH % (KD) o
[0327]  SLjifs 3
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[0328] & VEGF. Ang2.Fc y R fil FcRn 454

[0329]  VEGF [A R A5 ) 2 o Rk AL FE bl — A8 S B E R PEAS

[0330]  {#HH GE Healthcare ft M IINZHIHIAF &, ¥ KL 12000 M LR BAL RU) I
KA (100 g/ml tLZEHIAF (ab) 7,;0rder Code ;28958325 ;GE Healthcare Bio—Sciences
AB, Sweden) 7F pH 5. 0 fHIEEE] CM5 5 A (GE Healthcare BR-1005-30) . FESAT RS LS
VR PBS—T (10mM PR G2 57K, 4955 0. 05 % IEIR 20) pH 7. 4. WiEHMEE N 25°C — 3 HAE
i XA RE A 12°C - 3 HHBAT S UM IR o 1@ LA 5 1 1/ min (A0S 5T 50nM %
30 Ao R S Bk I 300 FBATLL 30 1 1/min AUV M 300nM FTEELL 1 & 3 FkE
TEST LRV TP AS RIS 18 N hVEGF 121, /) B mVEGF 120 8% K i, rVEGF 164 Wl 45 & . B AH
W2 22 1200 F2, I HIE S A RS TR B RIS TS 5| & . Bt pH 2.1 B H %
RSV LD 30 1 1/min [KULIESESR 60 AP miAER i 4. BidmE HILFESIA Fab’ ) 3R
IRE RN IEAARIT G2 ES (Bulk refractive index differences). Hig3=2
TSV (=WESL) . 8 Langmuir 1 : 1 BRI HERW KFHANS) 155, 4R
WoRTER 5 F1,

[0331]  Ang2 BWSEAN A HED RN AE SR P B P-Al

[0332] T ek iff o P AT VR S A Ui R B AR FH O 4 KT BE, s R I A A FH )
EF . VETRER I AFEIRA CVEGF-ANG—2> XURF S MEHUAK, (R Er fE 18 2 ik B, i F A
AV B IR AR (= Ang2) o 1 B GE Healthcare fit R IR fE B ik 30 2, 4 5 K AT B L3R
AL (B, 17000 SRR A7 (RU)) BIPLARSE pH 5. 0 [ 2 7E CM5 5 )7 (GE Healthcare
BR-1005-30) K F. FEMAIRSBZE ML HBS-P pH 7. 4. WMzhihix®E A 25°C, 3 HAEM
XAVEE R 12°C, I BT MBI IR A T P A E ik, B ik BE i Ang2 vE5+
BIE A5 [ 72 ) VEGF-ANG—2> XURs S BT R I BIAcore WBht P o 454 1K) Ang2 K &1 2 3L
AL (RU) FF HAEFX IR AL RIS (T VEGF-ANG-2> BURE S DA, I 0 22
200nM [ 11 NREE ) B 10nM Ang2 5.7, 7 H R VEEEIRARPE . mAaEMH =K Ang2
DB R 8. 2 RN J 7 A RS L e S U S 1 Ang2 MR o AT T S Ang2 WRFEAE N
y HUAT TP BT TR BEAE A x B, R Model 201, {4 XLfit4 (IDBS A ) Wi
4= ZHUA . Bz S0t ESER ) . @it 0. 85% H,PO B LL 30 1 1/min
(IR PEE — IR 30 Fb, AF R PR A2 o e ak ek 2% ph 2 1 A9 S 1 2 T SR A5 1 o) 4SS 1 AR AR 97 55
KIS, HREREKE P,

[0333]  FcRn F2A 361

[0334]  XFF FeRn W&, A58 A1 F T LUBCET B G (XU S e DL iR 5 A FeRn
BUEBL PR (101 g/ml, LFREN pHb. 0) H, IF HAS A BTAcore [a] 3 i #8 ] [ e /g 25 [l
SELE Cl- &5 7 (GE Healthcare BR-1005-35) |- % £ 200RU. VzhitikE K 25°C, If A.
FEMRARE N 12°C, HisIT MBI IR . ARG 2 PBS-T (10mM 512 2%
MERK, B 0. 05% iR 20) pH 6. 00 A T ATRERPHLAARTEAE AN [FI T TG WAL, il £ 62. 5nM.
125nM 1 250nM. 500nM (K1 EE . PR 2 R 30 1 1/min, 35 HAGAS R [RIRE % Sl v 5 2108 F
T b, e 180 MK 44t a] . 3t LA 30 1 1/min RV TES pH 8 ¥ PBS—T60 i {# 2
TP A o B 9325 H 25 1 R T SJA 1) ) 7 TR ASS 1 AT S 3 22 7 o IR R (=
MEZL) . HKE Bia—Evaluation M G TFHARSEM 1. W52, % RUE (RU
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max) EF X P M I R 2 I, P A B - Yt e e BE T 2- ZEUE, THE BT SR, vT
T8 35K RUAE, FHILARE SR o SRR R e Bl 5 FIR 7 e SRALIHL, W] AR e B 0 &
N /D BRI FeRn FISEFRT S 6

[0335] Fc yRIIIa &

[0336]  {# ] E#E 45 &I HEAT Fe v RITTa Wl 5. M 1 GE Heal theare )W [ 1%
IR S0 K2 3000 IR AT (RU) B RS (1w g/mlPenta-His ;Quiagen) 7E pH
5.0 fHEEE] CMb By o FESLFI RA S HBS-P+pH 7.4, Wiahthix &N 25°C - FF H
FER XA E N 12°C - I HHBIT RS R, Bkl 50 1/min FVLIEFESS 100nM
HEH 60 FhoRAi 3K Fe v RITTa-His— 524K, 1Ll 30w 1/ BHE S 100nM (1 00RE 5 Hi
B A DL (TgGL WK HIPL -Dig FI 1gG4 WRHLIA ) 180 MRl E LG, Wit
M pH 2.5 B HZIRE R LL 30 1 1/min MIFLEYES: 120 IR FHA. T Fc yRITTa 45
HAR T Langmuir 10 1A, FIHE—IENE S G / es G DA 7 20T LA
€ Fey Rla Ml Fe vy RITa 455 . iR E/RIERE 6 Fr, Horp Has g 5| A48 P329G LALA,
P BERTIN R B £ (K EF X Fe v RIT1a HI45 4.

[0337] %X <VEGF-ANG-2> XURE S PEHUAAR I BMAL#) VEGF- HT Ang2- 455 I 1FAilh

[0338]  IEiL{dFH FH GE Healthcare fit A I HZ ARIBIAT &L, # K4 3500 LR AL (RU) ()
kg% (10w g/ml ZEHT A 16 ;GE Healthcare Bio—Sciences AB, Sweden) {E pH 5.0
fBIE] CM4 5 A (GE Healthcare BR-1005-34) . FEELMIZRZE MY PBS-T (10mM 2
PR K, AL E 0. 05 % 3L 20) pH 7. 4. Vsl KT ¥ BN 25°C, FE il X AL B E A
12°Co FERAT, B sl HIE AT 22 B BB IR o

[0330]  GELLL 5w 1/min HIVRIETE S 10nM ¥ 60 AR A SRl XURr 2 HEPT k. T8 i
SE BT R 5 R B I (A 30 1 1/min) (AR AR EC AR (95 T 45 A e ok o A R G AR
5T R XU BRI S 25 5

[0340] 1. VEEFMEE A 200nM [ A VEGE 180 #b ( %5 i —HUJR 454 )

[0341] 2. yESHKREESS 100nM A Ang2 180 Fb (@ p—PlR LS

[0342] 3. VESHREE K 200nM fE) A VEGE 180 #b, #3553 AN SHKR FE & 100nM [ A Ang2 180
Fb (4E VEGF HIAFLE N %52 Ang2 54

[0343] 4. VESHREE A 100nM ¥\ Ang2180 Fb, $535 Y SME SR E 24 200nM ¥ A\ VEGF ( £F
Ang?2 [FI4F4E N %8 VEGF 45 &

[0344] 5. FL[FEEGSAE A 200nM [KJ A VEGE FIK A2 A 100nM [ A Ang2180 5 ( [A]INf %5 &
VEGF 4541 Ang2 545 ) .

[0345] i@ iF LA 30 1 1/min FRURIE A 3m MgCl2 ¥V ¥ES: 60 P R w4 . Witk hl
FPUN 16 R IIRAF R0 R M KL E AT R 2= F .

[0346] G LIATTVE 3, 485 19 B A S5 TEUS 75 L 1 2 % A& AR 5 KSR
AEABL, WU BT 38 XU S MEBL PR BE A Al AT B &5 S R . 55 R BoRAER 9 v, HoAr iy
Pifk VEGFang2-0016 VEGFang2-0012 #i &7~ H GE % M7 M AT H i 45 4 VEGF Fl ANG2,
[0347] 5 <VEGF-ANG-2> XURf S BT AR RIS VEGE— F1 Ang2- &5 & [ vFAl

[0348] 25—, il id{H HH GE Healthcare fHtNV [ E ARG &, ¥ K2 1600 HLHR HA7
(RU) f#] VEGF (20 u g/ml) E pH 5.0 fBEEF] CM4 15 )7 (GE Healthcare BR-1005-34) k. ¥%
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mn RGP PBS-T (10mM BRI 2% i £h 7K, £ 2 0. 05% il 20) pH 7. 4. BN E
M 25°C, I HAE XA E R 12°C, I HHISAT G2 B8N Ik o 55 =, ¥4 50nM XURE e Bt
AV LA 30w 1/min (IS 180sec. 5=, LA 30 u 1/min MV S hAng—-2 180 Fb.
hAng—2 {1454 Wi N e T 5 VEGE 455 XCRs e TR i &, JF HAR IR RN 455 . i H
0. 85% H3P04 %5y LA 30 u 1/min HIFIEBE 60 FH R HH 4. #id hAng2 52 H VEGF 45
A1) VEGF-ANG-2> XURE S MEHLAR ) 7 AR R M S5 A5 5 BoR AN &5 & o 0T AP Uy
SEPEPUIK VEGFang2-0015 Al VEGFang2-0016, A AR I F 5 <VEGF-ANG-2> XURF S MEBHTA 1K)

[F] ) VEGF— #1 Ang2- 454 (¥R R B7R ) .

[0340] 3K 5 &5 Xk B SRR VEGE [ Fh Y 15l ) 24260 )
[0350]
VEGFang2-0015 | VEGFang2-0016 | VEGFang2-0012 | VEGFang2-0201
- -SR] - R ~FMER D
A VEGF| <I1pM (EH <1 pM (Gt H <1 pM (i Hi <1 pM (i H
121 Biacore KLf%) Biacore Fi#%) Biacore KiA%) Biacore J%)
/5 i THE P ey Tes Tes
VEGF 120
PN F 13 nM 14 nM 24 nM 35 1M
VEGF 164
[0351] % 6 :%% ﬁ‘;@ Ang?2 E‘J%/&%%Hﬁ
[0352]
VEGFang2-0015 | VEGFang2-0016 | VEGFang2-0012 | VEGFang2--0201
KD [nM] KD [nM] KD [nM] KD [nM]
A 8 20 20 thd
Ang2
' B 5 13 10 tbd
oS
Ang2
R 8 13 8 tbd
Ang2
1% 4 11 8 thbd
Ang2
[0353] 3 7 .45 5 KVEGF-ANG-2> XK S M Hi 44t % FeRn fSEH1
[0354]
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VEGFang2-0015 | VEGFang2-0016 | VEGFang2-0012 | VEGFang2--0201
[EA1H] A Bl [EH1 )
A 0.8 pM T4iE po e 0.8 pM
FcRn
ewily 0.9 uM Tais Tékt 1.0 uM
b
FcRn
78 B 0.2 uM Tait p o ke 0.2 uM
FcRn
[0355] K S :4F X FyRI-111a K454 45 %
[0356]
VEGFang2-0015 | VEGFang2-0016 | VEGFang2-0012 | VEGFang2
-0201
FeyRIa LEif Téia it Eeie)
FeyRlla P e e Fbt @it
FeyRIlIa Tgs pirt ey & Tl
[0357] £ 9 :45F :VEGF— F1 Ang2 %%} <VEGF-ANG-2> XURs F Pk a7 i &5 &
[0358]
1)Ang2 | 2) VEGF | 3) & 4) % 5) FhlF
[RUmax] | [RUmax] | VEGF | Ang2 Ji | Ang2+VEGF
Ji Ang2 | VEGF [RUmax]
[RUmax] | [RUmax]
VEGFang2-0016 174 50 211 211 211
VEGFang2-0012 143 43 178 177 178
[0359] S 4
[0360]  JHUitEyE
[0361] A 73 f IR <VEGF-ANG-2> XURs S PE B AR i 3R 1E, & s o i IE A 21 25, d ik

FRE AR, IF H 58 17 B TdeS— W4k (AL IRBEEK B (S. pyogenes) ) TgG— P fif i ) 11
VEGF-ANG=2> XURE 5 M P I H W3 28 B8 7 0 i vk (EST-MS) e 56 1E Tl (19 — 2 45 140
TdeS— W 4k 3% #£ i3 4T : £ 100mmol/L Nal,P0,/Na,HPO,, pH 7.1 H1 [ 21 g IdeS & [
(Roche) 7E 37T°CIHLH 100 u g AALIIHLIR 5 /DI BT, ¥R PUALL Img/ml )8 AL
7F 37°CAE 100mmol/L NaH,PO,/Na,HPO,, pH 7.1 tF] N- $ETFES F. A& B R AN 0— Kl 111G
(Roche) T #iFEib £ & 16 /M, 2R JG4E Sephadex G25 #F (GE Healthcare) it HPLC
Wik, Wik el TriVersa NanoMate S5 (Advion) f¥) maXis 4G UHR-QTOF MS &%
(Bruker Daltonik) FHFATH) EST-MS 2 o i & o

[0362]  %T IdeS—VHALIK L HEILAL (8 10) (ERSSIF I ZBERAL Y (£ 11) 70 T3R5
) 5T B X . VEGF-ANG=2> XUy S PR DA ) 2 S5 82 > 471+ W 1K) 000 o i, ok U S
PEHUA PN AR EE LCyo M LC caneis KA LI AN R I EERE HC o T HC |y ALK
[0363] 3K 10 : LRESEALHT H. TdeS— AL IRV 5 1% <VEGF/ANG2> Hit {4 VEGFang2-0201 (&
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AAA FE75 ) Fl VEGFang2-0012 (4 AAA 5375 ) f) &

[0364]
VEGF-ANG-2> X | VEGF-ANG-2> X{
RGN | 4 RS SR
B0 F(ab’)2 FALH Fe
TR | R AT | TS| R
TR | WEE | WERE | PR
H[Da] [Da] [Da] H[Da]
VEGFang2-0201| 99360.8 | 99360.7 | 47439.2 | 47430.1
VEGFang2-0012| 99360.8 | 99361.1 | 47087.7 | 47082.0
[0365] 3% 11: 3¢ BF 3L fb ¥ <VEGF/ANG2> Hi 1k VEGFang2-0016 ( G AAA 58 4% ) i
VEGFang2-0015 ( & AAA 5875 ) W )f &
[0366]
LWL VEGF-ANG-2> Rtk
Btk
WA FHEE | WERFYRE
[Da] [Da]
VEGFang2-0016 146156.9 146161 .2
VEGFang2-0015 146505.3 146509.4
[0367]  SLjitaf] 5
[0368] Fc—Rn EHTiE
[0369] HHEEFEPIAEYFE A sepharose L
[0370] | AW E AL HIBE M 2 4K i N 1 7 8% 5§t 4 W) & 85 [ sepharose (GE

Healthcare) , 3+ H4E BB W /D BT 4 52 /K7 42 ) sepharose JH %% 3| 1ml XK % (GE
Healthcare) H,

[0371] A FeRn SEREERZHT

[0372] 4444

[0373] AR ~F :50mmx5mm

[0374] [REJE :5cm

[0375]  LFf :50 1 g FEM

[0376]  “EHFZEME 20mM MES, B 150mM NaCl, #8754 pH 5.5

[0377]  PEMRZEME :20mM Tris/HCL, B4 150mM NaCl, 454 pH 8.8

[0378]  WEMi 7. 5CV “PHTEE MR, 7 30CV 100 % YENLZE MR, 10CY RN ZE i

[0379] A FcRn SEFIAEZEHT

[0380] 7F R, #24t <VEGF-ANG-2> XUR: St MEHUIARLE & A FeRn KIS FIAE B A4 B 1)

8] B ] BB F3RAG . 48 R, $R L CVBGF-ANG-2> XURs 3 MEHT RIS T A FeRn [
PR 1A o
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[0381] 3 12 .45 5 . CVEGF-ANG—2> XU S5 M B0 4 145 B8 1e) )

[0382]

PLig Or B I [H] [min]
VEGFAng2-0015 (& AAA | 78.5

e)

VEGFAng2-0201 (IC AAA | 78.9

5e%)

VEGFAng2-0012 (£ AAA | 2.7 (Void-peak)
o)

VEGFAng2-0016 (5 AAA | 2.7 (Void-peak)
KAZ)

[0383]  sLjiafy] 6

[0384]  Z5WAKHfzh 71 (PK) ¥tk

[0385] s FHEF AT A FeRn A FEF) Fe—Rn /s A5 21 PK 200

[0386]  FE/EVEAH

[0387]  AHFFUALFEMENME CE7TBL/6J /Ml (5t ) s8R FeRn {HAZX A FeRn 2226 F 542k
RIH /N ER, (huFceRn, fh & 276—/tg) »

[0388] 25 1 &%

[0389]  FvAq /) bl IS BRI A4 PN A 56—, TS B IR A 2 w L/ Ry ad A s (BRI,
2lugth 5%/ R 3 (VEGFAng2-0015( JG AAMA R A2 ) s 23.6ugtb 5/ K
(VEGFAng2-0016 (4 AAA 52735 )) o

[0390]  Wf/ELrRk 2 4, B4 6 KB, 40 1 405 2.24 FI1 96 /NI SRAE A, 40 2 7R 4524
J5 748 1 168 /N RAEMFE

[0391] i) /)™ B A HIR B 368 0k A 1) v 50 3 ok A FH ok B 48 =l A9 AK Precision Instruments,
Inc. MR TYTHE S NanoF il fid 1 88 & 4c. H 2. 5% 7 JUBE BRI/ B, I B/ [
MR () IR, 48 FH LA 40 £ 26 Leica MZFL 3 B4 F1HA Leica KL 2500LCD A %[
WKt (ring-light) . 2AJ5, 1 H 35 ‘S4FkiEH 20 L KHLEW,

[0392] 1 ik %o U0 A P KL 1K 5 it ok PA A B R 3y 4 K 4 1T v, FH T 10 1T AL & 7K
[0393]  FE=E 1 /DS, AR 4CEL (9300xg) 3 738, MM 3kAF 2 /b 50 u 1 [{)IfiE
FEdt o OB MiERE B8R, I BAE T A R RAEAE -80°C o 41 1 IBhIIIIGTT
IHRAEIRTT 7 96 /N 20 B Hisk, IF HLA 2 MW LE YRI5 168 /M- Btk . 7E 08T
A FE A RIRATAE -80°C o

[0394] 2 2 # 4y

[0395] v /) bl Al aed B2 D A AU P 3 S — 4, S 200 w0 L/ R Bh ) 38 4 s (R,
2lugtbh 5%/ R 3 (VEGFAng2-0015( JG AMA R A2 ) s 23.6ugtb 5/ K
(VEGFAng2-0016 (45 AAA 52735 )) o

[0396]  Wf/NERLP Rk 2 4, B4 5 KB, 40 1 A0S 1.24 F11 96 /NN SRAR A, 40 2 7E45 24
J& 748 1 168 /NI RAEMAFE . MR BLE FHIRER J5 5 Kk MR S IR, FH 13 13
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WAEDIKF.
[0397]  FEEE 1 /IS, B AE 4°CEL (9300xg) 3 4380, MM 3RAF 2 /b 50 u 1 [y
FEdh e B R MG R B AR, I HAE T Z AT R R AR -80°C.
[0398] il &AM EY) (/ML)
[0399]  IELVIHE — AL AR OR B SIS B IR AT IR AR o X T, ¥ 55
HIRER R 1. 5-ml BA RHER RS BRI G IR ImL 40 B ey 22 vt
%k (Bio—Rad, Bio—Plex 4 2t ik, Cat. No. 171-304011) . 7 F B8, oA
500 1 L Frfief il 2% i 40 Mo 2R 28 v, FF HAL T 1. 5mL ZH 2R 5 4% (Kimble Chase, 1. 5mL
B, Art. No. 749521-1500) FHHRUEME . SR )5 , BRIV R IR LUK, I B IRBEES .
T BRI AR AL, R DL 45008 B0 4 43 EP. B0 JE, B BIE W, IR H BLE
i ELISA @0 3 2 BTARAFAE —20°C
[0400] 3 H7
[0401] I B IE S 2 W B 52 (ELISA) 52 <VEGF/ANG2> FLAARLE /) BRI FHHR A 4g)
R .
[0402] 2 T & B/ BB A IR REAE A (1) <VEGE/ANG2)> Bk, FEAT bR (1) [ AH 22 41
e 0 Fo S5 I e , I A AR R AL R o B AL Y (digoxigenated) B 5TREDUALE N
TSRS I BUAR . A T IR SE 23 A 0 SURE S 1k 1 58 B 0k, P AR ) 25 AL (R Al SR B AR U
P ~VEGF— 25 A7 i, 11 BT IR v b 38 85 FEAL IR I BT AR T 0 BT BT —Ang2 455 47 mi 45
G o ARG, S PO B EE BT (R BRI B o S B RS 7E B R P AR ) 2 i B
TCE S T TR (SA-MTP) [ AH L 3 SR BT  r BT AR Bt R 1 45 & I S e B A4 U
2% SAMTP )R 454 B4 3+ BN ABTS- &4 )5 » 13 215 5 5 45 5 7E SA-MTP [ [& 41 1
R AT R E o AR S T8I 2 AT 43 BT BOAS LE SRR B2 R A5 5 S A P B ok
AT E .
[0403]  {EZ5—25H, SA-MTP FH 100w L/ FLIIREE N 1w g/mL (A4 R AL 4 SR DU
7 (mAb<Td<VEGF>>M-2. 45. 51-1gG-Bi (DDS)) 7E MTP- #%zli#5 £ LA 500rpm £L4% 1 /N [F]
N3RS TE 77 QC— AE S FIRE o JEES IEFIFT QC— FE SRS 2% IS B MR RE L LS
15 S ERIEF M 2 MEE PN
[0404] A sRPUIAELBE SA-MTP Ji5, A BES G2 PP 300 u L/ FLBEE PR =k A5, 1%
100 1 1/ FLEIAR IE ) QC— #E S FIFE MW 2 SA-MTP |, FELL 500rpm PR E L /M. BRIE,
Sy Ml i R B A LLILPT —VEGE 45 540 s 45 & 75 SA-MTP [ [ 4H b o ¥R 7 i ik v Tk
FBR ARG MG, 1) SA-MTP I\ 100 1w L/ FLIAE R 250ng/mL (K8 — K Hiik (mAb
{1d-<Ang2>>M-2. 6. 81-1gG-Dig (X0OSu) ) o [AIFEHE , K- P MR AFE FE BN 28 L LA 500rpm B H 1 /M.
ek a, 1) SA-MTP LN 100 w L/ FLIAHE 4 50mU/mL 158 — AP iA (pAb< i Hi o 55
H >S-Fab-POD (poly) ) , 7 HE-FH LA 500rpm FHEE 1 /DIt fEmfa ek P R LR &
IR HTAA ST , IO 100w L/ FLRIJEY (ABTS) o Uik - BESR &1L ABTS® JEM I,
R o #R 5, 8L ELTSA SEHUY LA 405nm A4S (2 LK :490nm ([405/490]nm) ) I &1E 5 o
[0405]  Z4WAREN B 2= VR
[0406] I 254U 8 )1 % PE FE )7 WinNonl inT™M (Pharsight) , A 5. 2. 1 L HE5 =
23 Hr (non—compartmental analysis) tHE 53N 112240
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[0407] &5 .A) MIEWRE
[0408] G TIMIEW LI E5 R Bor{Ek 13-16 A 7B-7C 1,
[0409] 3% 13 :VEGFAng2-0015 ( JG AAA 577 )+ LU 35 JRCR A PRI IR PR FH s ) L A P
[0410]
B IR P9 N JE . | B A N JE PR I
TEWRE wE

ID SESWEE [ng/mL] SESU B [ng/mL)

1h 17.7

2h 9.8

7h 10.4 12.1

24h 6.4 8.3

48h 6.5 6.9

96h 3.4 4.1

168h 2.9 2.7
[0411] 3% 14 :VEGFAng2-0016 (5 AAA 5377 ) + L 35 BRCaR A oA R Ik PR FH S 1) I e A P
[0412]

BRI OR N N H JE RO | Rk P9 N S R I
HKE W

ID S [pg/mL] IR B [ng/mL]

1h 18.4

2h 7.0

7h 8.7 10.0

24h 22 3.3

48h 1.0 1.0

96h 0.1 0.1

168h 0.0 0.0
[0413] 3K 15 :VEGFang2-0015 ( g AAA 54F ) Il VEGFang2-0016 (4 AAA 5845 ) - LU 338

RPN e i ISR

[0414]
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VEGFang2-0015 (G | VEGFang2-0016 (5
AAA RZ) AAA RA)
D SR [ng/mL) I ¥ [ng/mL
2h 9.8 7.0
7h 10.4 8.7
24h 6.4 2.2
48h 6.5 1.0
96h 3.4 0.1
168h 2.9 0.0
[0415] 3£ 16 :VEGFang2-0015 ( & AAA 534F ) Fll VEGFang2-0016 ( 4 AAA RAZ ) LL & He K
P S P L7 e
[0416]
VEGFang2-0015 (& | VEGFang2-0016
AAA REE) (H AAA TE)
ID | FIgE [ng/mL] W [ng/mL]
1h 17.7 18.4
7h 12.1 10.0
24h | 8.3 3.3
48h | 6.9 1.0
[0417]
96h |4.1 0.1
168h | 2.7 0.0
[0418]  455L :B) ZEHR AT HE [ HE ZLpE 4 (v
[0419]  SCTHR MY IR 45 R BorER 17-18 F1F 7D-TE .,
[0420] 3K 17a :AEPFEARN N BAG IR f5 VEGFang2-0015 ( g AAA A% ) 1EIR A4
[ P
[0421]
n=6 /)R PR S AE
D SFIRAE [ng/mL]
FiR 8.7
poh HHR 46.1
Al 4.3
168h A R 12.9

[0422]
[0423]

47
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n=5 H /RT3 AR
D R [ng/mL]
FHR 4.2
eh AR 7.5
i 3.4
t68h o a
[0424] 3% 18a AEFEEAN N A BIA R 5 VEGFang2-0016 (47 AAA 58748 ) 1ENRZRAAY)
IR B
[0425]
n=5 F /NPT R (]
ID PE3# [ng/mL]
96h | ZciR 0.3
AR 34.5
168h___ ZrlE 0.1
A HR 9.0
[0426] 3 18b ¥k N N H J5 VEGFang2-0016 ( A AAA 58745 ) fEHR S+ ik 1
[0427]
n=5 H /D EIEEE
D SRR [ng/mL ]
R 0.0
h B oa
Wanti & 0.0
Losh AR 0.1

[0428] 5L 4h

[0420]  BEFEIAPN VA G, 500 AAA SR IR XURE 5 1 <VEGF/ANG2> Hifk VEGFang2-0015 4H
Lt , ZEHR 4484 h , A< 2 BH T3 1R US54 <VEGE /ANG2> Hi 44 VEGFang2-0016 (5 AAA RAF)
N HARRIRHR B (96 F1 168 /N5 ) o

[0430] Ik Ak, B2 3 A N H JE, 5 6 AM R AR B W R v PR KVEGF/ANG2> i
& VEGFang2-0015 AH b, & Il & F, A& & B Jr & 09 X% 5 M <VEGF/ANG2> $i &
VEGFang2-0016 (7 AAA 5745 ) S5 40k 7~ Hh BECBR T (14937 o o0 B ) - S .

[0431]  SCjiafy] 7

[0432] /)N B A Pl 1T 788 O A 00

[0433] 4 TH I EA & A SEQ ID NO 7 F1 8 fyHL —VEGF VH F1 VL fIEA SEQ ID NO :
15 F1 16 [f137 —~ANG2VH F1 VL [ XURE F 7 <VEGE/ANG2> HUIRTE /R X VEGF 175 S [ i /8% %% A=
(R A R AR BATTEEAT /> BRUAR IR I A e AR 5 o 71230 5 T, % VEGF 211 Ny laf 1o
A7 UL 5% M4 (Llimbal vessel) [l & P BORE N B J0 M0 E 1 M B A 2 b o ifn A7 S B i) A
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JEE R A, T IR] T FE VEGF BRFE . 8-10 JAIRS (K #ENE Balb/c /N B B 48 [E IR /K 9K 2% /R P ]
Charles River. 4/ Rogers,M. S. , 2%, Nat. Protoc. 2(2007) 2545-2550 ATiA [ 75 VEE R
Mo 16 5 2, (R R, FERRIR IR /N A A FH 7 AR T R AR IR k7 T2 % 3] 3 M T 0
[RIKZ Imm Ab 4 55 22 %9 500 wm FITEEE . REATEAE N 0. 6mm (I /7 ( Nylaflo®, pall

Corporation,Michigan) , JF HASHE A X BRI 284 o [ ZEAH M. 19 A2 K R BUAE R
#) (vehicle) FETE 4/ 30 434h. 75 3.5 M 7 KJ5 (s, A 3.5 F1 7 KJ5 ), AR
A R, I FLIW 0 s N o T v BT S TIAR /AR R IR S TR 3 A B0k e 2 g
[0434]  JITiR (5 Jy 4148 300ng VEGF BRAE A% I PBS, HAEAN 7 Ko 7658 3.6 F1 / 8L 7 K,
I e M AT B 5 A i AR . ZE IR AN AT — K, BL 10mg/ kg T3 2 7 ik P9 e A
iik CH Rk N R, M3 — 8 5E (1) VEGFang2-0015 (¢ AAA 5875 ) (5 VEGFang2-0016
X AN AE T AAA 5875 3 B 2L A AH R (1990 —VEGF FIHT —~ANG2VHs Fl VLs kA S0 ) FH/ES
) 5 P ATINAE PR N VEGF— 15 5 I ML A8 i AR B 88 % AR AR o X R I s 4 52 IR

Bl AR 10ml/kgo
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[0001]
AR
<A10> ERSHFEHERAHE
120> SRR VEDT-VEGE /- ANG- 2470 A J H 7 0 77 HR M A s o M1 1 P

<130> 31094 WO

<150> EP12176299. 1
<lal> 2012-07-13

<160> 50

<170> Patentln version 3.5
210> 1

211> 14

<2125 PRT

218> AT

<2205
223> ERECDR3H, <VEGP>THE L4

400> 1
Tyr Pro Tyr Tyr Tyr 6ly Thr Ser His Trp Tyvr Phe Asp Val
1 5 10

210> 2
11> 17
212> PRT
213> AT

<220>
<223> EEPECDRZH, <VEGF IR

<400> 2
Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp ?he Lys
1 5 10 b

Avg

210> 3
L211> 5
€212> PRT
213> AL

<220>
<223> HEBECDRIH, <VEGF>HRERHELHL

<400> 3

His Tyr Gly Met Asn
1 5

Q210> 4
211> 9
<212> PRT
213> AT

220>
293> WEPECDR3L, <VEGFSHEEREIT

400> 4
Gln Gln Tyr Ser Thr Val Pro Trp Thr
1 5

[0002]
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[0003]

L2102
211>
212>
213>

220>
223>

<400

a

7
PRT
ATH

BREECDROL,  <VEGRYEE Bk By

~

o}

Phe Thr Ser Ser Leu His Ser

1

<210>
<211>
212>
<213>

220>
223>

<400>

1

210>
211>
212>

5

6

11

PRT
AT

BEECDRIL, <VEGFYE fRBay

6
Ser Ala Ser Gln Asp Ile Ser Asn Tyr Leu Asn
5 10
7
123
PRT
ALH

213>

220>
223>

<400>

AT AL MVE,  <VEGFY S Bk 24T
7

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gli
1 5 10

Ser: Len Arg Leu Ser Cys Ala Ala Sgr Gly Tyr Asp Phe

20

Gly Met Asn Trp Val Avg Gln ﬁ%a Pro Gly Lys Gly &gu

38

Gly Trp Ile Asn Thr: Tyr Thr Gly Glu Pro Thr Tyr Ala
50 1515) 60

65

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser
9 70

75

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val
85

90

Ala Lys Tyr Pro Tyr Tyr Tyr Gly Thr Ser His Trp Tyr
105

100

Trp Gly 61n Gly Thy Leu Val Thr Val Ser Ser
115

<210>
211>
212>
213>

120

107
PRT
ATH)

ol

Pro Gly
15

Tha His
30

Glu Trp

Ala Asp

Thr Ala

Ty Tys

95

Phe: Asp
110

Gly

Tyr

Val

Phe

Tyr

80

Cys

Val
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¢220>
<223> REEETARLEMIBRVL,  <VEGFYEE BRE T

<400> 8
Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

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

Leu Asn Trp Tyr Gli Gln Lys Pro Gly Lys Ala Pro Lys Val Leu Ile
35 40 45

Tyr Phe Thr Ser Ser Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Tht Ile Ser Ser Leuw Glan Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Thr Val Pro Trp
85 0 95

Tht Phe Gly Gln Gly The Lys Val Glu Ile Lys
100 105

10> 9
211> 20
<212> PRT
213> ATH

220>
<223>  EEHECDR3H, <ANG-2> Ang2i LC107B4k

<400> 9

Ser Pro Asn Pro Tyr Tyr Tyr Asp Sep Ser Gly Tyr Tyr Tyr Pro Gly
1 5 10 15
Ala Phe Asp Ile

20

210> 10
Q11> 17
<212> PRT
213> ANTH

<220>
223> EPECDR2H, <ANG~2> Ang2i LC10AF{k

<A400> 10
Trp Tle Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

210> 11
211> 5
212> PRT
213> ATH

[0004]
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<220>
223> EHECDRIH, <ANG-2> Ang2i LCLOAE{k

£400> 11
Gly Tyr Tyr Met His
1 ]

210> 12
@11y 11
<912% PRT
213> ATLH

€220
<223> BREECDRSL, <ANG-2> Ang2i LCLOZE{K

400> 12
Gln Val Trp Asp Ser Ser Ser Asp His Trp Val
1 5 10

<210 13
@y 7
<212> PRT
213> AL

<2205
<223 ZEECDR2L, <ANG-2> Ang2i LC10ZE/E

<400> 13
Asp Asp Ser Asp Arg Pro Ser
1 5

210> 14
211> 11
<212> PRT
218> ATH

220>
$9223> BRBECDRIL, <ANG-2» Ang2i LCLOZS{E

<400> 14
Gly Gly Asn Asn %16 Gly Ser Lys Ser Val His
1 10

<2105 15
Q1> 129
<2195 PRT
213> NI

<7205
<223 EEETTEEVE, ANG-2» Ang2i LC1OZS4E

400> 15

GIn Val Gln Len Val 6ln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 ) 10 15

Ser Val Lvs Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Tyr Met His Trp Val Arg Gln Ald Pro 61y Gln Gly Leu Glu Trp Met
35 40 45

Gly Trp Ilc Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 25 60
[0005]
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[0006]

Gln Gly Arg Val Thr Met Thr Avg Asp Thr Ser 1le

65 0
Met Glu Leu
Ala Arg Ser Pro Asn Pro Tyr Tyry T

Pro Gly Ala Phe Asp Tle Trp G1

Ser

210>

L211>
212>
213>

220>
223>

400>

Ser Tyr Val Len
1

100

115

16

110
PRT
ATH

12

1

75

Ser Arg Leu Arg Ser Asp Asp Thr Ala
85 90

yr Asp Ser Ser

05

y Glo Gly Thr Met
0

PRI AR AR IRVL, <ANG-2> Ang2i LCI0B

16

The Ala Arg Ile The Cys Gly

20

His Trp Tyr Gln Gln Lys Pro
35

Asp Asp Ser Asp Arg Pro Ser
55

50

Asn Ser Gly Asn Thr Ala Thr
65 70

Asp Glu Ala Asp Tyr Tyr Cys
85

Trp Val Phe Gly Gly Gly Thy

£210>

211>

212>
213>

400>

100

17
191
PRT
2 A (Homo. sapiens)

17

Met Asn Phe Leu Leu Ser Trp
1 L

£}

Tyr Leu His His Ala Lys Tip

20

Gly

Gly

40

Gly

Leu

Gln

Lys

Val

Ser

Thr Gln Pro Pro Ser
5

Asn

25

Gln

Ile

Thy

Val

Leu
105

His

Gln
25

54

Val Ser
10

Asn Tle
Ala Pro
Pro Gl
Ile Ser

75
Trp: Asp
90

Thr Val

Trp Ser
10

Ala Ala

Val

Gly

Val

Arg

60

Arg

Ser

Len

Leu

Pro

Ser

Val

Gly

Val
125

Ala

Ser

Leun

45

Phe

Val

Ser

Gly

Ala

Met

Thr

Tyr

Tyr

110

Thi

Ala Tyr
80

Tyr Cys
95

Tyr Tyr

Val Ser

Pro Gly Gln
15

Lys

30

Val

Ser

Glu

Ser

Gln
110

Leu

Ser Val

Val Tyr

Gly Ser

Ala Gly

80

Asp His
95

Leu Leu
15

Ala Glu Gly

30
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[0007]

Gly Gly Gln
35

Arg Ser Tyr
50

Tyr Pro Asp

65

Met Arg Cys

Thr Glu Gla

Gln Gly Gln
115

Glu Cys Arg
130

Pro Cys Ser
145
Cys Lys Cys

Leu Glu Leu

210> 18

211> 496
212> PRT
213> HA

<400> 18

Met Trp Gln

1

Ala Ala Tyr

Gln Tyr Gln
35

Gl Met- Asp

50
Val 6ln Arg
65

GIn Val Leu

Leuw 6lu Asn

Asn

Cys

Glu

Gly

Ser

100

His

Pro

Glu

Ser

Asn
180

Tle

Asn

20

Val

Asn

Asp

Glu

Tyr
100

His

His

Tle

Gly

85

Asn

Tle

Lys

Arg

Cys

165

Gla

Val

Asn

Gln

Cys

Ala

Asn

85

Ile

His
Pro
Glu
70

Cys
Tle
Gly
Lys
Arg
150

Lys

Arg

Phe
Phe
His
Arg
Pro
70

Tle

Gln

Gly

Ile

05

Tyr

Cys

Thr

Glo

Asp

135

Lys

Asn

Thi

Phe

Arg

Gly

Ser

55

Leu

Met

Asp

Yal Val
40

Glu. The

Tle Phe

Asn Asp

Met Gln

105

Met Ser

120

Arg Ala

His Leu

Thr Asp

Cvs Arg
185

Thr Leu
Lys Ser

25

Ser Cys

40

Ser Ser

Glu Tye

Glu Asn

Asn Met
105

55

Lys

Leu

Lys

Glu

90

Tle

Phe

Arg

Phe

Ser

170

Cys

Ser

10

Met

Ser

Ser

Asp

Asn

90

Lys

Phe

Val

Pro

75

Gly

Met

Leu

Gln

Val

155

Arg

Asp

Cys

Asp

Tyr

Pro

Asp

Thr

Lys

Met

Asp
60

Ser

Leu

Arg

Gln

Glu

149

Gln

Cys

Lys

Asp

Ser

Tht

Ty

60

Ser

Gln

Glu

Asp

45

Ile

Cys

Glu

Tle

His

125

Asn

Asp

Lys

Pro

Lew

Ile

Phe

45

Yal

Val

Trp

Met

Yal

Phe

Val

Cys

Lys

110

Asn

Pro

Pro

Ala

Arg
190

Val

Gly

30

Leu

Ser

Gln

Leu

Val
110

Tyr

Gln

Pro

Yal

95

Pro

Lys

Cys

Gln

Arg

175

Arg

Leu

15

Lys

Leu

Asn

Arg

Met

95

Glu

Gln

Glu

Leu

80

Pro

His

Cys

Gly

Thr

160

Gln

Ala

Lys

Pro

Ala

Leu

80

Lys

Ile
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[0008]

Gln

Thi

Val

145

Leu

Gln

Lys

1le

Ser

225

Asn

Asn

Val

Lys

Ser

305

Gly

Arg

Tyr

Ty

Ser

385

Ile

Gln

Asn

130

Gla

Gla

Thr

Lys

Lys

210

Ile

Ser

Leu

Ala

Ser

290

Thr

Trp

Thr

Trp

Val

370

Leu

His

Asn Ala

115

Leu

Ala

His

Ser

Val

195

Glu

Tle

Val

Leu

Lys

275

Gly

Glu

Thr

Trp

Leu

355

Leu

Tyr

Leu

Leu

Gl

Ser

Glu

180

Leu

Glu

Glu

Leu

Thr

260

Glu

His

Glu

Ile

Lys

340

Gly

Lys

Glu

Lys

Val

Asn

Val

Leu

165

Ile

Ala

Lys

Glu

Glin

245

Met

Glu

Thy

Ile

Ile

325

Glu

Asn

Tle

His

Gly
405

Gln

Gln

Leu

150

Ser

Asn

Met

Asp

Leun

230

Lys

Met

Gln

Thr

Lys

310

Gln

Tyr

Glu

His

Phe

390

Leu

Asn

Th

135

Asn

Th

Lys

Glu

Gln

215

Glu

Glin

Ser

Ile

Asn

295

Ala

Arg

Lys

Phe

Leu

375

T}‘" P

Thi

Gln

120

Ala

Gln

Asn

Leu

Asp

200

Leu

Lys

Gln

Thr

Ser

280

Gly

Ty

Arg

Val

Val

360

Lys

Leu

Gly

Thr Ala

Glu Gln

Thy: The A

Lys Leu
170

Gln Asp
185

Lys His

Gln Val

Lys Tle

His Asp
250

Ser Asn
265

Phie Arg

Ile Tyr

Cys Asp

Glu Asp

330

Gly Phe

345

Ser Gln

Asp Trp

Ser Ser

Thr Ala
410

56

Yal

Thr

155

Glu

Lys

Ile

Leu

Yal

235

l.eu

Ser

Asp

Thy

Met

315

Gly

Gly

Leu

Glu

Glu

395

Gly

Met

Arg

140

Leu

Lys

Asn

Tle

Val

220

Thr

Met

Ala

Cys

Leu

300

Glu

Ser

Asn

Thr

Gly

380

Glu

Lys

Ile

125

Lys

Glu

Gln

Ser

GIn

205

Ser

Ala

Glo

Lys

Ala

285

Thr

Ala

Val

Pro

Asn

365

Ash

Leu

Ile

Glu

Leti

Leu

Ile

Phe

190

Leu

Lys

Thr

Thye

Asp

270

GLu

Phe

Gly

Asp

Ser

350

Gln

Glu

Asn

Ser

Tle

Tht

Gln

Let

175

Leu

Gln

Glu

Val

Val

255

Pro

Val

Pro

Gly

Phe

335

Gly

Gln

Ala

Tyr

Ser
415

Gly

Asp

Leu

160

Asp

Glu

Ser

Asn

Asn

240

Asn

Thr

Phe

Asn

Gly

320

Gln

Glu

Arg

Tyr

Arg

400

Ile
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[0009]

Ser

Cys

Ala

Asn

465

Gly

Gln Pro

Ile Cys
435

Cys Gly
450

Tht Asn

Tyr Ser

210> 19

<211> 498
212> PRT
213> #A

<400> 19

Met

1

ITe

Ty

Glu

Asn

65

Gln

Leu

Ala

Glu

Leu

145

Ile

Leu

Thr Val
Gly Cys
Asn Arg
35
His Asp
50
Ala Leu
Lys Leu
Gln Lys
Gln Ile
115

Ile Gly
130
Thr Asp

Gln Leu

Leu Gln

Gly

420

Lys

Pro

Lys

Leu

Phe

Ser

20

Tle

Gly

Gln

Gln

Lei

100

Gln

Thr

Yal

Leu

Gln
180

Asn Asp Phe

Cys Ser Gln

Ser Asn Leu
455

Phe Asn Gly
470

Lys Ala Thr
485

Leu Ser Phe

Asn Gln Arg

Gln His Gly

Asn Cys Arg
55

Arg Asp Ala
70

His Leu Glu
85

Glu Asn Tyr

Gln Asn Ala

Ser Led Leu
135

Glu Thr Gln
150

Glu Asn Ser
165

Thr Asn Glu

Ser Thre
42h

Met Leu
440

Asn Gly

Ile Lys

Thi Met

Ala Phe

Arg Ser
25

Gln Cys
40

Glu Ser

Pro His

His Val

Ile Val

105

Yal Gln

120

Ser Gln

Yal Len

Leu Ser

Ile Leu
185

57

Lys

Thyr

Met

Tep

Met
490

Leu

10

Pro

Ala

Thr

Val

Met

90

Glu

Asn

Thir

Asn

Thi

170

Lys

Asp

Gly

Tyz

Ty

475

Tle

Ala

Glu

Ty

Thr

Glu

75

Glu

Asn

His

Ala

Gln

155

Tyr

Tle

Gly

Gly

Tyi

460

Tyr

Arg

Ala

Asn

Thy

Asp

60

Pro

Asn

Met

Thr

Gl

140

Thr

Lys

His

Trp

Pro

Lle

Ser

Phe

45

Gln

Asp

Tyr

Lys

Ala

125

Gln

Ser

Let

Glun

Asn Asp
430

Lys

Trp Phe Asp

Gl Avg

Lys Gly

Ala Asp
495

Leu The
15

Gln

Ser
480

Phe

His

Gly Arg Arg

30

Ile: Leu
Tyr Asn
Phe Ser
Thr Gln

95
Ser Glu
110
Thr Met
Thr Arg

Arg Leu

Glu L

=
[oa B¢l

Lys Asn
190

Pro

Thr

Ser

80

Trp

Met

Leu

Lys

Glu

160

Gln

Ser
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[0010]

Leu

Leu

Arg

225

The

Thr

Lys

Val

Asn

305

Gly

Phe

Gly

Arg

Ala

385

Ty

Ser

Asp

Phe

Gly

465

Gly

Leu

Asp

210

Gln

Thr

Val

Gly

Tyr

290

Asn

Gly

Gln

Glu

Gln

370

Tyr

Arg

Leu

Asn

Asp

450

Gln

Pro

Glu

195

Thy

Thy

Asn

His

Gly

275

Gln

Met

Gly

Arg

Tyr

365

Tye

Ser

Leu

Ile

Cys

435

Ala

Asn

Ser

His

Leu

Tyr

Asn

Asn

260

Lys

Ala

Pro

Trp

Gly

340

Tip

Met

Gln

Tyx

Leu

420

Met

Cys

His

Tyr

Lys

Lys

Ile

Ser

245

Leu

Arg

Gly

Glu

The

325

Trp

Leu

Leu

Tyr

Leu

405

His

Cys

Gly

Gly

Ser
485

Ile
Glu
Ile
230
Val
Val
Glu
Phe
Fro
310
Val
Lys
Gly
Avg
Asp
390
Lys
Gly
Lys
Pto
Lys
470

Leu

Letu
Glu
215
Gln
Leu
Asn
Glu
Asn
295
Lys
Tle
Glu
Asn
Tle
375
Arg

Gly

Glu

200

Lys

Glu

Gln

Let

Glu

280

Lys

Lys

Gln

Tyt

Glu

560

Glu

Phe

His

Ala Asp

Cys

Ser
455

Ala
440

Asn

Leu Asn

Arg

Ser

Met

Glu

Leii

Lys

Cys

265

Lys

Ser

Val

His

Lys

345

Phe

Lsgic

His

Thr

Phe

425

Leu

Leu

Gly

Thr

58

Glu

Asn

Glu

Gln

250

Thr

Pro

Gly

Phe

Atrg

330

Met

Tle

Met

Ile

Gly

410

Set

Met

Asn

Ile

Thr
490

Gly

Leu

Lys

Gln

Lys

Phe

Ile

315

Glu

Gly

Phe

Asp

Gly

395

Thi

Thi

Leu

Gly

Lys

475

Met

Lys

Gln

220

Gl

Leu

Glu

Arg

Ty

300

Asn

Asp

Phe

Ala

Trp

380

Asn

Ala

Lys

Thr

Met

460

Trp

Met

His

205

Gly

Let

Glu

Gly

Asp

286

Thr

Met

Gly

Gly

Tle

365

Gla

Gl

Gly

Asp

Gly

445

Phe

His

Ile

Lys

Leu

Asn

Leu

Val

270

Cys

1le

Asp

Ser

Asn

350

The

Gly

Lys

Lys

Ala

430

Gly

Ty

Tyr

Arg

Glu

Val

Arg

Met

255

Leu

Ala

Tyr

Val

Len

335

Pro

Ser

Asn

Gln

Gla

415

Asp

Trp

Tht

Phe

Pro
495

Glu

Thr

Ala

240

Asp

Leu

Asp

Ile

Asn

320

Asp

Ser

Gln

Arg

Asn

400

Ser

Asn

Trp

Ala

Lys

480

Leu
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[0011]

Asp Phe

210>
211>
212>
213>

<400>

Met Asp

1

Ser Gly

Pro Leu

Trp Arg
50

Met Asn
65

Glu Trp
Asn Gly
Tle Arg

Leu Thr
130

Lys Val
145

Phe Tle
His Leu
Tyr Tle

Arg Arg
210

Thi Ala
225

Tle Cys

20
1124
PRT

BA

20

Ser

Tht

Val

35

Pro

Gln

Ala

Ala

Thr

115

Met

Leu

His

Pro

Gly

195

Cys

Cys

Pro

Leu Ala
5

Val- Glu
20

Ser Asp
His Glu
His Gln

Lys Lys
85

Tyr Phe
100

Met Lys
Thy Val
Ile Lvs
Ser Val
165
His Ala
180
Gly Asn
Glu Ala

Met Asn

Pro Gly
245

Ser Leu

Val

Gly Ala Met

Ala Glu

Pro Tle
a5

Asp Pro
70

Val ¥al
Cys Glu

Met Arg

Asp Lys
135

The

40

Thi

Leu

Trp

Gly

Gln

120

Gly

Leu Cys
10

Asp Leu

Ser Ley

Gly

Tle

The

Tle Gly Arg

Glu Val

Lys Arg
90

Arg Val
105

Gln Ala

Asp Asn

Glu Glu Asp Ala Val

150

Pro- Avg

Gln Pro

Leu Phe

Gln Lys
215

Asn Gly
230

Phe Met

His

Gln

The

200

Tep

Val

Gly

Glu Val
170

Asp Ala

185

Ser Ala

Gly Pro

Cys His

Arg Thr
250

59

The

75

Glu

Avg

Ser

Val

Ile

155

Pro

Gly

Phe

Glu

Glu

235

Cys

Val

Leu

Cys

Asp

60

Gln

Liys

Gly

Phe

Asn

140

Tyr

Asp

Val

The

Cys

220

Asp

Glu

Ser

Tle

Ile

45

Phe

Asp

Ala

Glu

Leu

125

Ile

Lys

Tle

Tyr

Arg

205

Asn

The

Liys

Leu

Asn
30

Ala

Leud
15

Ser

Set

Glu Ala

Val

Ser

Ala
110

The

Lys
95

Ile

Pro Ala

Sei

Asn

Leu

Phe

Gly

Glu
175

Leu

Leu

Gly

Leu

Arg

80

Tle

Arg

Thr

Lys

Ser

160

Val

Ser Ala Arg

190

Leu

His

Gly

Xla

Ile

Leu

Glu

255

Val

Cys

Cys

240

Glu
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[0012]

Leu

Gly

Cys

Gly

305

Glu

Gly

Val

Ile

Leu

385

The

Pro

Val

Asti

Ile

465

Len

Val

His

Pro

His

Cys

Ala

290

Phe

Met

Leu

Asp

Cys

370

Yal

Asp

Asp

Glu

Ala

450

Ser

Leu

Thy

Glu

Pro

530

Pro

Thr

Lyvs

275

Thr

Tyr

Cys

Gln

Leu

355

Lys

Lys

His

Ser

Lys

435

Pro

Ser

Tyr

Asn

Leu

515

Gly

Arg

Phe

260

Ser

Gly

Gly

Asp

Cys

340

Pro

Ala

Pro

Phe

Gly

420

Pro

Asn

Glu

Lys

Glu

500

Cys

Pro

Gly

Gly

Tyr

Trp

Pro

Arg

325

Glu

Asp

Ser

Asp

Ser

405

Val

Phe

Val

Pro

Pro

485

Tle

Val

Val

Leu

Arg

Val

Lys

Asp

310

Phie

Arg

His

Gly

Gly

390

Val

Tip

Asn

Ile

Tyr

470

Val

Val

Gln

Arg

Asn

Thr

Phe

Gly

295

Cys

Gln

Glu

Ile

Trp

3TH

Thy

Ala

Val

Tle

Asp

455

Phe

Asni

Thre

Leu

Arg

535

Leu

Cys

Cys

280

Leu

Lys

Gly

Gly

Glu

360

Pro

Val

Ile

Cys

Ser

440

The

Gly

His

Leu

Val

520

Phe

Leu

Lys Glu Arg Cys

265

Leu Pro

Gl Cys

Leu Arg

Cys Leu
330

Ile Pro
345

Val Asn

Leu Pro

Leu His

Phe Thr
410

Ser ‘Val
425

Val Lys

Gly His

Asp Gly

Tyr Glu

490

Asn Tyr
505
Arg Avg

Thy Thr

Pro Lys

60

Asp

Asn

Cys

315

Cys

Arg

Ser

Thy

Pro

395

Ile

Asn

Val

Asii

Pro

475

Ala

Leu

Gly

Ala

Ser

Pro
Glu
300
Ser
Ser
Met
Gly
Asn
380
Lys
His
Thr
Leu
Phe
460
Ile
Tip
Glu
Glu
Ser

540

Glh

Ser

Tyr
285

Ala

Cys

Pro

Thr

Liys

365

Glu

Asp

Arg

Val

Pro

445

Ala

Lys

Gla

Pro

Gly

525

Tle

Th

Gly

270

Gly

Cys

Asn

Gly

Pro

350

Phe

Glu

Phe

Ile

Ala

430

Lys

Val

Ser

His

Arg

910

Gly

Gly

Thr

Gln

Cys

His

Asn

Tep

335

Lys

Asn

Met

Asn

Leu

415

Gly

Pro

Ile

Lys

Ile

495

Thr

Glu

Leu

Leu

Glu
Ser
Pro
Gly
320
Gln
Ile
Pro
The
His
400
Pro
Met
Leu
Asn
Lys
480
Gln
Glu
Gly

Pro

Asn
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[0013]

Glu

Val

Glu

Trp

625

Gln

Ile

Arg

Tle

Glu

705

Ser

Ala

Gly

Tle

Phe
785

Thr

Val

Pro

Gln

610

Ser

Pro

Ser

Tyr

Lys

690

Thr

Asn

Pro

Ser

Let

770

Gln

Trp

Glu

Glu

Glu

Tep

Lys

675

Asn

Ala

Pro

Ala

Ala

755

Gln

Asn

Leu Ala Lei

Gln

Arg
580

¥y Asn

Val

Asp

Asn

The

660

Val

Ala

Tyr

Ala

Asp

740

Gly

Let

Val

Asn

Pro Val Leu Asp

Gly Asn Phe

835

820

Gly

Pro

565

Arg

Leu

Val

Leu

Ile

645

Ile

Gln

The

Gln

Phe

7256

Leu

Met

Lys

Arg

Arg

805

Tep

Gln

Ile

Ser

Thy

Arg

The

630

Lys

Leu

Gly

Ile

Val

710

Ser

Gly

Thr

Arg

Glu

790

Lys

Asn

Val

Phe
Val
Ser
Ala
615
Ala
Ile
Asp
Lys
The
695
Asp
His
Gly
Cys
Ala
715
Glu
Val
Asp

Leu

Pro

Gln

Yal

600

Arg

Trp

Ser

Gly

Asii

680

Gln

Ile

Glu

Gly

Lieuw

760

Ash

Pro

Lys

Tle

Lys
840

Ser

Lys

585

Leu

Val

Thr

Asn

Tyr

665

Glu

Tyr

Phe

Leu

Lys

745

Thr

Val

Ala

Asn

Liys

825

Ala

61

Ser
570

Ser

555

Glu Asp Asp

Asp

Gln

Leu Asn Asn

Asn
Leu
Tle
650
Ser
Asp
Gln
Ala
Val
730
Met
Val
Gli
Val
Asn
810

Phe

Arg

Thi

Ser

635

Thi

Ile

Gln

Leu

Glu

715

Thre

Lieu

Leu

Arg

Gln

795

Pro

Gln

Ile

Lyvs

620

Asp

His

Ser

His

Lys

700

Asi

Leu

Leu

Lieu

Arg

780

Phe

Asp

Asp

Lys

Gla

Leu

605

Ala

Ile

Ser

Ser

Val

685

Gly

Asn

Pro

Tle

Ala

765

Met

Asn

Pro

Yal

Lys
845

Phe

Asn

590

His

Gln

Leu

Ser

Tle

670

Asp

Leu

Lle

Glu

Ala

750

Phe

Ala

Ser

Thy

Tle

830

Asp

Tyr

575

Ile

Pro

Gly

Pro

Ala

655

Thr

Val

Glu

Gly

Ser

735

Tle

Leu

Gln

Gly

Tle

815

Gly

Gly

Lys

Arg

Glu

Pro

640

Vil

Ile

Lys

Pro

Ser

720

Gln

Leu

Tle

Ala

Thr

800

Tyr

Glu

Leu
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Ala Ile Lys Arg Met
865

Lys Glu Tyr Ala

860

Arg Met Asp Ala Ser Lys Asp
850

Phe Ala. 6ly Glu

870

Glu Val

875

Leu Gly

880

Asp His Arg Asp Leu Lys

865

Leu Cys

His Ile

885

Ile Asi Leu Leu Gly

890

Ala His Arg Gly

895

His Pro Asn Cys Glu

Ala Ile 6lu Tyr Ala

905

Lew Leu

910

Leu Pro His Gly Asn Asp

900

Ty Leu Ty

[0014]

Phe

Ala

Ala

945

Ile

Val

Val

Ser

Tyr

Tvr

Gly

Asp

Ser

Arg

Ala

<2103
211>
212>

Len Arg Lys
915

Asn Ser Thr

930

Ala Asp Val

His Avg Asp

Ala Lys Tle

980

Lys Lys
995

Leu Asn Tyr
1010

Gly Val Leu
1025

Cys Gly Met
1040

Ty Arg Leu
1055

Leu Met Arg
1070

Phe 4Ala Gln
1085

Lys Thr Tyr
1100

Gly 1Ile Asp
1115

21
453
PRT

Ser Arg Val Leu
920

Ala Ser: Thr Leu
935

Ala Arg Gly Met
950

Led Ala Ala Avg

965

Ala Asp Phe Gly

Glu

Ser

Asp

Agn

len

The

Ser

Tyr

Ile

Prio Ala
925

Asp Ple

GIn Gln Leu

940

Leu

Leu Ser 6ln Lys

955

Léu Val 61y Glu

970

985

Ser Val Tyr Thr

1015

Lew Tep Glu  Tle
1030

Thr Cys Ala (lo
1045

Glu Lys Pro Leu
1060

Gln Cys Trp Arg
1075

Ile Leu Yal Ser
1690

Val Asn Thr
1105

Thr

Cys Ser Ala
1120

Gla

62

Thr

Val

Leéu

Asn

Glu

Leu

Leu

Glu

Ser- Arg

Glu
990

Gly Glu

Ala

His

Gla

Asi

975

Val

1le

Phe

Phe

960

Tyw

Tyr

Thy Met Gly Arg Len Pro.Yal Arg Trp Met. Ala Ile Glu
1000 1005

Asti Ser Asp Val Trp Ser

1020

Ser Leu Gly Gly
1035

Ty Glu Lys Leu
1050

Thr Pro

Pro Gln

Cys Asp Asp Glu Val Tyr

1065

Lys Pro Tye Glu
1080

Arg Pro

Asn Arg Met Leu Glu Glu

1095

Ty Glu Lys Phe
1110

Ala Ala

Tht Tyr
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[0015]

213>

220>
223>

<400>
Glu Val
1

Ser Leu
Gly Met

Gly Trp
50

Lys Arg
65

Leu Gln
Ala Lys
Trp Gly

Pro Ser
130

Thr Ala
145

Thi Val
Pro Ala
Thr Val
Asn His

210

Ser Cys
225

Leu Gly

Leu Met

AT

EA AMZEASFICVEGR-ANG-2> CrossMAb TgGl (VEGFang2-0012) F 51

21
Gln

Arg

Asn

35

Tle

Arg

Met

Tyr

Gln

115

Val

Ala

Ser

Val

Pro

195

Lys

Asp

Gly

Ala

Leu

Leu

20

Trp

Asn

Phe

Asn

Pro

160

Gly

Phe

Leu

Trp

Leu

180

Set

Pro

Lys

Pro

Set:
260

D]

Ser Cys Ala Ala

Val Arg Glon Ala
40

Thr Tyr

Thr Phe
70

Ser Leu
85

Tyr Tyr

Thr Leu

Pre Leu

Gly Cys
150

Asn Ser
165

Gln Ser

Ser Ser

Ser Asn

Thy His
230

Ser Val
245

Avg Thy

Thy

55

Ser

Arg

Tyr

Val

Ala

135

Leu

Gly

Ser

Leu

Tht

216

Thi

Phe

Pro

Gly

Leu

Ala

Gly

Thy

120

Pro

Val

Ala

Gly

Gly

200

Lys

Cys

Leu

Glu

Ser

26

Pro

Glu

Asp

Glu

Tht

105

Val

Set

Lys

Leu

Leu

185

Th

Val

Pro

Phe

Val
205

Gly

Gly

Ptro

Thx

Asp

90

Ser

Ser

Sen

Asp

Thr

170

Tyr

Gln

Asp

Pro

Pro

250

Thi

63

Val Glu Ser Gly Gly Gly Leu
5 10

Tyr
Lys
Thy
Ser
75

Thr
His
Ser
Lys
Tyr
155
Ser
Ser
Th
Lys
Cys
235

Pro

Cy's

Val Gln PPO”?%Y Gly

Asp

Gly

Tyr

60

Lys

Ala

Tip

Ala

Sein

140

Phe

Gly

Leu

Ty

Lys

220

Pro

Lys

Val

Phe

Leu

45

Ala

Ser

Val

Tyr

Ser

125

Thi

Pro

Val

Ser

Ile

205

Val

Ala

Pro

Val

Thy

30

Glu

Ala

Thr

Tyr

Phe

110

Thy

Sen

Glu

His

Ser

190

Cys

Glu

Pro

Lys

Val
270

His

Trp

Asp

Ala

Tyr

95

Asp

Lys

Gly

Pro

Thi

176

Val

Asn

Pro

Glu

Asp

255

Asp

Tyr

Val

Phe

Tyr

80

Cys

Val

Gly

Gly

Val

160

Phe

Val

Val

Lys

Leu

240

Tht

Val
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[0016]

Ser

Glu

Thy

303

Asi

Pro

Gln

Val

Val
385

His Glu
275

Val His
290

Tyr Arg

Gly Lys

Tle Glu

Val Tyr
355

Ser Leu
370

Gla Trp

Pro Pro Val

The

Val

Leu

Val Asp

Met His
435

Ser Pro
450

210> 22
211> 463
212> PRT

213>

220>

223>

<4002 22

Gln
1

Ser
Ty
Gly

Gln

Val Gla
Val Lys
Met His

35
Tep Ile
50

Gly Avg

Asp

Asn

Val

Gl

Lys

340

Thr

Tep

Glu

Leu

Lys

420

Glu

Gly

AL

Leuw Val 6ln Ser Gly Ala 6lu
5

Pro

Ala

Val

Ty

328

Thr

Leu

Cys

Ser

Asp

405

Ser

Ala

Lys

Glu

Lys

Ser

310

Lys

ITe

Pro

Leu

Asn

390

Ser

Arg

Leu

Val

Thy

295

Val

Cyvs

Ser

Pro

Val

375

Asp

Trp

His

Lys
280

Lys

Leu

Lys

Lys

Cys

360

Lys

v Gln

Gly

Gln

Asn
440

Phe Asn
Pro Arvg
Thr Val
Val Sew
330
Ala Lys
345
Arg Asp

Gly Phe

Pro Gla

410

Gln Gly
425

Ala Tyr

10

Val Ser Cys Lys Ala Ser Gly

20

2h

Tep Val Avg Glu Ala Pro Gly
49

Asn Pro Asn Ser Gly Gly Thr
55

Val The Met Thtr Arvg Asp Thr

64

Trp

Glu

Leu

315

Ash

Gly

Glu

Tyr

Asn

395

Phe

Asn

Tha

Val

Ty

Gli

Asn

Ser

Tyr:

Glu
300

Ala

Lys

Gln

Leu

Pro

380

Asn

Leun

Yal

Gln

HA AAAREAYCYECF-ANG-2> CrossMAb Tg6l

Lys

Thy

Gly

Tyr

60

Tle

Yal

285

Gln

Gln

Ala

Pro

Thy

365

Ser

Tyt

Tyr

Phe

Lys
445

(VEGFang2-0012) 54 3142

Lys

Phie

Leu

4b

Ala

Ser

Asp

Tyr

Asp

Leu

Asp
Lys
Ser
Ser

430

Ser

Pro
Thy
30

Glu

Gln

Thi

Gly Val

Ash Ser

Trp Leu

320

Pro Ala

335

Glu Pro

Asn Gla

Ile Ala

Thr Thr

400

Lys Leu
415
Cys Ser

Lew Ser

Gly Ala

15

Gly Tyr

Trp Met

Lys Phe

Ala Tyr
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[0017]

65

Met Glu

Ala Arg

Pro Gly

Ser Ala
130

Glu Gln
145

Phe Tyr

Gln Ser

Ser Thr

Glu Lys

210

Ser Pro
225

Thr Cys

Phe Leu

Pro Glu

Val Lys

290

Thr Lys
305
Yal Leu

Cys Lys

Ser Lys

Leu

Ser

Ala

115

Ser

Leu

Pro

Gly

Tyr

195

His

Yal

Pro

Phe

Val

275

Phe

Pro

Thr

Val

Ala
355

Ser

Pro

100

Phe

Val

Lys

Arg

Asn

180

Ser

Lys

Thy

Pro

Pro

260

Thr

Asn

Arg

Val

Ser

340

Lys

Arg

85

Asn

Asp

Ala

Ser

Glu

165

Ser

Leu

Val

Lys

Cys

245

Pio

Cys

Trp

Glu

Leu

325

Asn

Gly

0

Leu

Pro

Tle

Ala

Gly

150

Ala

Gln

Ser

Tyr

Ser

230

Pro

Lys

Val

Ty

Glu

310

Ala

Lys

Gln

Arg

Tyr

Trp

Pro

135

Thr

Lys

Glu

Ser

Ala

215

Phe

Ala

Prio

Val

Yal

295

Gln

Gln

Ala

Pro

Ser

Tyr

Gly

120

Ser

Ala

Val

Ser

The

200

Cys

Asn

Pro

Lys

Val

280

Asp

Tyr

Asp

Leu

Arg
360

Asp

Tye

105

Gln

Val

Ser

Gln

Val

185

Leu

Glu

Arg

Glu

Asp

265

Asp

Gly

Asn

Tep

Pro

345

Glu

65

Asp

90

Asp

Gly

Phe

Val

170

Thy

The

Val

Gly

Len

250

Thr

Val

Val

Ser

Len

330

Ala

Pro

Thr

Ser

Thr

Ile

Val

155

Lys

Gla

Leu

Thy

Glu

235

Leu

Leu

Ser

Glu

Thr

315

Asn

Pro

Gln

Ala

Ser

Met

Phe

140

Cys

Val

Gln

Ser

His

220

Cys

Gly

Met

His

Val

300

Tyr

Gly

Tle

Val

Val

Gly

Val

125

Pro

Leu

Asp

Asp

Lys

208

Gln

Asp

Gly

Ala

Glu

285

His

Arg

Lys

Glu

Cyvs
365

Tyr

Tyr

110

Thr

Pro

Leu

Asn

Ser

190

Ala

Gly

Lys

Pro

Ser

270

Asp

Asn

Val

Glu

Lys

35

The

Tyr

95

Tyr

Val

Set

Asn

Ala

175

Lys

Asp

Leu

Thr

Ser

255

Arg

Pro

Ala

Val

Tyr

335

Thr

Leu

80

Cys

Tyr

Ser

Asp

Asn

160

Leu

Asp

Tyr

Ser

His

240

Val

Thr

Glu

Lys

Ser

320

Lys

Ile

Pro
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[0018]

Pro Ser Arg Asp Glu

370

Val Lys Gly Phe Tyr

385

Gly Gln Pro Glu Asn

Asp Gly

Trp Gln

Ser

Gln
435

Phe
420

Gly

His Asn Ala Tyr

450

<210>
211>
212>
218>

220>
223>

<400>

Asp Tle
1

23
214
ERT

ANTH

405

Phe

Asn

Thi

Leu

Thr Lys Asn Gln

375

Pro Ser Asp Tle

390

Asn

Leu

Val

Gln

Tyr Lys Thr

Val

Ser
380

Ala Val Glu

Th
410

Val Ser Lys Leu

Phe

Lys
455

Ser
440

Ser’

424

Cys

Leu

Set

Ser

395

Pro Pro

Thy

Val

Leu

Val

Vet

Ser
460

HA AMPBEEBIFRVECF-ANG-2> CrosshiAb TgGl

23
Gln

Asp Arg Val

Leu Asn

Tyr Phe
50

Ser Gly
65

Trp
3h

Thr

Ser

Glu Asp Phe

The Phe Gly

Pro ‘Ser Val

115

The Ala Ser
136

Lys Val

145

Gln

Glu Ser Val

Leu

Thr

20

Tyr

Ser

Gly

Ala

Gln

160

Phe

Val

Trp

Thr

The

5

Ile

Gln

Ser

Thr

Thr

85

Gly

Tle

Val

Lys

Glu

Gln

Ser Pro Serv Ser

Thr Cys Ser Ala

Gln

Leu

Asp

Tyr

Th

Phe

Cys

Val

150

Gla

25

Lys Pro Gly

His

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

40

Ser

Thy

Cys

Val

Pro

120

Leu

Asn

Ser

Gly

Lisu

Gln

GLu

105

Ser

Asti

Ala

Lys

66

10

Ser

Lys

Val

Th

Gln

90

Ile

Asp

Asi

Leu

Asp

Leu

Gln

Ala

Pro

Tle

75

Tyt

Lys

Glu

Phe

Gln

155

Ser

Ser

Asp

Pro

Ser

60

Ser

Ser

Atg

Gln

Tye

140

Ser

Thy

Leu Ser Cys Ala

Trp Glu Ser Asn

400

Val Lew Asp Ser

415

Asp Lys Ser Arg

430

His Glu Ala. Leu

445

Pro Gly Lys

(VEGFang2-0012) Hi42 4L

Ala Ser Val Gly

Ile

Lys

45

Arvg

Ser

Thr

Thr

Let

125

Pra

Gly

Ty

Ser

30

Val

Phe

Leu

Yal

Val

110

Lys

Avg

Asn

Ser

15

Asn Tyr

Leu Ile

Ser Gly

Gln Pro

80

Pro Trp
95

Ala Ala

Ser Gly

Glu Ala

Ser Gln

160

Leu Ser
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[0019]

165

Ser' Thr Leu Thr Leu

180

Ala Cys Glu Val The

195

Phe Asn Arg Gly Glu

210

<210» 24

211> 213
212> PRT
213>

€220>
223>

400> 24

Ser Tyr Val

1

The Ala Arg

His Trp Tyr
35

Asp Asp Ser

50

Asn Ser Gly

65

Asp Glu Ala

Trp Val Phe

Thr Lys Gly
115

Ser Gly Gly
130

Glu Pro Val
145

His Tht Phe

Ser Val Val

Cys Asn Val
195

ATH

Leu

Ile

20

Gln

Asp

Asn

Asp

Gly

100

Pro

Thr

Thy

Pro

The

180

Asn

170

175

Ser Lys Ala Asp Tyr 6lu Lys His Lys Val Tyr
185 190

His Gln 6

Cys

200

Tht Gln Pre Pro
3

The

Gln

Arg

Tht

Tyr

85

Gly

Sew

Ala

Val

Ala

165

Val

His

Cys

Lys

Pro

Ala

70

Tyr

Gly

Val

Ala

Ser

150

Yal

Fro

Lys

Gly

Pro

Ser

55

The

Cys

Thr

Phe

Leu

135

Trp

Leu

Ser

Pro

Gly

Gly

40

Gly

Leu

Gln

Lys

Pro

120

Gly

Asn

GIn

Ser

Ser
200

Setr Val
10

Asn Asn
25

Gln Ala

Ile Pro

The Tle

Val Tep

90
Leu Tht
105
Leu Ala
Cys Leu

Ser Gly

Ser
170

Ser

Ser Leu

185

Asn Thr

67

Ser Val Ala

Ile 6ly Ser

Pro VYal Leu
45

Glu Arg Phe
60

Ser Arg Val

Asp Set: Ser

Val Leu Ser

Pro Sev Ser
125

Val Lys Asp
140

Ala Lea Thr
155

Gly Leu Tyr

Gly Thi Gln

Lys Val Asp
20

1y Leu Ser Ser Pro ggl Tht Lys Ser
i 205

BH AMASREKYECF-ANG-2> CrossMAb TGl (VEGE-Aug2-0012) 9952

Pro Gly Gln
15

Lys Ser Val

30

Val ¥al Ty

Ser Gly Ser

Glu Ala Gly
80

Ser Asp His
95

Ser Ala Ser
110

Lys Sev The

Tyi Phe Pro

Ser 61y Val
160

Ser- Leu Ser
175

Thr Tyr 1le
190

Lys Lys Val
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[0020]

Glu Piro Lys Ser Cys

210

€210>
Q211>
<212
213>

220>
223>

£400>

25
453
PRT

AT

B AAAZEERHIP329G LALASEAEMICKVEGF-ANG-2> CrossMAb Ig61 (VEGPang2-0016) gkl

25

Glu Val GIn Leu Val

1

Ser

Gly

Gly

Lys

65

Leu

Ala

Tep

Pro

Thr

145

Th

Pro

Thi

Asn

Ser
225

5

Leu Arg Leu Ser

Met

Trp

50

Arg

Gln

Lys

Gly

Ser

130

Ala

Val

Ala

Val

His

210

Cys

Asn

35

Tle

Arg

Met

Tyr

Gln

115

Val

Ala

Ser

Val

Pro

195

Lys

Asp

20

Trp Val

Asn Thr

Phe Thr

Asn Ser

85

Pro Tyr
100

Gly Thr

Phe Pro

Leu Gly

Trp Asn

165

Leu Gln
180
Ser Ser

Pro Ser

Lys Thr

Glu

Cys

Arg

Tyr

Phe

70

Leu

Tyr

Leu

Leu

Ser

Ser

Ser

Asn

His
230

Ser

Ala

Gln

Thr

55

Ser

Arg

Tyr

Val

Ala

135

Leu

Gly

Ser

Leu

Thr

215

Thr:

Gly

Ala

Ala

40

Gly

Leu

Ala

Gly

Thr

120

Pro

Val

Ala

Gly

Gly

200

Lys

Cys

Gly

Ser

25

Pro

Glu

Asp

Glu

Thr

105

Val

Sen

Lys

Leu

Leu

185

Thi

Val

Pro

Gly Leu Val GIn
10

Gly

Gly

Pro

Thr

Asp

90

Ser

Ser

Ser

Asp

Thr

170

Tyr

Gln

Asp

Pro

Tyt

Lys

Thr

Ser

75

The

His

Ser

Lys

155

Ser

Ser

Thi

Lys

Cys
235

Asp

Gly

Tyr

60

Lys

Ala

Trp

Ala

Ser

140

Phe

Gly

Leu

Tyr

Lys

220

Pro

68

Phe

Leu

45

Ala

Ser

Val

Tyr

Ser

125

Thy

Pro

Val

Ser

Ile

205

Val

Ala

Pro Gly
15

Thr His
30

Glu Trp
Ala Asp
Thr Ala
Tyr Tye
95

Phe Asp
110

Thy Lys
Ser Gly
Glu Pro
His Thy

175

Setr Val
190
Cys Asn

Glu Pro

Pro Glu

Gly

Tyr

Val

Phe

Tyr

80

Cys

Val

Gly

Gly

Val

160

Phe

Val

Val

Lys

Ala
240
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[0021]

Ala Gly Gly

Leu Met

Ser

Glu

Thi

305

Asn

Pro

Gln

Val

Val

385

Pro

Thr

His

Val

290

Tyr

Gly

Ile

Val

Ser

370

Glu

Pro

Val

Val Met

Leu

Ser
450

<210>
211>
212>
L213>

<220>
223>

<400>

Ala

Glu
275

His

Arg

Lys

Gla

Tyr
355

Leu

Trp

Val

Asp

His

435

Pro

26
463

PRT

Pto

Ser

260

Asp

Asn

Val

Glu

Lys

340

Tht

Trp

Glu

Leu

Lys

420

Glu

Gly

ATH

Ser

245

Arg

Pro

Ala

Yal

Tyr

325

The

Leu

Cys

Ser

Asp

405

Ser

Ala

Lys

Val

Thr

Glu

Lys

Ser

310

Lys

Tle

Pro

Leu

Asn

390

Ser

Arg

Leu

Phe

Pro

Val

Thy

295

Val

Cys

Ser

Pro

Val

375

Gly

Asp

Trp

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Cys

360

Lys

Gln

Gly

Gln

Phe

Val

265

Phe

Pro

Thi

Val

Ala

345

Arg

Gly

Pro

Set:

Gln
425

His Asn Ala

440

Pro

2560

Tht

Asn

Arg

Val

Ser

330

Lys

Asp

Phe

Glu

Phe

410

Gly

Pro

Cys

Tep

Glu

Leu

316

Asn

Gly

Glu

Tye

Asn

395

Phe

Asn

Thi

Lys

Val

Tyr

Glu

300

Ala

Lys

Gln

Leu

Pro

380

Asn

Leu

Val

Gln

Pro

Val

Lys

Val
270

Asp
255

Asp

Val Asp Gly

285

Gln

Gli

Ala

Pro

Thr

365

Ser

Tyr

Tyt

Phe

Lys
445

Tyt

Asp

Lew

Arg

350

Lys

Asp

Lys

Ser

Ser

430

Ser

Asn
Tep
Gly
335
Gla
Asn
Ile
Thr
Lys
415

Cys

Leu

Thy

Val

Val

Set

Leu

320

Ala

Pro

Gln

Ala

Thyr

400

Leu

Ser

Ser

BB AMMBATFIP3206 LALAZ AP HIKVEGE-ANG-2> CrossMAb IgGl (VEGFang2-0016) fyEEHE2
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Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 15

5

10

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

69
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[0022]

Tyr
Gly
GlIn
65

Met
Ala
Pro
Ser
Glu
145
Phe
Gln
Ser
Glu
Ser
225

Thr

Phe

Met

Trp

50

Gly

Glu

Arg

Gly

Ala

130

Gln

Tyr

Ser

Thr

Lys

210

Pro

Cys

Leu

Pro Glu

Val

Thr
305

Val

Lys

290

Lys

Leu

His

35

Ile

Arg

Leu

Ser

Ala

115

Ser

Leu

Pro

Gly

Tyr

195

His

Val

Pro

Phe

Val

275

Phe

Pro

The

Trp

Asii

Val

Ser

Pro

100

Phe

Val

Lys

Arg

Asn

180

Ser

Lys

Thi

Pro

Pro

260

Thr

Asn

Arg

Val

Yal Arg

Pro

Asii

Thr Met

Arg
85

Asn

Asp

70

Leu

Pro

Ile

Ala Ala

Ser

Glu

165

Ser

Leu

Val

Lys

Cys

245

Pro

Cys

Trp

Glu

Gly

150

Ala

Gln

Ser

Tyr

Sei

230

Pro

Lys

Val

Tyr

Glu
310

Gln

Set

55

Thr

Arg

Ty®

Trp

Pro

135

The

Lys

Glu

Set:

Ala

215

Phe

Ala

Pro

Val

Val

295

Gln

Leu Ala Gln

325

Ala Pro Gly

40

Gly

Arg

Set

Tyr

Gly

120

Ser

Ala

Val

Ser

Thy

200

Cys

Asn

Pro

Lys

Val

280

Asp

Tyt

Asp

Gly

Asp

Asp

Ty®

105

Gln

Val

Ser

Gln

Val

185

Leu

Glu

Arg

Glo

Asp

265

Asp

Gly

Asn

Trp

70

Thi

Thr

Asp

90

Asp

Gly

Phe

Val

Trp

170

Thr

Thy

Val

Gly

Ala

250

Thy

Val

Val

Ser

Leu
330

61ln

Asn

Sei

75

Thy

Ser

Thye

Ile

Val

155

Lys

Glu

Leu

Thr

Gla

235

Ala

Leu

Ser

Glu

Thr

315

Ash

Gly

Tyr

60

Tle

Ala

Ser

Met

Phe

140

Cys

Val

Gln

Ser

His

220

Cys

Gly

Met

His

Val

300

Tyx

Gly

Leu

45

Ala

Ser

Val

Gly

Val

125

Pro

Leu

Asp

Asp

Lys

205

Gln

Asp

Gly

Ala

Glu

285

His

Arg

Lys

Glu

Gln

Thr

Tyr

Tyr

11

Thr

Pro

Leu

Asn

Ser

190

Ala

Gly

Lys

Pro

Ser

270

Asp

Asn

Val

Glu

Trp

Lys

Ala

Ty

95

Tyr

Val

Ser

Asn

Ala

175

Lys

Asp

Leu

Thy

Ser

255

Arg

Pro

Ala

Val

Tyr
335

Met

Phe

Tyr

80

Cys

Tyr

Ser

Asp

Asn

160

Leu

Asp

Tyr

Ser

His

240

Val

Thi

Glu

Lys

Ser
320
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[0023]

Cys Lys Val Ser
340

Ser Lys Ala Lys
355

Piro Ser Avrg Asp
370

Val Lys Gly Phe
385

Gly Gln Pro Glu

Asp Gly Ser Phe
420

Trp Gln Gln Gly
435

His Asn Ala Tyr
450

210> 27
211> 214
212> PRT
213> ATH

<2202
€223>

<400> 27
Asp Tle Gln Leu
1

Asp Arg Val Thr
20

Leu Asn Trp Tyr
35

Tyr Phe Thr Ser
50

Ser Gly Ser Gly
65

Asn Lys Ala
Gly Gln Pro

Glu Leti Thr
375

Tyr: Pro Ser
390

Asn Asn Tyi
405
Phe Leu Val

Asn Val Phe

Thr Gln Lys
455

Thr GIn Ser
9

Ile Thr Cys
Gln Gln Lys

Ser Leu His

Thr Asp Phe
70

Glu Asp Phe Ala Thr Tyr Tyr
85

Thr Phe Gly Gln Gly Thr Lys

100

Pro. Ser Val. Phe
115

Ile Phe Pro

Leit Gly Ala Pro

Arg Glu Pro Gln
360

Lys Asn Gln Val

Asp Ile Ala Val
395

Lys Thy The Pro
410

Ser Lys Leu Thr
425

Ser Cys Ser Val
440

Ser Len Ser Leu

Pro Ser Ser Leu
10

Ser Ala Ser Gln
25

Pro Gly Lys Ala
40

Ser Gly Val Pro

Thr Leu Thr Ile
5

Cys Glo Glo Tyr
90

Yal Glu Tle Lys
105

Pro Ser Asp Glu
120

71

Ile Glu
Val Cys

365

Ser Leu
380

Glu Trp
Pro- Val
Val Asp
Met His

448

Ser Pro
460

Ser Ala
Asp 1le
Pro Lys
45

Ser Arg
60

Ser Ser
Ser Thr

Arg Thr

Gln Leu
125

Lys
350

Thr

Glu

Leu

Lys

430

Gli

Gly

Ser

Ser

30

Val

Phe

Leu

Val

Yal

110

Lys

The Ile
Leu Pro
Cys Ala
Ser: Asn

400

Asp Ser
415
Ser Arg

Ala Lei

Lys

Val Gly
15

Asn Tyr
Leu Tle
Ser Gly
GIn Pro

80

Pro Trp
95

Ala Ala

Ser Gly

EHAME B FP3296 LALAK 45 f<VEGF-ANG-2> CrossMAb IgGl (VEGFang2-0016) f4FaE1
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[0024]

Thr

Lys

145

Glu

Ser

Ala

Phe

Ala Ser: Val Val
130

Cys Leu Lew Asn Asn Phe Tyr

135

140

Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly

150

Ser Val Thr Glu Gln Asp Ser Lys

165

Thi Lew Thy Leu
180

Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val
200

195

Asn Arg Gly Glu
210

210> 28
211> 213
212> PRT
213> ATH

220>

223>

<400> 28

Ser

1

Thr

His

Asp

Asn

65

Asp

Tep

Thi

Ser

Glu
145

155

Asp Ser Thr Tyr
170

Ser Lys Ala Asp Tyr Glu Lys His
185

Cys

Tyr Val Leuw Thr Gln Pro Pro: Ser
5

Ala Arg Tle Thr
20

Tep Tyr Gla Gln
35

Asp Ser Asp Arg
50

Ser Gly ‘Asn Thi

6lu Ala Asp Tyr
85

Val Phe Gly Gly
100

Lys Gly Pre Ser
115

61y GIy Thr Ala
130

Pro ¥al Thy Val

Thi Phe Pro Ala

Cys
Lys
Pro
Ala
70

Tyr
Gly
Yal
Ala
Ser
150

Val

Gly
Pro
Ser
55

The
Cys
Thy
Phe
Lei
135
Trp

Leu

Gly Asn

Gly

40

Gly

Leu

Gln

Lys

Pro

120

Gly

Asn

Gln

25

Gln

Tle

Th

Val

Leu

105

Leu

Cys

Ser

Ser

205

Val Ser ¥al Ala
10
Asn Ile Gly Ser

Ala Pro Val Leu
45

Pro Glu Arg Phe
60

Tle Ser Arg Val
75

Trp Asp Ser Ser
90

Thix Val Lew Ser

Ala Pro Ser Ser
125

Leu Val Lys Asp
140

Gly Ala Leu Thy
155

Ser: Gly Lea Tyr

72

Asn

Ser

Pro Arg Glu Ala

Gln
160

Ser Leu Ser

175

Lys Val Ty

190

Thy

Pro

Lys

30

Val

Ser

Glu

Ser

Ser

110

Lys

Ty¥

Ser

Ser

Lys

Gly
15

Ser
Val
Gly
Ala
Asp
Ala
Ser
Phie
Gly

Leu

Ser

B AMAZSARINP296 LALASESE Y VEGR=ANG=-2> ErossMAb TgGl (VEGRanp2-0016) fyipkk2

Gln

Val

Tyr

Ser

Gly

80

His

Ser

Thy

Pro

Val

160

Ser



CN 104428315 A F % =* 24/52 T

165 170 L75

Ser Val Val Thr Val Pro Ser Ser Ser Len Gly Thr 6In Thr Tyr Tle
180 185 190

Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val
195 200 205

Glu Pro Lys Ser Cys
210

<2105 29
211> 450
212> PRT
2135 ATH

220>
<2935  BA AAAZAS HISPLEZS 48 BI<VECF-ANG-95 CrossMAb TeGaiyEail

<400> 29
Glu Val Gln Leu Val 6lu Ser Gly Gly G6ly Leu Val Gln Pre Gly 6ly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Asp Phe Thry His Tyr
20 25 30

Gly Met Asn Tep Val Arg Gln Ala Pro Gly Lys Gly Leud Glu Trp Val
35 40 45

Gly Tep Ile Asn Thr Tyr The Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60

Lys Arg Arg Phe Thy Phe Sei Leu Asp Thr Ser Lys Ser Thy Ala Tyi
65 70 5 80

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

Ala Lys Tyr Pro Tyr Tyr Tyr Gly Thr Ser His Trp Tyr Phe Asp Val
100 105 116

Tep 6ly Gln 61y Thr Leu Val Thr Val Ser Ser Ala Ser Thy Lys Gly
115 120 125

Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arvg Ser Thr Ser Glu Ser
130 135 140

Thr Ala Ala Len Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
145 150 155 160

Thr Val Ser Trp Asn Ser Gly Ala Leu Thi- Ser Gly Val His Thr Phe
165 170 175

Pro Ala Val Leu Gln Ser Sev Gly Leu Tyr Ser Leu Ser Ser Val Val
180 185 190

Thr Val Pro Scr Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val
195 200 205
[0025]

73
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Asp His Lys Pro Ser Asn Thy Lys Val Asp Lys Arg Val Glu Ser Lys
210 215 220

Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Glu Gly Gly
225 230 235 240

Pro Ser Val Phe Lew Phe Pro Pro Lys Pro Lys Asp Thy Leu Met Ala
245 250 255

Ser Arg Thr Pro Glu Yal Thr Cys Val Val Val Asp Val Ser Gln Glu
260 265 270

Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
275 280 285

Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg
290 295 300

Val Val Ser Val Leu Thr Val Leu Ala Gln Asp Trp Leu Asn Gly Lys
305 310 315 320

Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Tle Glu
325 330 335

Lys Thy Tle Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys
340 345 350

Thr Leu Pro Pro Ser GIn Glu Glu Met Thr Lys Asn Gln Val Ser Leu
355 360 365

Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Lle Ala Val Glu Trp
370 375 380

Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thy Thr Pro Pro Val
385 390 305 400

Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Arg Leu Thr Val Asp
405 410 415

Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His
420 425 430

Glu Ala Leu His Asn Ala Ty Thy 6la Lys Ser Leu Ser Leu Ser Leu
435 440 445

Gly Lys
450

210> 30
<211> 460
212> PRT
213> ALH

220>
<2235 B AMEBFISPLERN <VECF-ANG-2> CrossMAb TeG4 [ 52
<4005 30

[0026]
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[0027]

Gln Val

Ser Val

Tyr Met

Gly Trp
50

Gln Gly
65

Met Glu
Ala Arg
Pro Gly
Ser Ala

130

Glu Gln
145

Phe Tyr
Gln Ser
Ser Thr
Glu Lys

210
Ser Pro
225
Pro Cys
Pro Pro

Thr Cys

Asn Tip
290

Gln
Lys
His
35

Tle
Arg
Lea
Ser
Ala
115
Ser
Leu
Pro
Gly
Tyr
195
His
Val
Pro
Lys
Yal
275

Tyr

Leir Val

Val Ser
20

Trp Val

Asn Pro

Val Thr

Ser Arg
85

Pro Asn
160

Phe Asp

Val Ala

Lys Ser

Arg Glu
165

Asn Ser
180

Ser Leu

Lys Val

Thr Lys

Ala Pro

245

Pro Lys
260

Yal Val

Val Asp

Gln

Cys

Arg

Asn

Met

70

Leil

Pro

ITe

Ala

Gly

150

Ala

Glu

Ser

Ty

Ser

230

Glu

Asp

Asp

Gly

Ser

Lys

Gln

Set

55

Th

Arg

Tyr

Trp

Pro

135

Thy

Lys

Glu

Ser

Ala

215

Phe

Phe

Tht

Val

Val
295

Gly Ala Glu Val

10

Ala Ser Gly Tyw

25

Ala Pro Gly Gln
40

Gly Gly Thr Asn

Arg

Asp

Thir Ser
75

Ser Asp Asp Thr

Tyr

Gly

120

Setr:

Ala

Val

Ser

Thr

200

Cys

Asn

Glu

Leu

Ser

280

Glu

Tyr

108

Gln

Val

Ser

Gln

Val

185

Leu

Glu

Arg

Gly

Met:

265

Gln

Val

75

90

Asp Ser

Gly Th

Phe Ile

Val Val
155

Trp Lys
170

Thr Glu

Thy Leu

Val. The

Gly Glu

235

Gly Pro
250
Ala Ser

Glu Asp

His Asn

Lys

Thr

Gly

Typ

60

Ile

Ala

Ser

Met

Phe

140

Cys

Val

Gln

Ser

His

220

Cys

Ser

Arg

Pro

Ala
300

Lys

Phe

Leu

45

Ala

Ser

Val

Gly

Val

125

Pro

Leit

Pro

Thr

30

Glu

Gln

Thr

Tyr

Ty

110

Thr

Pro

Leu

Gly

15

Gly

Trp

Lys

Ala

Tyt

95

Tyr

Val

Ser

Asn

Asp Asn Ala

Asp

Ser
190

Lys Ala

205

Gl

Pro

Val

The

Gl

285

Lys

Gly

Pro

Phe

Pro

270

Val

Thr

175

Lys

Asp

Leu

Cys

Led

255

Glu

Gln

Lys

Ala

Tyr

Met

Phe

Tyr

80

Cys

Tyr

Ser

Asp

Asn

160

Leu

Asp

Tyr

Ser

Pro

240

Phe

Val

Phe

Pro



CN 104428315 A

F

¢l

&=

27/52 T

[0028]

Arg Glu
305

Val Leu
Set” Asn
Lys Gly

Glu Glu
370

Phe Tyvr
385

Glu Asn
Phe Phe
Gly Asn

Tyr Thr
450

<210>
211>
212>
213>

<220%
<223>

<400>
Asp Ile
1

Asp Arg
Leu Asn

Tyr: Phe
50

Ser Gly
65

Glu Asp

Glu Gln

Ala Gln

Lys Gly
340

Glo Pro
355

Met Thr

Pro Ser

Asn Tyr

Leu Tyr
420

Val Phe
435

Gln Lys

31
214
PRT
ATH

Phe

Asp

325

Leu

Arg

Lys

Asp

Lys

40b

Ser

Ser

Ser

Asn

310

Trp

Pro

Glu

Asn

Tle

390

Thr

Arg

Cys

Leu

Ser Thr Ty Arg Val

Leu Asn

Ser

Pro

Gln

375

Ala

Thr

Leu

Ser

Ser
455

Ser

Gln

360

Val

Val

Pro

Thr

Val

440

Leu

Gly
Ile
345
Val
Ser
Glu
Pro
Val
425

Met

Ser

Lys

330

Glu

Tyr

Leu

Trp

Val

410

Asp

Hig

Leu

31b

Glu

Lys

Thr

Trp

Glu

395

Leu

Lys

Glu

Gly

A ARAF A FSPLESR WA CVEGR-ANG-2>

31
Gln Leu

Val Thyr
20

Trp Tye
35
Thr: Ser

Ser Gly

Phe Ala

Thr GIn Ser
5

Ile
Gln
Ser
Thi:

Thi
85

Thy

Gln

Leu

Asp

70

Tyr

Cys
Lys
His
55

Phe

Tyt

Pro

Ser

Pro

40

Ser

Thr

Cys

Ser
Ala
25

Gly
Gly

Leu

Gln

76

Ser
10

Ser
Lys
Val

Thr

Gln
90

Leu

Gln

Ala

Pro

Lle

75

Tyt

Val

Tyr

Thy

Leu

Cys

380

Ser

Asp

Ser

Ala

Lys
460

CrossMAb TeGanbisE]

Ser

Lys

Ile

Pro

363

Leu

Asn

Val

Cys

Ser

350

Pro

Val

Gly

Ser Asp

Arg

Len
445

Trp
430

Leu

Lys
335

The
320

Val

Lys Ala

Cys

Lys

Gln

Gly

415

Gln

Gln

Gly

Pro

400

Ser

Glu

His Asn Ala

Ser Ala Ser Val Gly
15

Asp

Pro

Ser

60

Ser

Ser

Ile

Lys

45

Arg

Setr:

Thi

Ser Asn Tyr

30

Val Leu Ile

Phe Ser Gly

Leu Gln Pro
80

Val Pro Trp
95
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[0029]

Thr Phe Gly Gln
100

Pro Ser Val Phe
115

Thr Ala Ser Val
130

Lys Val Gln Trp
145

Glu Ser Val Thr

Ser Thr Leu Thr
180

Ala Cys Glu Val
195

Phe Asn Arg Gly
210

210> 32
211> 213
212> PRT
@13 ATH

£2207
223>

<400> 32
Ser Tyr Val Leu
1

Thr Ala Arg Ile
20

His Trp Tyr Gln
35
Asp Asp Ser Asp
50

Asn Ser Gly Asn
65

Asp Glu Ala Asp
Trp Val Phe Gly

100

The Lys Gly Pro
115

Gly Thy Lys Val Glu Ile Lys

Ile Phe

Val Cys

Lys Val
150

Pro

Leu
135

Asp

Glu Gln Asp

165

105

Pro Ser Asp Glu
120

Leu Asi Ash Phe

Asn Ala Leu Gln
155

Ser Lys Asp Sep
170

Leu Ser Lys Ala Asp Tyr Glu
185

The His Gla Gly Leu Ser Ser
200

Glu Cys

Thr Gln
5

Thr Cys
Gln Lys
Arg Pro
Thr Ala

70

Tyr Tyr
85

Gly Gly

Ser Val

Pro

Gly

Pro

Ser

55

Thr

Cys

Thr

Plie

B AAASEZSFISPLESS 38 I CVEGR-ANG-25

Pro Ser Yal Ser
10
Gly Asnh Asn Ile
25

Gly Gln Ala Pro
40

Gly Ile Pro Glu

Leu Thr Tle Ser
75

Gln Val Trp Asp
90

Lys Leu Thr Val
105

Pro Leu Ala Pro
120

77

Arg Thr Val Ala Ala
110

GIn Leu Lys Ser Gly
125

Tyr Pro Arg Glu Ala
140

Ser Gly Asn Ser Gln
160

The Tyt Ser Leu Ser
175

Lys His Lys Val Tyr
190

Pro Val Thr Lys Ser
205

CrossMAb TgG4RiBsE2

Val Ala Pro Gly Gln
16

Gly Ser Lys Ser Val
30

Val Leu Val Val Tyr
45

Arg Phe Ser Gly Ser
60

Arg Val Glu Ala Gly
80

Ser Asp His
95

Ser Ser

Leu Ser Ser Ala Ser
110

Cys Set Arg Setr Thr
125
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[0030]

Ser Glu Ser Thr Ala Ala Leéu Gly

130

135

Glu Pro Val Thi Yal Ser Trp Asn

145

150

His Thr Phe Pro Ala Val Leu Gln

165

Ser Val Val Th¥ Val Pro Ser Ser

180

Cys Asn Yal Asp His lLiys Pro Ser

195

Glu Ser Lys Tyt Gly
210

<2105 33
211> 453
212> PRT
213> KTHY

220>

223> EAAMASIENVECR-ANG-2> (hscFab TglGlH) digE]

<400> 33

200

Glu Val Gln Leu Yal Glu Ser Gly
1 5

Ser Leu Arg Leu Ser
20

Gly Met Asn Tip Val Arvg

35

Gly Trp Ile Asn Thr
5

50

Lys Arg Arg Phe The

65

Leu Gln Met Asn Ser
85

Ala Lys Ty Pro Tye
100

Trp Gly 61In Gly Thr
115

Pro Ser Val Phe Pro
130

Thr Ala Ala Leu Gly
145

The Val Ser Trp Asn

Cys

Tyr

Phe

70

Leu

Tye

Leu

Leu

Cys

150

Ser

Ala Ala

Gln Ala
40

Egr Gly
Ser Leu
Arg Ala
Tyar Gly
Val Thr

120

Ala Pro
135

Len Val

Gly Ala

Cys

Ser

Ser

Ser

185

Asn

Leu

Gly

Ser

170

Leu

Thr

Val Lys
140

Alda Leu
155
Gly Leu

Gly Thi

Lys Val

Asp

Thy

Tyx

Lys

Asp
205

Tyr

Ser

Ser 1

Thi
190

Liys

Gly Gly Leu Val Gln Pro
10

Ser
)

Gly

Pro Gly

Glu

Asp

Glu

The

105

Val

Ser

Lys

Leu

78

Pro

Thi

Asp

90

Ser

Ser

Ser

Asp

Thy

Tyr Asp
Lys Gly
Thr Tyr

60
Ser Lyvs
75

Thr Ala
His Trp
Ser Ala

Lys Ser
140

Tyr Phe
155

Ser Gly

Phe

Let

45

Ala

Ser

Val

Tyr

Ser

125

Th

Pro

Yal

Thy

30

Gla

Ala

Th

Tyr

Phe

110

Thr

Ser

Glu

His

Phe

Gly

15

His

Trp

Asp

Ala

Tyr

95

Asp

Lys

Gly

Pro

Thr

Pro

Val

160

Ser

Thy

Val

Gly

Tyr

Val

Phe

Ty

80

Cys

Val

Gly

Gly

Val

160

Phe
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[0031]

Pro Ala

Thr Val

Asn His
210

Ser Cys
225

Leu Gly

Leu Met

Ser His

Glu Val
290

Thr Tyr
305

Asn Gly

Pro Ile

Gln Val

Val Ser

370

Val Glu

385

Pro Pro

Thi Val

Val Met

Leu Ser
450

Yal

Pio

195

Lys

Asp

Gly

Ala

Glu

275

His

Arg

Lys

Glu

Cys

355

Leu

Tep

Val

Asp

His

435

Pro

Leu

180

Ser

Pro

Lys

Pro

Ser

260

Asp

Asn

Yal

Glu

Lys

340

Thy

Ser

Glu

Leu

Lys

420

Glu

Gly

165

Gln

Ser

Ser

Thr

Ser

245

Arg

Pro

Ala

Val

Tyw

3256

Thr

Leu

Cys

Ser

Asp

405

Ser

Ala

Lys

Ser

Ser

Asn

His

230

Val

The

Glu

Ly&

Ser

310

Lys

Ile

Pro

Ala

Asn

390

Ser

Arg

Leu

Ser

Lt

Thr

215

Thr

Phe

Pro

Val

Thr

295

Val

Cys

Ser

Pro

Yal

375

Gly

Asp

Trp

6ly

Gly

200

Lys

Cys

Leu

Gl

Lys

280

Ly&

Leu

Lys

Leu
185

Thr

Val

Pro

Phe

Val

265

Phe

Pro

Thr

Val

Lys Ala

Ser

360

Lys

Gln

Gly

Gla

345

Arg

Gly

Pto

Ser

Gln
425

His Asn Ala

440

79

170

Tyr

Gln

Asp

Pro

Pro

250

Thy

Asn

Arg

Yal

Ser

330

Lys

Asp

Phe

Gl

Phe

410

Gly

Tyr

Ser

Thr

Lys
Cys
235
Pro
Cys
Trp
Glu
Leu
315

Asn
Gly
Glu
Tyx
Asn
395
Phe

Asn

Thr

Leu

Ty

Lys

220

Pro

Lys

Val

Tyr

Gla

300

Ala

Lys

Gln

Leu

Pro

380

Asn

Leu

Val

Gln

Ser

Ile

205

Val

Ala

Pro

Val

Val

285

Gln

Gln

Ala

Pro

Thr

365

Ser

Tyw

Yal

Phe

Lys
445

Ser

190

Cys

Glu

Pro

Lys

Val

270

Asp

Tyx

Asp

Leu

Arg

350

Lys

Asp

Lys

Ser

Ser

430

Ser

175

Val

Asn

Pro

Glu

Asp

265

Asp

Gly

Asn

Trp

Pro

336

Glu

Asn

Ile

Th

Lys

415

Cys

Leu

Val

Val

Lys

Leu

240

Thr

Val

Val

Sexr

Leu

320

Ala

Pro

Gln

Ala

Thr

400

Leu

Ser

Ser
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[0032]

210>
211>

34
705

<212> PRT
NTH

213>

220>
<2237

<400>

Ser Tyr
1

B AAASEAR JGVECR-ANG-2> OAscFab TgG1HY Bk

34
Val

Thr Ala Arg

His Trp

Asp Asp
50

Asn Ser
B85

Asp Glu

Trp Val

Ala Ala

Ala Asn
130

Ala Val
145

Val Glu

Ser Ser

Tyr Ser

Ala Pro

210

Gly Gly
225

Gly Gly

Val Lys

Tyr

35

Ser

Gly

Ala

Phe

Pro

115

Lys

Thr

Tht

Tyr

Cys

195

Ther

Gly

Gly

Lys

Leu
Ile
20

Gln
Asp
Asn
Asp
Gly
100
Ser
Ala
Val
Thy
Leu
180
Gla
Glu
Gly

Ser

Pro

ghr Gln Pro Pro Ser Val Ser Val Ala Pro
10

Thr

Gln

Arg

Thx

Tyr

85

Gly

Val

Thi

Ala

Thi

165

Ser

Val

Cys

Ser

Gly

245

Gly

Cys

Lys

Pro

Ala

70

Tyr

Gly

Thr

Leu

Tep

150

Pro

Leu

Thr

Ser

Gly

230

Gly

Ala

Gly

Gly

Pre Gly

Ser

55

Thr

Cys

The

Leu

Val

135

Lys

Set

Thr

His

218

Gly

Gln

Seir

40

Gly

Leu

Gln

Ly&

Phe

120

Cys

Ala

Lys

Pro

Gl

200

Gly

Gly

Val

Yal

Asn

25

Gln

Tle

Thy

Val

Leu

106

Pro

Leu

Asp

Gln

Glu

185

GlLy

Gly

Gly

Gln

Lys

80

Asn

Alg

Pro

Ile

Trep

90

Thy

Fro

Ile

Ser

Ser

170

Gln

Ser

Gly

Ser

Len

250

Val

Tle

Pro

Glu

Sex

75

Asp

Val

Ser

Ser

Ser

155

Asn

Trp

Thy

Ser

Gly

235

Val

Set

Gly

Val

Arg

60

Arg

Ser

Leu

Ser

Asp

140

Pro

Ash

Liys

Val

Gly

220

Gly

Glu

Cys

Ser Lys
2

30

Leu Yal
45

Phe Ser
Val Glu

Ser Ser

Gly Glu
110

Glu Glu
125
Phe Ty
Val Lys
Lys Tyr
Ser His
190
Glu Lys
205
Gly Gly
Gly Gly

Ser Gly

Lys Ala

Gly

15

Ser

Val

Gly

Ala

Asp

95

Pro

Leu

Pro

Ala

Ala

175

Arg

Thy

Gly

Ser

Ala

255

Ser:

Gln

Val

Tyr

Ser

Gly

80

His

Lys

Gln

Gly

Gly

160

Ala

Ser

Val

Ser

Gly

240

Glu

Gly
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[0033]

Tyr Thrx

Gln Gly
290

Asn Tyr
305

Ser Tle

Thr Ala

Ser Ser

Thr Met
370

Pro Leu
385

Gly Cys

Asn Ser

GIln Ser

Ser Ser
450

Ser Asn
465

Thr His

Ser Val

Arg Thr

Pro Glu

530

Ala Lys
545

Phe

275

Leu

Ala

Ser

Val

Ala

Leu

Gly

Ser

435

Leu

Thr

Thr

Phe

Pro

515

Val

The

260

Thy

Glu

Gln

Thr

Tyr

340

Tyr

The

Pro

Val

Ala

420

Gly

Gly

Lys

Cys

Leu

500

Gli

Lys

Lys

Gly

Tep

Lys

Ala

325

Tyr

Tyr

Val

Ser

Lys

405

Leu

Leu

Thy

Val

Pro

485

Phe

Yal

Phe

Pro

Tyr

Met

Phe

310

Tyr

Cys

Tyr

Ser

Ser

390

Asp

Thy

Tyt

Gln

Asp

470

Pro

Pro

Thir €

Asn

Tyr
Gly
GlIn
Met
Ala
Pro
Ser
375
Lys
Tyx
Ser
Ser
Thy
455
Lys
Cys

Pro

Met

280

Titp

Gly

Glu

Arg

Gly

360

Ala

Ser

Fhe

Gly

Leu

440

Tyr

Lys

Pro

Lys

Val

520

Tyr

Glu

Tle

Arg

Leu

Ser

345

Ala

Ser

Thi

Pro

Val

425

Ser

Tle

Val

Ala

Pro

508

Yal

Val

Gln

81

Trp

Asn

Val

Ser

330

Pro

Phe

Thy

Ser

Glu

410

His

Ser

Cys

Glu

Pro

490

Lys

Val

Asp

Tyr

Val

Pro

Thy

315

Arg

Asn

hsp

Lys

Gly

395

Pro

Thr

Val

Asn

Pro

475

Glu

Asp

Asp

Gly

Asn
555

Arg

Asn

300

Met

Leu

Pro

Tle

Gly

380

Gly

Val

Phe

Val

Val

460

Lys

Leu

Th

Val

Val

540

Ser

Gln

285

Ser

Thy

Arg

Tyr

Trp

365

Pro

Th

Thy

Pro

The

445

Asn

Ser

Leu

Leu

Ser

525

Glu

Thyr

270

Ala

Gly

Arg

Ser

Tyr

350

Gly

Ser

Ala

Val

Ala

430

Val

His

Cys

Gly

Met

510

His

Val

Tyr

Pro

Gly

Asp

Asp

335

Tyr

Gln

Val

Ala

Ser

415

Val

Pro

Lys

Asp

Gly

495

Ala

Glu

His

Arg

Gly

Thy

Thy

320

Asp

Asp

Gly

Phe

Leu

400

Tep

Leu

Ser

Pro

Lys

480

Pro

Ser

Asp

Asn

Val
560
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[0034]

Val Ser Val
Tyr Lys Cys

Thi Tle Ser
595

Leu Pro Pro
610

Cys Leu Val
625

Ser Asn Gly
Asp Ser Asp

Ser Arg Trp
675

Ala Leu His
690

Lvs
705

210> 85

211> 214
212> PRT
213>

<220>
£223»

<400> 35
Asp Ile Gln
1

Asp Arg Val

Leti Asn Tip
35

Tyr Phe Thr
50

Ser Gly Ser
69

Gluw Asp Phe

Tht Phe Gly

Leuw Thr Val Leu
565

Lys Val Ser Asn
580

Lys Ala Lys Gly

Cys Avg Asp Glo
615

Lys 6ly Phe Tyr
630

Gln Pro Glu Asa
645

Gly Ser Phe Phe
660

GIn Gln Gly Asn

Asn Ala Tyr The
695

ALY

Leu The Gln Ser

Thr Ile Thr Cys
20

Tyt Gln 6l Lys

Ser Ser Leu His

b5

Gly Thr Asp Phe

Ala Thr Tyr- Tyr
85

Gln Gly Thy Lys

Ala Gln Asp Trp
570

Lys Ala Leu Pro
585

Gln Pro Avg Glu
600

Lew Thy Lys Asi

Pro Ser Asp ITle
635

Asn Tyr Lys Thr
650

Leu Tyr Ser Lys
665

Val Phe Ser Cys
680

Glu Lys Ser Leu

Pro Ser Ser Len
10

Ser Ala Ser Gln
25

Pro. Gly Lys Ala
40

Ser Gly Val Pro

The Leu Thy Ile
75

Cys Gln Gln Tyr
90

Val Glu Ile Lys

82

Lew Asn Gly

Ala Pro Ile
590

Pro Gln Val
605

Gln. Val Sew
620

Ala Val Glu

Thr' Pro Pro

Leu Thr Val
670

Ser Val Met
685

Ser Leu Ser
700

BA AARABRICVEGE-ANG-2> OAscFab TgG1iiasHEL

Ser Ala Ser

Asp Tle Ser
30

Pro: Lys Val
45

Sev- Avg Phe
60
Ser Se¥ Leu

Ser Thr Val

Arg Thr Val

Lys

B7h

Glu

Tyx

Leu

Trp

Val
655

Asp

His

Pre

Val
15

Asn

Let

Ser

Gln

Pro
95

Ala

Glu

Lys

Thr

Trp

Glu

640

Leu

Lys

Glu

Gly

Gly

Tyr

Ile

Gly

Pio

80

Trp

Ala
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[0035]

Pro Ser

Thr Ala
130

Lys Val
145

Glu Ser
Ser Thr
Ala Cys
Phe Asn

210

210>
211>
212>
213>

<220
€223>

<400>
Glu Val
1
Ser Leu
Gly Met
6ly Trp
50
Lys Arg
65
Leu Gln
Ala Lys

Tep Gly

Pro Ser
130

160

Yal Phe Tle Phe
115

Ser Val Val Cys

Gln Trp Lys Val
150

Val The Glu Gln
165

Leu Thr Leu Ser
180

Glu Val The His
195

Arg 6ly Glu Cys

36
450
PRT
ALH

105

Pro Pro Ser: Asp Glu Gln Leu

135

120

Leu Leu Asn Asn Phe Tyr

Asp Asn Ala Leu Gln

Asp Ser Lys Asp
1

70

155

Set

Lys Ala Asp Tyr Glu

185

Gln Gly Leu Ser Ser
200

B ARGEAS FTSPLESS AR 1Y CVECH-ANG-25

36

Gln Leu gal Glu Ser Gly Gly Gly
10

Arg Leu Ser Cys Ala Ala Ser Gly
20 25

35

I1le Asn Thr Tye

Arg Phe Thr Phe
70

Met Ash Ser Leu
85

Tyr Pro Tyr Tyr
100

Gln Gly Thr Leu
115

Yal Phe Pro Leu

Thy

55

Ser

Arg

Tyr

Val

Ala
135

GLly Glu

Leu Asp

Ala Glo

Gly Thr

105

The Val
120

Pro Cys

83

Asn Trp Val Arg Gln Ala Pro Gly
40

Pto

Thy

Asp

90

Ser

Ser

Ser

Leu
Tyr
Lys
Thi
Set
h

Thi
His
Ser:

Arg

140

Ser

Thi

Lys

Pro

125

Pro

Gly

Tyr

His

Val
205

OAscFab

Val

Asp

Gly

Gln

Phe

Leu
44

Tye Ala

60

Lys

Ala

Trp

Ala

Ser
140

Ser

Val

Tyr

110

Lys Ser

Arg Glu

Asn Ser

Ser Leu
175

Lys Val
190

Thr Lys

Gly

Ala

Gln

160

Ser

Tyr

Ser

TG4l EREL

Pro Gly
15

Thy His
30

Glu Trp
Ala Asp
Thi Ala

Tyr Tyr
95

Phe Asp
110

The Lys

- Ser Glu

Gly

Tyt

Val

Phe

Tyr

80

Cys

Val

Gly

Ser
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[0036]

Thr

145

Thr

Pro

Thr

Asp

Tyr

225

Pro

Ser

Asp

Asn

Val
305

Glu

Lys

The

Ser

Glu

385

Len

Ala

Val

Ala

Val

His

210

Gly

Ser

Arg

Pro

Ala

290

Val

Tyr

Thir

Leu

Cys

370

Ser

Asp

Ala

Ser

Val

Pro

195

Lys

Pre

Val

Thr

Glu

275

Lys

Ser

Lys

Ile

Pro

355

Ala

Asn

Ser

Lys Ser Arg

Glu Ala Leu

Leu

Trp

Leu

180

Ser

Pro

Pro

Phe

Pro

260

Val

Thr

YVal

Cys

Ser

340

Pro

Yal

Gly

Asp

Trp

420

His

Gly

Asn

165

Gln

Ser

Set

Cys

Let

245

Glu

Gln

Lys

Leu

Lys

325

Lys

Ser

Lys

Gln

Gly

465

Gln

Asn

Cys

150

Ser

Ser

Ser

Asii

Pro

230

Phe

Val

Phe

Pro

Th

310

Val

Ala

Gln

Gly

Pro

390

Ser

Glu

Ala

Leu

Gly

Se

Leu

Thi

215

Pro

Pro

Thr

Asn

Arg

295

Val

Ser

Lys

Gluo

Phe

37h

Glu

Phe

Gly

Tyr

Val

Ala

Gly

Gly

200

Lys

Cys

Pro

Cys

Tep

280

Glu

Leti

Asn

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thy

Lys

Leu

Leu

185

Thr

Val

Pro

Lys

Val

285

Tyx

Glu

Ala

Lys

Gli

345

Met

Pio

Asn

Lew

Val

426

Gl

84

Asp
Tht
170
Ty
Lys
Asp
Ala
Pro
250
Val
Vil
Gln
Gln
Gly
3

Pro
Thr
Ser
Tyr
Val
410
Phe

Lys

Tyr

1565

Ser

Se

Thr

Lys

Pro

235

Lys

Val

Asp

Phe

Asp

316

Leu

Arg

Lys

Asp

Lys

395

Ser

Ser

Ser

Phe

Gly

Len

Tyr

Arg

220

Glu

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Asn

Ile

380

Thr

Avg

Cys

Leu

Pro

Val

Sew

Thr

205

Val

Phe

Thi

Val

Val

285

Ser

Let

Ser

Pio

GIn

365

Ala

Tht

Lewn

Ser

Ser

Glu

His

Ser

190

Cys

Glu

Glu

Léu

Ser

270

Glu

Tht

Asn

Ser

Glu

350

Val

Val

Pro

Tht

Val

430

Leu

Pro
Thr
175
Val
Asn
Set
Gly
Met
255
Gln
Val
Tyr
Gly
Tle
335
Val
Ser
Glu
Pro
Val
415
Met

Ser

Val

160

Phe

Yal

Val

Lys

Gly

240

Ala

Glu

His

Arg

Lys

320

Glu

Cys

Leu

T#p

Val

400

Asp

His

Leu
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[0037]

Gly Lys
450

<2107
211>
212>
213>

220>
<2232

<400>

Ser Tyr
1

Thr Ala
His Trp
Asp Asp

50

Asn Ser
85

Asp Glu
Trp Val
Ala Ala
Ala Asn

130

Ala Val
145

Val Glu
Ser Ser
Tyr Ser
Ala Pro

210

Gly Gly
225

435

37
702
PRT
AT

440

B AMZE 2 RISPLEZS A K VEGF-ANG-2>

37
Val Let

Arg 1le

20
Tyr Gln
35

Ser Asp
Gly Asn
Ala Asp

Phe Gly
100

Pro Ser
115

Lys Ala
Thy Val
Thr Thr
Tyr Leu

180

Cys Gln
195

The Glu

Gly Gly

Thi
5
The
G1n
Arg
The
Ty
85
Gly
Val
Thy
Ala
Thr
165
Ser
Val

Cys

Ser

Gln

Cys

Lys

Pro

Ala

70

Tyr

Gly

Thir

Leu

Tep

150

Pro

Leu

Tht

Ser

Gly
230

Pro

Gly

Pro

Ser

55

Thr

Uys

Tht

Lei

Val

135

Lys

Ser

Thi

His

Gly

215

Gly

Pro
Gly
Gly
40

Gly
Leu
Gln
Liyvs
Phe
120
Cys
Ala
Lys
Piro
Glu
200
Gly

Gly

Ser Val Ser

19

Asn Asn

26

Gln Ala

I1e

Thr

Val

Leu

105

Pio

Leii

Asp

Gln

Glo

185

Gly

Gly

Gly

85

Pro

Tle

Tip

90

Thr

Pio

Ile

Ser

Ser

170

Gln

Ser

Gly

Ser

Ile

Pro

Glu

Ser

75

Asp

Val

Ser

Ser

Ser

156

Asn

Tep

Th

Ser

Gly
235

OAscFab

Val

Gly

Yal

Arg

60

Arg

Ser

Let

Ser

Asp

140

Pro

Asn

Lys

Val

Gly

220

Gly

Ala
Ser
Leu
45

Phe
Val
Ser
Gly
Glu
125
Phe
Val
Lys
Ser
Glu
205

Gly

Gly

TgGafy 2

Pro

Lys

30

Val

Ser

Glo

Ser

Gln

110

Glu

Tyt

Lys

Tyx

His

190

Lys

Gly

Gly

Gly

15

Ser

Val

Gly

Ala

Asp

95

Pro

Leu

Pro

Ala

Ala

175

Arg

Thr

Gly

Ser

Gln

Val

Tyr

Ser

Gly

80

His

Lys

Gln

Gly

Gly

160

Ala

Ser

Val

Ser

Gly
240
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[0038]

Gly

Val

Ty#

Gln

Asn

305

Ser

Thy

Ser

Thi

Pro

385

Gly

Asn

Gln

Ser

Ser

465

Cys

Gly

Lys

Th

Gly

290

Tyr

Ile

Ala

Ser

Met

370

Leu

Cys

Ser

Ser

Ser

450

Asn

Pro

Leu. Phe

Glu

Gln

Val

Phe

Gly

Lys

Phe

275

Leu

Ala

Ser

Val

Gly

355

Val

Ala

Leu

Gly

Ser

435

Leu

The

Pro

Pro

Thr

515

Asn

Ser

Pro

260

Tht

Glu

Gln

Thr:

Tyr

340

Tyr

Thy

Pro

Val

Ala

420

Gly

Gly

Lys

Cys

Pro

500

Cys

Trp

Gly

245

Gly

Gly

Trp

Lys

Ala

325

Ty¥

Tyr

Val

Cys

Lysg

405

Leu

Leu

Thr

Val

Pro

485

Lys

Val

Tyz

Gly

Ala

Tyr

Met

Phe

310

Tyr

Tyr

Ser

Ser

390

Asp

Thr

Tyr

Lys

Asp

470

Ala

Pro

Yal

Val

Gln

Ser

Ty

Gly

295

Gln

Met

Ala

Pro

Ser

375

Arg

Ty

Ser

Ser

Thr

455

Lys

Pro

Lys

Val

Asp

Val

Val

Met

280

Trp

Gly

Glu

Arg

Gly

360

Ala

Ser

Plie

Gly

Leu

440

Tyr

Arg

6la

Asp

Asp

520

Gly

Gln

Lys
265

His

Tle

Arg

Leu

Ser

345

Ala

Ser

Thy

Prio

Val

425

Ser

Thr

Val

Phe

Thi

508

Val

Val

86

Let

250

Val

Trp

Asn

Yal

Ser

330

Pria

Phe

Thy

Ser

Gl

410

His

Ser

Cys

Glu

6la

490

Leu

Ser

Glu

Val

Ser

Val

Pro

Thr

315

Arg

Asn

Asp

Lys

Glu

395

Prio

Thr

Yal

Asn

Sew

475

Gly

Met

Gin

Val

Glu

Cys

Arg

Asn

300

Met

Leu

Prio

Ile

Gly

380

Ser

Val

Phe

Val

Val

460

Lys

6ly

Ala

Glu

His

Ser

Lys

Gln

285

Ser

Thr

Arg

Tyx

Trp

365

Pro

Thr

Thi

Pro

The

445

Asp

Tye

Pro

Ser

Asp

525

Asi

Gly

Ala

270

Ala

Gly

Arg

Ser

Tyr

350

Gly

Ser

Ala

Val

Ala

430

Val

His

Gly

Ser

Arg

510

Pro

Ala

Ala

258

Ser

Pro

Gly

Asp

Asp

335

Tyx

Gln

Val

Ala

Ser

415

Val

Pro

Lys

Pro

Val

495

Thi

Glu

Lys

Glu

Gly

Gly

Thr

Thy

320

Asp

Asp

Gly

Phie

Leu

400

Trp

Leu

Ser

Pro

Pro

480

Phe

Pro

Yal

Thi
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530 235 540

Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser Val
545 550 h55 260

Leu Thr Val Leu Ala Glu Asp Trp Leu Asi Gly Lys 6lu Tyr Lys Cys
565 570 575

Lys Val Set Asn Lys Gly Leu Pro Ser Ser Tle Glu Lys Thr: Ile Ser
580 585 590

Lys Ala Lys Gly Gla Pro A¥g Glu Pro Gln Val Tvi Thy Leu P¥o Pro
595 600 605

Cys Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leuw Trp Cys Leu Val
610 615 620

Lys Gly Phe Tyr Pro Ser Asp Tle Ala Val Glu Trp Glu Ser Asn Gly
625 630 635 640

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
645 650 655

Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp
660 665 670

Gln 6lu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
675 680 685

Asn Ala Tyr Thy Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
690 695 700

210> 38

211> 214

212> PRT

213> AT

220>

€223> BH AMZRFISPLESSASHYCVEGP-ANG-2> OAscFab TegG4mieml
400> 38

Asp Tle Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 1.0 15

Asp Arg Val Thy Ile Thr Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30

Lew Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pre Lys Val Leu Ile
35 40 45

Tyt Phe Thr Ser Ser Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Tle Ser Ser Leu Gln Pro
65 3

Glu -Asp Phe Ala Thr Tye Tye Cys Gln Gln Tyr Ser Thy Val. Pre Tep

[0039]

87
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[0040]

Thr Phe Gly Gln Gly
100

Pro Seir Val Phe Ile
115

Thr Ala Ser Val Val
130

Lys Val Gln Trp Lys
145

Glu Ser Val Thr Glu
165

Ser Thr Leu Thr Lei
180

Ala Cys Glu Val Thr
195

Phe Asn Arg Gly Glu
210

210> 39
<211> 453
<212 PRT
213> ATH

220>
€223> <VEGF-ANG-2>

400> 39
Glu Val Gln Leu Val
1 5

Ser Leu Arg Leu Ser
20
Gly Met Asn Trp Val
35
Gly Trp Tle Asn The
50
Lys Arg Arg Phe Thr
65

Leu Gin Met Asn Ser
85

Ala Lys Tyr Pro Tyr
160

Trp 6ly Gln Gly Thr
115

90

Thr Lys Val Glu Tle
105

Phe Pro Pro Set Asp
120

Cys Leu Leu Asn Asn
135

Val Asp Asn Ala Leu
150

Gln Asp Ser Lys Asp
170

Ser Lys Ala Asp Tye
185

His 61ln Gly Leu Ser
200

Cys

CrossMAb TeGLEF R (TAMEDR) (VEGFang2-0201) By EHEL

Glu Ser Gly Gly ?éy

Cys Ala Ala Ser Gly
25

Arg Gl Ala Pro Gly
40

Tyt Thr Gly Glu Pro
55

Phe Ser Leu Asp Thy
70

Leu Arg Ala Glu Asp
90

Tyr Tyr Gly Thr Ser
105

Leu Val Thr Val Ser
120

88

95

Lys Arg Thr Val Ala
110

Glu Gln Len Lys Ser
125

Phe Tyr Pro Arg Glu
140

Gln Ser Gly Asn Ser
155

Ser Thr Tyr Ser Leu
175

Glu Lys His Lys Val
190

Ser Pro Val Thr Lys
205

Leu Val Gln Pro ?gy

Tyr Asp Phe Thr His
aa

Lys Gly Leu Glu Tep
45

The Tyr Ala Ala Asp
60

Ser Lys Seér Thy Ala
75

Thr Ala Val Tyr Tyr
95

His Trp Tyr Phe Asp
110

Ser Ala Ser Thr Lys
125

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

Gly

Tyr

Val

Phe

Tyr

80

Cys

Val

Gly
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[0041]

Pro Ser
130

Thr Ala
145

Thy Val
Pro Ala
Thr Val

Asn His
210

Ser Cys
225

Leu Gly
Leu Met
Ser His

Glu Val
290

Thr Tyr
305

Asn Gly
Pro Ile
G1n Val

Val Ser
370

Val Glu
385

Pro Pro

Thz Val

Val

Ala

Ser

Val

Pro

195

Lys

Asp

Gly

Tle

Glu

275

His

Arg

Lys

Glu

Tye

355

Leu

Trp

Val

Asp

Phe

Leu

Trp

Leu

180

Ser

Pro

Lys

Pro

Ser

260

Asp

Asn

Val

Glu

Lys

340

Th¥

Trp

Glu

Leu

Lys

Pro Leu

Gly Cys
150

Asn Ser
165

Gln Ser

Ser Ser

Ser Asn

Thy His
230

Ser Val
245

Arg Thr

Pro Glu

Ald Lys

Val Ser
310

Ty Lys
325

Thr Ile

Leu Pro

Cys Len

Ser Asi
390
Asp Ser

405

Ser Arg

Ala

135

Leu

Gly

Ser

Len

Thr

215

Thr

Phe

Pro

Val

Thi

295

Val

Cys

Ser

Prio

Val

375

Gly

Asp

Trp

Pro. Ser Ser Lys Ser Thi

Val

Ala

Gly

Gly

200

Lys

Leu

Gl

Lys

280

Lys

Ley

Lys

Lys

Cys

360

Lys

Glu

Gly

Gl

Lys Asp

Leu Tht
170

Leu Tyr
185

Thy Glu

Yal Asp

Pro Pro

Phe. Pro
250

Val Thr
265

Phe Asn

Pro Arg

Thy. Val

Val Ser
330

Ala Lys
345

Arg Asp

Gly Phe

Pro Glu

Ser Phe

410

Gln Gly

89

Tyr
155
Ser
Ser
Thy
Lys
Cys
235
Pro
Cys
Tep
Glu
Leu
315
Asn
Gly
Glu
Tyr
Asgn
395
Phe

Asi

140

Phe Pro

Gly Val

Leu Ser

Tyr Ile
205

Lys Yal
220

Pro Ala

Lys Pro

Val Val

Tyr Val

285

Glu Gln
300

His Gln

Lys Ala

Gln Pro

Leu Thy

365

Pro Ser
380
Asn Tyr

Leu Tyr

Val Phe

Ser

Glu

His

Ser

190

Cys

Glu

Pria

Lys

Val

270

Asp

Tyt

Asp

Leu

Arg

350

Lys

Asp

Lys

Ser

Ser

Gly Gly

Pro Val
160

Thy Phe
175

Val Val

Asn Val

Pro Lys

Glu Leu

240

Asp Thr
255

Asp Val

Gly Val

Asn Ser

Trp Leu

320

Pro Ala

335

Glu Pro

Asn Gln

Tle Ala

Thi Thi

400

Lys Leu

Cys Ser
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[0042]

420

4256

430

Val Met His Glu Ala Leu His Asn His Tvr Thyr Gln Lys Ser Leu Ser
445

435

Lew Ser Pro Gly Lys

450

<210> 40
211> 463
<212» PRT

213>

€220>

223>

<400> 40

ATH

Gln Val Gln Leu

1

Ser

Tyr

Gly

Gln

65

Met

Ala

Pro

Ser

Glu

145

Phe

Gln

Ser

Glu

Val Lys

Met His
35

Trp lle
50

Gly Arg

Glu Leu

Arg Ser

Gly Ala

115

Ala Ser
130

Gln Leu

Tyr Pro

Ser Gly

Thr Tyr

195

Lys His
210

Yal

20

Trp

Asn

Val

Ser

Pro

100

Phe

Val

Lys

Arg

Asn

130

Ser

SVEGF-ANG-2>

Val

o

Ser

Val

Pro

Thy

Arg

85

Asn

Asp

Ala

Ser

Gla

165

Ser

Leu

Val

CrossMAb TgGlEFAE RS (FEAMAGEAR) (VEGFang2-0201) & 2

440

Gln Ser Gly Ala

Cys

Arg

Asn

Met

TQ

Leu

Pro

Tle

Ala

Gly

150

Ala

Gln

Ser

Tyr

Lys
Gln
Ser
55

The
Arg
Tye
Trp
Pro
135
Thi
Lys
Glu

Sor

Ala
215

Ala

Ala

40

Gly

Arg

Set

Tyr

Gly

120

Ser

Ala

Val

Ser

Thy

200

Cys

Set

25

Pro

Gly

Asp

Asp

105

Gln

Val

ser

Gln Tr

Val
185

Leu

Glu

Glu Val Lys Lys Pro Gly Ala

10

Gly

Gly

Thr

Thy

Asp

90

Asp

Gly

Phe

Val

e
o

1

Thr

The

Val

90

Tyt

Gln

Asn

Ser

75

Thr

Ser

The

Ile

Yal

1565

Lys

Glu

Leu

The

The

Gly

Tye

60

Ile

Ala

Ser

Met

Phie

140

Cys

Val

GIn

Sep

His
220

Phe

Leu

45

Ala

Ser

Val

Gly

Val

125

Pro

Leu

Asp

Asp

Lys

205

Gln

Tht

30

Glu

Gln

The

Tyr

Ty

110

Thy

Py

Leu

Ash

Ser

190

Ala

Gly

15

Gly

Trp

Lys

Ala

Tyr

Ty

Val

Ser

Asn

Ala

175

Lys

Asp

Leu

Tyr

Met

Phe

Tyr

80

Cvs

Tyr

Ser

Asp

Asn

160

Leu

Asp

Tyve

Ser
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[0043]

Ser

225

Thr

Phe

Pro

Val

Thr

305

Val

Cys

Ser

Pro

Val

385

Gly

Asp

Trp

His

Pro

Cys

Leu

Glu

Lys

290

Lys

Leu

Lys

Lys

Val

Pro

Phe

Val
275

Thr

Pro

Pio

260

Thr

Phe Asn

Pro Arg

Th¥

Val

Ala
355

Val

Ser
340

Lys

Ser Arg Asp

370

Lys

Gln

Gly

Gln

Asn
450

210>
211>
212>
213>

220>
223>

400>

Gly

Pro

Ser

Gln

435

His

41
214
PRT
ATH

41

Phe

Glu

Phe

420

Gly

Ty¥

Lys

Cys

245

Pro

Cys
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115

Pro Lys

130

Val

Yal

Glu 61n

His

Gln

Val

Asp

Tyr

Asp
195

Lys Ala Leu

Gln
225

Lieu

Pro

Asn

Leu

Val

305

Gln

210

Pro Arg

The

Ser

Tyt

Tyr

290

Phe

Lys

<210>
211>
<212>
<213>

<400>

Lys

Asp

Lys
275

Ser

Ser

Ser

50
327
PRT
BA

50

Asn

Pro

100

Glu

Asp

Asp

Gly

Asn

180

Trp

Pro

Glu

Asn

Tle

260

Tht

Lys

Cys

Leu

Ala Ser Thr Lys
1

Val

85

Lys

Leu

The

Val

Yal

165

Ser

Leu

Ala

Pro

Gln

245

Ala

Thr

Leu

Ser

Ser
325

Gly

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr

Asn

Pro

Gln

230

Val

Val

Pro

Thi

Val

310

Leu

Pro

His

Lys

Pro

Cys Asp Lys

Gly

Met

135

Hisg

Yal

Tyr

Gly

Ile

218

Val

Ser

Glu

Pro

Val

295

Met

Ser

Ser

Gly

120

Lle

Glu

His

Arg

Lys

200

Glu

Ty

Leu

Tip

Val

280

Asp

His

Pro

Yal

1056

Pro

Ser

Asp

Asn

Val

185

Glu

Lys

Thr

Thi

Glu

265

Leu

Lys

Glu

Gly

Phe

100

Ser

90

Thr

Ser

Arg

Pro

Ala

170

Val

Tyr

Thr

Leu

Cys

250

Ser

Asp

Ser

Ala

Lys
330

Asn

His

Val

The

Glu

155

Lys

Ser

Lys

Ile

Pro

235

Lieu

Asn

Ser

Arg

Leu
315

Thr: Lys

Thr Cys

Phe Leu

125

Pro Glu
140

Val Lys

Thr Lys

Val Leu

Cys Lys
205

Ser Lys
220

Pro Ser

Val Lys

Gly Gln

Asp Gly
285

Trp Gln
300

His: Asn

Val

Pro

110

Phe

Val

Phe

Pro

Thr

190

Val

Ala

Arg

Gly

Pro

270

Ser

Gln

His

Asp

95

Prio

Pro

Thr

Asn

Arg

175

Val

Ser

Lys

Asp

Phe

255

Glu

Phe

Gly

Tyr

Lys

Cys

Pro

Cys

Trp

160

Glu

Leu

Asn

Gly

Glu

240

Ty

Asn

Phe

Asn

Tht
320

Pro Leu Ala Pro Cys Ser Arg
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[0053]

Ser

Phe

Gly

Leu

65

Tyr

Arg

Glu

Asp

Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

1le

The

Arg

Cys
305

Leut Ser Leu Ser Leu Gly Lys
325

Thr

Pre

Thr

Val

Phe

Thr

130

Val

Val

Ser

Leu

Ser

210

Pro

Gln

Ala

The

Leu

290

Ser

Ser
Glu
35

His
Ser
Cys
Glu
Leu
115
Leu
Ser
Glu
The
Asn
195
Seir
Gln
Val
Val
Pro
275

Thr

Val

Glu

20

Pro

Thr

Val

Asn

Ser

100

GlLy

Met

Gln

Val

Tyr

180

Gly

Tle

Val

Ser

Glu

260

Pro

Val

Met

Ser

Val

Phe

Val

Val

85

Lys

Gly

Ile

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

245

Trp

Yal

Asp

His

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Asp

150

Asn

Yal

Glu

Lys

The

230

Thr

Glu

Leu

Lys

Glu
310

Ala
Val
Ala
5h

Val
His
Gly
Ser
Arg
135
Pro
Ala
Val
Tyr
Thr
215
Leu
Cys
Ser
Asp
Ser
295

Ala

Ala

Ser

40

Val

Pro

Lys

Pro

Val

120

Thr

Glu

Lys

Ser

Lys

200

Ile

Pro

Leu

Asn

Ser

280

Arg

Leu

Leu

25

Trp

Leu

Ser

Pro

Pro

105

Phe

Pro

Yal

Thr

Val

185

Cys

Sex

Pro

Val

Gly

265

Asp

Trp

His

101

Gly

Asi

Gln

Ser

Ser

90

Cys

Leu

Glu

Gln

Lys

170

Leu

Lys

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Cy's

Ser

Ser

Ser

75

Asn

Pro

Phe

Yal

Phe

155

Pro

The

Val

Ala

Gln

235

Gly

Pro

Ser

Glu

His
315

Leu

Gly

Ser

60

Leu

The

Ser

Pro

Thr

140

Asn

Arg

Val

Ser

Lys

220

Glu

Phe

Glu

Phe

Gly

300

Tyr

Val Lys Asp

Ala

45

Gly

Gly

Lys

Cys

Pro

125

Cys

Tep

Glu

Leu

Asn

205

Gly

Glua

Tyr

Asn

Phe

285

Asn

Thi

30

Leti

Leu

Thy

Yal

Pro

110

Lys

Val

Tyr

Glu

His

190

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Tht

Ty

Lys

Asp

95

Ala

Pro

Val

Val

Gln

175

Gln

Gly

Pro

Thr

Ser

256

Tyr

Tyr

Phe

Lys

Tyr

Ser

Ser

Thy

80

Lys

Pro

Lys

Val

Asp

160

Phe

Asp

Len

Arg

Lys

240

Asp

Lys

Ser

Ser

Ser
320
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